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PREFACE 

 
Charles R. Drew University of Medicine and Science is guided by the ethical principles 
regarding all research involving human subjects as set forth in the report of the National 
Commission for the Protection of Human Subjects of Biomedical and Behavioral 
Research entitled, “Ethical Principles and Guidelines for the Protection of Human 
Subjects of Research” (The Belmont Report). 
 
This document will serve as the official governance document for human subject 
research and reflects the recommendations of the National Commission for the 
Protection of Human Subjects of Biomedical and Behavioral Research and the federal 
regulations (45CFR46, 21CFR50, 21CFR56) which govern human subject research as 
amended to incorporate the Common Rule (FR56. No. 117, 28002). 
 
The IRB guidelines and/or the federal regulations governing human subject research 
are not intended to limit the authority of a physician or any other health care 
professional to provide emergency medical care to the extent the individual is permitted 
to do so under applicable federal, state, or local law. 
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WHAT IS AN INSTITUTIONAL REVIEW BOARD (IRB)? 
 

The Institutional Review Board (IRB) is a committee whose purpose is to ensure that 
the rights and welfare of human participants are protected in all medical, behavioral, 
and social science research.  In accordance with federal and state regulations 
governing research, an IRB must review and approve research involving human 
participants prior to its initiation.  It is the responsibility of the IRB to determine whether 
proposed research exposes participants to unreasonable or unnecessary risk, to review 
informed consent documents and process, and to monitor the progress of research.  In 
its deliberations, the IRB will use the ethical principals as detailed in the Belmont Report 
(1979) to make the determination. 
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THE BELMONT REPORT 
 

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 participants 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 humans subjects for participation in 
such research, and  

(iv) The nature and definition of informed consent in various research settings. 
 
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 
gradation, are particularly relevant to the ethics of research involving human 
participants:  the principles of respect of persons, beneficence, and justice. 
 
Respect for Persons 
 
Respect for persons incorporates at least two ethical convictions:  first, 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. 
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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 participants, respect for persons demands 
that participants 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 participants 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. 
 
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 expression 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 
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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 participants.  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 participants 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 dangers.  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 other 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. 
 
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. 
 
Question so 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 
participants.  For example, during the 19th and early 20th centuries, the burdens of 
serving as research participants  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 participants in Nazi concentration camps 
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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 the disease that is by no means confined to that population.  These 
participants 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 participants.  For example, the selection of 
research participants 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. 
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RESEARCH:  A COLLABORATIVE PROCESS 
 

Ensuring the conduct of ethical research with respect for human participants is a 
responsibility that is shared throughout Charles R. Drew University of Medicine and 
Science (CDU).  The university, investigators, research staff, the Office for the 
Protection of Human Subjects and the CDU Institutional Review Board (IRB) are 
involved in a collaborative process to assure the dignity, rights and welfare of human 
participants.  Our institution has been granted a Federal Wide Assurance (FWA) by the 
Office for Human Research Protections (OHRP).  The FWA is a document that allows a 
research site to be engaged in Department of Health and Human Services (HHS) 
conducted or supported research.  It assures institutional compliance with the 
regulations for the protection of human participants.  The FWA also delineates the 
responsibilities for the implementation of federal, state, and local laws, and the 
performance of research at each level of the organization.  
 
The federal regulations of 45 CFR 46 require the establishment of an Institutional 
Review Board to review and approve human subject research prior to its initiation.  
These regulations also require that specific points of information be included in the 
informed consent process, and that, in most cases, the consent process itself be 
documented in writing. 
 
CDU IRB provides IRB review for human subject research conducted at CDU under an 
HHS Authorization Agreement.  The Federal Wide Assurance describes the 
responsibilities of the institution, the Institutional review Board, and the investigators.  All 
investigators are expected to conduct research in accordance with the provisions of the 
Federal Wide Assurance.  Primary responsibility for assuring that the rights and welfare 
of the individuals involved are protected rests with principal investigator conducting the 
research.  Principal investigator who assign or supervise research conducted by co-
investigators (i.e.  study coordinators, research fellows) have an obligation to consider 
carefully whether these personnel are qualified to safeguard adequately the rights and 
welfare of participants. 
 
A copy of the FWA document is available upon request from the IRB staff. 
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WHAT TYPE OF ACTIVITY IS CONSIDERED RESEARCH? 
 
According to the federal regulations [45 CFR 46.102(d)] any activity which includes a 
systematic design, using a scientific approach or protocol for the purpose of drawing 
conclusions, and which could add to generalizable knowledge in a particular area, 
constitutes research. 
 
Generally, whenever data is to be collected for evaluation, there is research activity 
involved.  Whenever human participants are involved, either directly or indirectly (i.e. 
chart reviews, use of pathological specimens, etc.), the research must be reviewed by 
the IRB.  This is true even if there is no deviation from the standard of care that would 
otherwise be applied.  The individuals about whom information is aggregated for 
analysis are considered human participants, even if they receive no experimental 
treatment.  Whenever results are to be published, or a paper or poster is to be 
presented at a professional meeting, the activity constitutes research involving human 
participants.  Certain Quality Assurance/Quality Improvement (QA/QI) projects may 
meet these criteria. 
 
While an activity may be considered research, it might not constitute research with 
human participants.  Research being conducted that does not include human 
participants is not under the auspices of protection by the IRB.  According to the federal 
regulations [45 CFR 46.102 (f)], a human subject means a living individual about whom 
an investigator (whether professional or student) conducting research obtains (1) data 
through intervention or interaction with an individual, or (2) identifiable private 
information.  Intervention includes both physical procedures by which data are gathered 
(i.e. venipuncture) and manipulations of the subject or the subject’s environment that 
are performed for research purposes.  Interaction includes communication or 
interpersonal contact between investigator and subject.  Private information includes 
information about behavior that occurs in a context in which an individual can 
reasonably expect that no observation or recording is taking place, and information 
which has been provided for specific purposes by an individual and which the individual 
can reasonably expect will not be made public (i.e. a medical record).  Private 
information must be individually identifiable (i.e. the identity of the subject is or may 
readily be ascertained by the investigator or associated with the information) in order for 
obtaining the information to constitute research involving human subjects. 
 
In addition, human subject is defined by the FDA [21 CFR 50.3(g) and 21 CFR 
56.102(e)] as an individual who is or becomes a participant in research, either as a 
recipient of the test article or as a control.  Participant may be either a healthy human or 
a patient.  For device research, a subjects is also an individual on whose specimen a 
device is used [21 CFR 812.3(p)]. 
 
A Clinical Investigation is defined by the FDA [21 CFR 50.3(c) and 21 CFR 56.102(c)] 
as any experiment that involves a test article and one or more human subjects and that 
is subject to FDA regulations.  A test article is defined by the FDA [21 CFR 50.3(j) and 
21 CFR 56.102(l)] as any drug (including a biological product for human use), medical 
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device for human use, human food additive, color additive, electronic product, or any 
other article subject to FDA regulations.   
 
Human subjects research is any research that involves humans as defined in 45 CFR 
46.102(f) or any clinical investigation that involves humans as defined by the FDA. 
 
CDU OPHS/IRB will determine whether a research activity conducted by CDU faculty, 
staff, or students (or conducted on CDU students) meets the regulatory definition of 
“human subjects research” and therefore requires IRB review and approval or 
exemption from IRB review.  CDU faculty, staff, and students who intend to conduct 
activities that might represent “human subjects research” do not have the authority to 
make an independent determination that CDU IRB review and approval or exemption is 
not required. 
 
Contact the Office for the Protection of Human Subjects (OPHS) at (323) 563-5902 to 
help determine whether a particular project constitutes “research involving human 
subjects” or requires submission to the IRB. 
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WHEN MUST A SUBMISSION BE MADE TO THE IRB? 
 
Before a research project involving human participants is initiated, it must first be 
reviewed and approved by the IRB and then conducted according to the procedures 
and guidelines set forth in this document, which are consistent with Federal and State 
regulations governing research.   
 
IRB approval is required regardless of whether the study in question is to be supported 
by funds from outside granting agencies or private sources, or by Institutional funds, or 
considered to be minimal risk; approval is likewise required when no specific funding is 
involved.  For studies which have been submitted for potential funding, regardless of the 
funding source, the IRB must receive and review the full grant application as submitted.   
 
No participant may be enrolled into a research study prior to IRB written approval 
notice.  This includes all research involving human participants, including but not limited 
to drug studies, in vitro studies utilizing clinical specimens, collection of discarded 
tissue, medical record review, certain quality assurance investigations, and behavioral 
studies. 
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THE DISTINCTION BETWEEN RESEARCH AND CLINICAL CARE 
 

The Belmont Report defines the Ethical Principles and Guidelines for the Protection of 
Human Subjects of Research and is commonly accepted as the standard by which all 
research involving human participants should be conducted.  One of the areas 
specifically addressed in the Belmont Report is the boundary between clinical care and 
research, and the following excerpt provides a distinction between the two: 
 
“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 well-being 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 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”.  
 
(From 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) 
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THE INSTITUTIONAL REVIEW BOARD 
 
The Federal Policy for the Protection of Human Subjects and FDA regulations require 
that the IRB conduct initial and continuing reviews of all non-exempt research at 
convened meetings at which a majority of the members are present, unless the 
research falls into one or more of the categories appropriate for expedited review.  A 
majority of the IRB members (or their designated alternates), including at least one 
member whose primary concerns are in non-scientific areas, must be present to 
conduct a convened meeting where a quorum is present. 
 
The CDU IRB will abide by the federal regulations at 45 CFR 46.107 and 21 CFR 
56.107 pertaining to IRB membership as follows: 
 
(a) Each IRB shall have at least five members, with varying backgrounds to promote 

complete and adequate review of research activities commonly conducted by the 
institution.  The IRB shall be sufficiently qualified through the experience and 
expertise of its members, and the diversity of the members, including consideration 
of race, gender, and cultural backgrounds and sensitivity to such issues as 
community attitudes, to promote respect for its advice and counsel in safeguarding 
the rights and welfare of human subjects.  In addition to possessing the professional 
competence necessary to review specific research activities, the IRB shall be able to 
ascertain the acceptability of proposed research in terms of institutional 
commitments and regulations, applicable law, and standards of professional conduct 
and practice.  The IRB shall therefore include persons knowledgeable in these 
areas.  If an IRB regularly reviews research that involves a vulnerable category of 
subjects, such as children, prisoners, pregnant women, or handicapped or mentally 
disabled persons, consideration shall be given to the inclusion of one or more 
individuals who are knowledgeable about and experienced in working with these 
subjects. 

 
(b) Every nondiscriminatory effort will be made to ensure that no IRB consists entirely of 

men or entirely of women, including the institution’s consideration of qualified 
persons of both sexes, so long as no selection is made to the IRB on the basis of 
gender.  No IRB may consist entirely of members of one profession. 

 
(c) Each IRB shall include at least one member whose primary concerns are in scientific 

areas and at least one member whose primary concerns are in nonscientific areas. 
 
(d) Each IRB shall include at least one member who is not otherwise affiliated with the 

institution and who is not part of the immediate family of a person who is affiliated 
with the institution.  

 
(e) No IRB may have a member participate in the IRB’s initial or continuing review of 

any project in which the member has a conflicting interest, except to provide 
information requested by the IRB. 
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(f) An IRB may, in its discretion, invite individuals with competence in special areas to 
assist in the review of issues, which require expertise beyond or in addition to that 
available on the IRB.  These individuals may not vote with the IRB. 

 
IRB Membership 
 
Additionally, CDU IRB membership will abide by the following Institutional policy 
concerning IRB membership: 
 
CDU IRB membership should have at least one (1) physician member, one (1) 
behavioral science member, and one (1) community member present at each meeting.  
There should also be a minimum of five voting members.  The members serve for a 
three-year term and can be extended.  A list of IRB members identified by name; 
earned degrees; representative capacity; indications of experience such as board 
certifications, licenses, etc., sufficient to describe each member’s chief anticipated 
contributions to IRB deliberations; and any employment or other relationship between 
each member and the institution; for example: full-time employment, part-time 
employee, member of governing panel or board, stockholder, paid or unpaid consultant 
[45 CFR 46.103 (b)(4)/21 CFR 56.115 (a)(5)] will be provided to the Office for the 
Protection of Human Subjects when change in members should occur. 
 
Appointment of IRB Chairperson 
 
The President shall appoint the IRB Chairs and IRB Vice-Chairs with the advice of the 
Vice President of Research in identifying appropriate appointees.  Both the President 
and the Vice President of Research are requested to consult widely in identifying 
appropriate appointees.  Nominations for the IRB Chairs and IRB Vice-Chairs must be 
advertised and are sought from different sources, including previous and current IRB 
members, division chiefs, senior deans, department chairs, and compliance.  
In addition to the characteristics sought in an IRB member, these individuals must 
possess demonstrated skills in leadership and group process, remain fair and impartial, 
well-respected by the scientific community, congenial, ability to voice contrary opinions 
as needed, and have strong conflict resolution skills. 
 
IRB Chairs and Vice-Chairs will be appointed for two-year terms and can be extended.  
It is preferable that potential IRB Chair and IRB Vice-Chair candidates be a member of 
the IRB for at least 6 months, before starting their tenure as the Chair or Vice-Chair. 
 
During the appointment period, an IRB Chair or Vice-Chair may be removed at the 
discretion of the President with advice from the Vice President of Research.  In addition 
to their authorities and responsibilities as IRB Chairs and Vice-Chairs, such individuals 
serve as members of the IRB and be counted for the quorum. They shall have voting 
privileges and other authorities and responsibilities of members including the 
responsibility to review, make motions, participate in discussions and vote on 
approval/disapproval of studies.  
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Authorities and Responsibilities of IRB Chairs 
 
In addition to the responsibilities as an IRB member, the Chairperson has primary 
responsibility for conducting IRB meetings.  The Chairperson will work with the Director, 
who shall oversee the IRB administration and staff, to ensure operation of the IRB within 
all applicable regulatory requirements.  The IRB Chairperson works with IRB members, 
institutional officials, and investigators to ensure that the rights and welfare of research 
participants are adequately protected.  As a fair and impartial committee head, the 
Chairperson functions as a role model for how IRB business should be conducted.  
Chairperson will sign all official IRB correspondence, unless otherwise indicated.  In the 
absence of the Chairperson, the Vice Chair or the IRB Director may sign the 
correspondence. 
 
Training and Professional Development of IRB Members 
 
The terms of the Federal-Wide Assurance (FWA) specify that an IRB should have a 
plan to provide education about human subject protections for IRB members.  IRB 
members receive comprehensive reference materials (including these operating 
procedures) necessary to review research from an ethical and regulatory perspective.  
Members must complete the Collaborative Institutional Training Initiative (CITI) online 
training courses on human subject research and Health Information Privacy and 
Security (HIPS) at https://www.citiprogram.org/.  CDU OPHS staff will periodically 
provide continuing education opportunities to IRB members during convened IRB 
meetings.  In addition, training materials and journal articles on research ethics and IRB 
guidelines will be distributed to members. 
 
Please see new policies on training for IRB members, investigators and key personnel, 
and OPHS staff on the IRB/OPHS website (http://www.cdrewu.edu/IRB/PnP). 
 
Quorum Requirements and Voting at IRB Meetings 
 
A quorum of the IRB members (or their designated alternates), including at least one 
member whose primary concerns are in nonscientific areas, must be present to conduct 
a convened meeting.  In order for research to be approved, it must receive the approval 
of a majority of those members present at the meeting.  Members absenting themselves 
due to conflicts of interest may not be counted toward quorum requirements (i.e., may 
not be counted among those voting or abstaining) or be counted as among the majority 
of members necessary to constitute a quorum. 
 
Responsibilities of the IRB Committee 
 
The IRB has the authority to approve, to require modification in, and to disapprove 
proposed human subject research.  The IRB also has the authority to suspend or 
terminate approval of ongoing research [45 CFR 46.113].  Failure to comply with IRB 
requirements considered serious or continuing noncompliance may be subject to 
sanctions including possible termination of approved research.  Serious or continuing 

https://www.citiprogram.org/
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noncompliance is reportable to the President of the University, Provost, Dean, 
Department Chair, and OHRP (see IRB-P101: IRB Reporting of Unanticipated 
Problems, Serious or Continuing Noncompliance, and Suspension or Termination of 
IRB Approval at http://www.cdrewu.edu/IRB/PnP). 
 
The Committee is responsible for ensuring that all approved research complies with the 
letter and spirit of the human participant protections regulations as well as the three 
principles previously defined in the Belmont Report, respect for persons, beneficence, 
and justice.  The IRB examines recruitment procedures, proposed remuneration (in 
cash or in kind), the informed consent process, and evaluate the risks and potential 
benefits to participants outlined in each protocol.  The review will help ensure that 
investigators recruit participants in an equitable, non-coercive manner in which 
participants are fully informed about the risks and benefits entailed in participation.  The 
dialogue between the IRB and the investigators will often be initiated through 
correspondence describing the IRB review of the study.  Receiving correspondence 
from the IRB is typical and should not be viewed as a negative comment about the 
content of the research nor is it necessarily analogous to disapproval of the study. 
 
Initial Review by the Convened IRB 
 
Prior to the convened meeting, all members of the IRB will receive detailed initial review 
materials describing the research.  The meeting material includes, but not limited to and 
as appropriate, IRB application, research protocol (or grant), medical literature in 
support of the research study, informed consents, recruitment materials, study 
instruments, budget reflecting expenditure for conducting human subject research, 
investigator’s brochure (drugs) or report of prior investigations (devices), manufacturer’s 
information regarding the drug, drug labels, curriculum vitae and certificate of education 
for key research personnel conducting human subject research, and letters of support 
from outside facilities. 
 
The IRB will review and deliberate on the research protocol, participant recruitment and 
equitable selection, risks and benefits, privacy and confidentiality protections, safety 
monitoring, informed consent process and documentation, additional protections for 
vulnerable subjects, and any other information relevant to the approval criteria 
described in the regulations.  The IRB must have substantive information to determine 
whether the research can be approved. 
 
Continuing Review by the Convened IRB  
 
IRB is required to conduct substantive and meaningful continuing review of research at 
intervals appropriate to the degree of risk, but not less than once per year.  The IRB 
approval period for research may extend no more than 365 days after the convened IRB 
meeting at which the research was last reviewed and approved, or approved with minor 
contingencies not requiring additional full IRB review, as when deferred or tabled.  
EXCEPT:  When expedited review is used for initial or continuing review as permitted in 
the regulations the re-review must take place within 365 days of the IRB’s full or 
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expedited review of the protocol.  No other dates should be used, for example, the date 
of the Chairperson’s approval or project start date.  Expedited review of approval with 
minor changes to the protocol as permitted does not alter the original 365 day period.  
Continuing reviews shall be conducted by the convened IRB unless the research falls 
into one or more of the categories appropriate for expedited review. 
 
Prior to the convened meeting, all members of the IRB shall be provided with detailed 
continuing review materials sufficient to conduct substantive and meaningful reviews.  
These materials include but are not limited to the currently approved informed consent 
document and the IRB continuing review application, which includes a status report on 
the progress of the research, number of subjects enrolled and withdrawn, difficulties in 
recruitment and retention, difficulties in obtaining informed consent, a description of any 
adverse events, deviations, exceptions and incidences, any withdrawal of participants 
from the research or complaints about the research, which was not previously reported, 
a summary of any recent literature, findings obtained thus far, amendments or 
modifications to the research since the last review, reports on multi-center trials and any 
other relevant information, especially information about risks associated with the 
research. 
 
Use of Primary and Secondary Reviewers with Convened IRB Reviews 
 
The CDU IRB utilizes a primary and secondary reviewer system to assist in the initial 
review of research by the convened IRB.  A primary reviewer system may be utilized to 
assist in the continuing review and amendment of protocol by the convened IRB.  The 
primary and secondary reviewers for initial review, continuing review, and amendment 
are considered the lead reviewers on the IRB for research assigned to them.  They are 
responsible for (1) being thoroughly versed in all details of the research; (2) conducting 
an in-depth review of the research using the IRB reviewer forms; and (3) leading the 
discussion of the research at the convened meeting.  This primary and secondary 
reviewer system notwithstanding, all IRB members shall be provided with the required 
materials to ensure thorough initial and continuing review and amendments of each 
research proposal.  The entire IRB file shall be available to all IRB members prior to the 
convened meeting, and all IRB members shall be afforded full opportunity to discuss 
each research proposal during the convened meeting. 
 
Consultants 
 
On an as-needed basis the IRB may, at its discretion, invite individuals with competence 
in special areas to assist in the review of issues that require expertise beyond or in 
addition to that available on the IRB.  These individuals may not vote with the IRB.  It is 
recommended that the IRB be given the curriculum vitae or qualifications of the 
consultant in order to evaluate the weight to be given to the consultant’s 
recommendations during protocol review. 
 
Use of Subcommittees to Support IRB Activities 
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At the discretion of the IRB Chairperson, subcommittees may be appointed to perform 
expedited reviews that meet regulatory requirements.  For example, subcommittees 
may be organized to assist an investigator with specific modifications or to garner 
information from the investigator regarding a specific procedure or design of the 
research.  The IRB Chairperson may also appoint subcommittees on an ad hoc basis to 
perform non-review functions as needed, such as monitoring compliance with IRB 
regulations. 
 
Communication to Investigator of IRB Determinations 
 
Each investigator will receive written correspondence regarding the decision of the IRB 
on the submitted research application.  The decision of the IRB will be supported with 
specific modifications and corrective actions, if any, that should be addressed to the IRB 
prior to a second review by the IRB.  At times, when the modification is minor, the 
contingency is pending a final review of the modification directly to the Chair. 
 
IRB Meetings 
 
When submitting a study for full-board review, investigators should allow enough lead 
time for processing of the human participant application by staff prior to the IRB.  It is 
recommended to have the material in the office at least 12 calendar days prior to the 
next scheduled IRB meeting.  Staff logs in each submission and checks to ensure it 
fulfills all of the application requirements.  The staff will inform investigators by 
telephone or email if the application is missing elements.  All complete applications are 
copied and distributed to the IRB.  A thorough and intelligent analysis of the application 
requires that each IRB member receive a complete set of materials to review prior to the 
meeting.  The members receive materials approximately 5 calendar days prior to the 
scheduled meeting. 
 
Investigators should be aware that it may take two to three months for IRB approval for 
non-exempt studies that must be reviewed at the convened IRB meeting.  Since many 
sponsors require IRB approval prior to consideration of proposals for funding, 
researchers are strongly advised to prepare their IRB applications concurrently with 
their submissions for funding. 
 
Investigators are urged to contact staff regarding IRB submission deadlines and the 
current IRB meeting schedule.  The calendar of scheduled meetings is located at the 
CDU IRB website (http://www.cdrewu.edu/IRB/MeetingCalendar). 
 
IRB meetings are conducted on the first and third Wednesdays at 1:00 pm each month.  
The IRB meeting last approximately three and a half hours.  Typical meetings include 
discussions of new and continuing applications, amendments to approved projects, 
reviews of adverse events, complaints from participants, and possible noncompliance.  
The IRB members also discuss current ethical issues, new regulations, and national 
trends in the field of human subject research. 
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Conflict of Interest 
 
Conflict of interest is a situation in which an individual in a position of trust has 
competing professional or personal interests.  An IRB member may lose objectivity and 
compromise his/her impartial review of the assigned protocol if he/she has conflict of 
interest.  Conflict of interests may be real, potential, or perceived from an external 
observer, or combination of the three.  Not all conflict of interests are unethical. IRB 
members should strive to mitigate conflicts of interests to an acceptable level. 
 
CDU policy states that a conflict of interest exists when the conflict prevents a faculty or 
an employee from exercising the care, skill and judgment on behalf of the University, in 
the performance of his/her assigned duties. 
 
IRB members will not review, participate in the discussion of, or vote upon any research 
protocol for which they have a conflict of interest.  No IRB member can take part in the 
initial or continuing review of a protocol in which they have a conflict of interest other 
than to provide information requested by the IRB [45CFR46.107(e) and 
21CFR56.107(e)]. 
 
Examples of Conflicts of Interest  
 

1. IRB member or close relation serves as principal investigator or co-investigator. 
2. IRB member or close relation is a direct supervisor of individuals conducting 

research (e.g., mentor or faculty advisor). 
3. IRB member is directly supervised by individuals conducting research. 
4. IRB member has personal or professional adversarial relationship to an 

individual. 
5. IRB member’s personal biases may interfere with his/her impartial judgment. 
6. IRB member or close relation has received payments including but not limited to, 

salary, services (consulting fees), equity interests (stocks, stock options, or other 
ownership interests), and intellectual property (patents, copyrights, royalties).   

7. IRB member or close relation holds a significant position (supervisory, 
managerial or ownership interest) in the sponsoring research.  This may exclude 
Data and Safety Monitoring Board membership. 

8. IRB member or close relation is paid for incentives, bonus, or finder’s fees 
related to the proposal. 

9. Gifts, gratuities or special favors from the sponsor is equal or exceeds $5,000 
when aggregated for the IRB member and close relation. 

10. Honoraria, travel expenses reimbursement or other imbursements from the 
sponsor, which is equal to or exceeds $5,000 when aggregated for the IRB 
member and close relation. 

11. Consultation arrangements between the IRB member or close relation and an 
organization or individual having an economic interest in the research is equal to 
or exceeds $5,000 when aggregated for the IRB member and close relation. 

 
Examples of Potential Conflict of Interest 
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1. IRB member or close relation is in direct competition with individuals for limited 

resources, funding, or research participants. 
 
*Close relation = spouse, parent, child, grandparents, grandchildren, siblings (includes 
in-laws and step-relations), step-parents, parents-in-laws, niece or nephew, aunt or 
uncle, cousin, significance other, financial dependent, and domestic partners 
 
Responsibilities of IRB Members  
 

1. IRB member must inform OPHS of any conflict of interest as soon as possible, so 
that members are not assigned to conflicting protocols.   

2. IRB member must make sure to declare any conflict of interest at the beginning 
of the meeting (preferably) or at a minimum before the initiation of the discussion 
pertaining to the conflicting protocol. 

3. IRB members with conflict of interest will recuse themselves and leave the room 
for the discussion and vote.  If requested by the Board, the IRB member can 
return to the meeting to provide information, but must promptly step out of the 
room before further deliberation and vote takes place.  

 
Procedures for Handling IRB Member’s Conflict of Interest 
 

1. The IRB member with the conflicting interest will not be counted as part of the 
quorum for the review (should the quorum fail, the IRB may not take further 
action or vote on the protocol and the study will be tabled for the next meeting). 

2. In the IRB minutes, the time in which the person leaves the room and returns 
must be noted. 

3. In the IRB minutes, the name of the person leaving the room due to a conflicting 
interest must be recorded for each applicable vote.  The IRB member will not be 
counted toward the quorum for the review in question and will be recorded as 
recused due to a conflict of interest. 

4. If the study is to be reviewed under the expedited procedure and the IRB 
Chair/designee has a conflict of interest in the study, OPHS staff shall route the 
study to the Vice-Chair or other designees who do not have a conflict of interest. 

5. If the IRB Chair/designee discloses a conflict of interest in an expedited study 
after the study has been routed to him or her, the study shall be promptly re-
routed to the IRB Vice-Chair or other designees who do not have a conflict of 
interest.  Any determinations made by the conflicted reviewer shall be invalid. 

6. If there was a conflict of interest involved in the review of protocol under the 
expedited review procedure, OPHS will reflect the fact in the minutes. 

 
IRB Review of Noncompliance 
 
Please see updated policy on noncompliance on the IRB/OPHS website  
(http://www.cdrewu.edu/IRB/PnP). 
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IRB Required Reporting to OHRP 
 
IRB must report any unanticipated problems involving (1) risks to subjects or others or 
(2) any serious or continuing noncompliance with 45 CFR Part 46 or the requirements 
or determinations of the IRB or (3) any suspension or termination of IRB approval to the 
President of the University, Provost, Dean, Department Chair, and Office for Human 
Research Protections (OHRP).  This action will be initiated by the IRB and the 
implementation will be achieved by the Director of CDU Office for the Protection of 
Human Subjects (OPHS); correspondence to OHRP should be signed by the Director of 
CDU OPHS.  There are no time limits in the regulations for discovery of issues of non-
compliance; however, the best practice is for the investigator to self-report to the IRB 
promptly.  If there is an Investigational New Drug (IND) or an Investigational Device 
(IDE) involved in the research, the FDA will be notified as well.  IRB and university 
officials may inform the sponsoring agency or company of the serious non-compliance  
by the terms of the grant or contract. 
 
Please see updated policy on IRB reporting of unanticipated problems, serious or 
continuing noncompliance, and suspension or termination of IRB approval on the 
IRB/OPHS website (http://www.cdrewu.edu/IRB/PnP). 
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CHAPTER I:  IRB REVIEW AND APPROVAL – CATEGORIES OF REVIEW 
 
POLICY 
 
The IRB shall review, require modification, and approve or disapprove all human subject 
research.  The IRB will comply with federal regulations at 45 CFR 46.111 (HHS) and 21 
CFR 56.111 (FDA), institutional policies, state regulations, and the terms of the Federal 
Wide Assurance (FWA) between the CDU and HHS in order to determine whether 
protections for human research subjects are adequate. 
 
The IRB will utilize three categories of review to approve research: 
 

1. Exempt Research reviewed by IRB Chairperson/designee but NOT 
subject to continuing review. 

 
2. Expedited Research reviewed by IRB Chairperson/designee, subject to 

continuing review. 
 

3. Full Board Research reviewed by full IRB committee, subject to 
continuing review. 

 
Exempt status will be determined by the IRB staff in conjunction with the IRB 
Chairperson/designee, according to the criteria outlined in 45 CFR 46.101(b). 

 
Expedited review shall be used for research activities that meet the criteria outlined in 
45 CFR 16.110 and 21 CFR 56.110.  Expedited review shall not be used to approve any 
research that includes genetic testing, or any Cooperative Group Protocol funded by the 
federal government and open to enrollment.  The IRB Chairperson or designee shall 
have the same authority, as the IRB except they may not disapprove the research.  A 
research activity may be disapproved only after full-board review. 
 
Full-board review at a convened IRB meeting with a quorum present will be required for 
all new research protocols that do not qualify for exempt or expedited review. 
 
The IRB Chairperson or designee will determine the appropriate category of review 
based on the type of research to be conducted.  Continuing review, modifications, post-
approval reporting (e.g., adverse events), and other related research activities will be 
reviewed by expedited or full-board review procedures as appropriate, using criteria at 
45 CFR 46.110 and 21 CFR 56.110. 
 
1.1 EXEMPT REVIEW 
 
GUIDANCE 
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The term “exempt” means the research activities involve human participants that fall 
under one or more of the six categories that are considered exempt (45CFR46.101). 
The IRB chairperson or designee will determine whether the human subject research is 
exempt.  Exempt studies are not subject to continuing review under the federal 
regulations.  Although not obligatory, CDU IRB requests that the investigators submit an 
annual progress report until the study has been completed.  
 
Note:  Research involving prisoners, fetuses, pregnant women, or human in vitro 
fertilization is not eligible for exempt review.   
 
The following categories of research will generally qualify as exempt: 
 

1. Research conducted in established or commonly accepted educational settings, 
involving normal educational practices such as: 

 
(a) Research on regular and special education instructional strategies; or 
(b) Research on the effectiveness of or the comparison among instructional 

techniques, curricula, or classroom management methods. 
 

2. Research involving the use of educational tests (cognitive, diagnostic, aptitude, 
achievement), survey procedures, interview procedures, or observation of public 
behavior.  However, if the following conditions exist, the research CANNOT be 
considered exempt: 

 
(a) Information obtained is recorded in such a manner that human subjects can 

be identified, directly or through identifiers linked to the subjects; and 
(b) Any disclosure of the human subjects’ responses outside the research could 

reasonably place the subjects at risk of criminal or civil liability or be 
damaging to the subject’s financial standing, employability, or reputation. 

 
3. Research involving the use of educational tests (cognitive, diagnostic, aptitude, 

achievement), survey procedures, interview procedures, or observation of public 
behavior that is not exempt under category 2 above if,  

 
(a) The human subjects are elected or appointed public officials or candidates for 

public office; or 
(b) Federal statute(s) require(s) without exception that the confidentiality of the 

personally identifiable information will be maintained throughout the research 
and thereafter. 

 
Note:  Exemption of research involving survey or interview procedures or 
observation of public behavior does not apply to research involving children; 
EXCEPT for research involving observations of public behavior when the 
investigator(s) do not participate in the activities being observed. 
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4. Research involving the collection or study of existing data, documents, records, 
pathological specimens or diagnostic specimens, if these sources are publicly 
available or if the information is recorded in such a manner that the subjects 
cannot be identified, directly or through identifiers linked to the subjects.   

 
Note:  The sources must exist at the time of the proposed research.  
Investigators cannot submit amendment afterwards to include more data or 
biospecimens, which were collected after the initial exempt study submission.  
Investigators must submit a non-exempt application for expedited or full-board 
review.   
 
Note:  Samples from tissue banks must be anonymous to the investigator.   

 
5. Research and demonstration project that are conducted by or subject to the 

approval of Department or Agency heads, and which are designated to study, 
evaluate, or otherwise examine:  

 
(a) Public benefit or service programs, when the following criteria are met: 

 
(i) The program under study must deliver a public benefit (e.g. financial or 

medical benefits as provided under the Social Security Act) or service 
(e.g. social, supportive, or nutrition services as provided under the 
Older American Act); 

(ii) The research or demonstration project must be conducted pursuant to 
the specific federal statutory authority; and  

(iii) There must be no statutory requirement that the project be reviewed by 
an IRB. 

 
(b) Procedures for obtaining benefits or services under those programs; 
(c) Possible changes in or alternatives to those programs or procedures or; 
(d) Possible changes in methods or levels of payment for benefits or services 

under those programs. 
 

6. Taste and food quality evaluation and consumer acceptance studies if: 
 

(a) Wholesome foods without additives are consumed or 
(b) 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 U.S. Food and Drug 
Administration or approved by the Environmental Protection Agency or the 
Food Safety and Inspection Service to the U.S. Department of Agriculture. 

 
Criteria used to determine if a research project qualifies as exempt may be found at 45 
CFR 46.101(b).  Final determination of exempt status will be made by OPHS staff in 
conjunction with the IRB Chairperson or designee. 
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PROCEDURE 
 
When an investigator believes his study meets the criteria for one or more of the exempt 
categories under 45CFR46.101(b), he must submit it as such to the Office for the 
Protection of Human Subjects.  If the application qualifies for exempt status, OPHS will 
notify the investigator in writing of its determination.  The letter will cite the specific 
category under which the research qualifies as exempt and will be signed by the IRB 
Chair or designee. 
 
If a protocol does not qualify as exempt, the investigator will be advised in writing to 
submit the protocol to the IRB for either expedited or full-board review. 
 
Research to be considered for exempt status is not subject to deadline dates.  If it is 
determined that a protocol does not qualify as exempt and requires expedited or full-
board review, the protocol should be submitted on a non-exempt IRB application.  
Deadline dates apply to the submission for full-board and expedited reviews only. 
 
Note:  Protocols classified as exempt are not subject to continuing review.  However, 
please note the following responsibilities of the investigator for all exempt studies:   
 

(1) If there is an addendum to the study, it is the responsibility of the Principal 
Investigator to submit these changes to the CDU OPHS/IRB.  The changes in 
the study addendum may not be implemented without IRB approval;  

(2) It is the responsibility of the Principal Investigator to provide the IRB with a 
progress report on the activity of the study on an annual basis;  

(3) When the study is completed, it is the responsibility of the Principal 
Investigator to provide the IRB with a Final Report Form, so that the study can 
be closed-out and the study file formally completed.  Protocols certified as 
exempt will be assigned an IRB protocol number that must be referenced on 
all correspondence with the OPHS/IRB. 

(4) Exempt studies are open for 3 years, after which the file is closed 
administratively with or without a Final Report from the investigator.  If the 
investigator wishes to keep the exempt study open beyond 3 years, then 
he/she should submit the exempt application as new and obtain certification 
again. 

 
1.2  EXPEDITED REVIEW 
 
GUIDANCE 
 
The IRB will use the expedited review procedure to review research activities that: 
 
Present no more than minimal risk to subjects; and involve only procedures listed in one 
or more of the categories allowed by DHHS [45CFR46.110]. 
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Note:  These categories have been provided by DHHS as areas of research that may 
qualify for expedited review.  Although the research protocol may fall within these 
categories and be eligible for expedited review, if the research is determined greater 
than minimal risk after consideration by the expedited review procedure, it will be 
referred to full IRB review.  The standard requirements for informed consent (or its 
waiver or alteration) applies to expedited review. 
 
Research submitted for expedited review is not subject to meeting cycle deadline dates.  
Protocols are reviewed as they are submitted.  If it is determined that a protocol does 
not meet the criteria for expedited review and require full-board review, deadline dates 
would apply to the resubmission. 
 
PROCEDURE 
 
If a research protocol meets the criteria and is eligible for expedited review, the IRB 
Chairperson or designee(s) with the appropriate expertise to review the protocol will 
carry out the review.  The full protocol, including the consent form and all pertinent 
supplemental material, will be considered.  The IRB Chairperson or designee(s) will 
have the same authority as the IRB in reviewing the protocol, with the exception that the 
protocol cannot be disapproved by this procedure.  A decision for disapproval must be 
rendered by the full committee using the procedure for full IRB review.  When a protocol 
is approved through an expedited review, the specific permissible category under which 
it qualifies will be cited in the approval letter and the IRB meeting minutes. 
 
After a new research protocol has been considered for expedited review, the Office for 
the Protection of Human Subjects will send written notification to the PI with one of the 
following decisions: 
 
APPROVED:  Protocol approved as submitted with no modifications required. 
 
ACCEPTED PENDING MODIFICATIONS/CLARIFICATIONS:  Protocol requires 
additional information or clarifications for approval through the expedited mechanism.  
The IRB Chairperson or designee may approve the study upon receipt of the 
satisfactory revisions.  If no revisions are received within 30 days from the date of the 
letter requesting more information, the protocol may be administratively closed.  
Investigators can request for an additional 30-day extension, if there are mitigating 
circumstances.  Once the files are closed, the investigators will need to submit the IRB 
application again and receive a new IRB number. 
 
If the protocol does not qualify for expedited review or substantive issues regarding the 
protocol and/or consent form must be addressed, then the IRB Chair or designee can 
forward the protocol for full-board review.   
 
Note:  A protocol is not approved until all required modifications are received and 
approved by the IRB Chair or designee.  There may be no activity on the project until 
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these modifications have been approved and the approval letter has been received by 
the PI indicating approval and permission to begin the study. 
 
The HHS human subjects regulations at 45CFR 46.110 limit the use of expedited review 
procedures to specific research categories published in the Federal Register at 63 FR 
60364-60367 (also at http://www.hhs.gov/ohrp/policy/expedited98.html), and to the review of 
minor changes in previously approve research during the period (of one year or less) for 
which approval is authorized.  IRBs are permitted to use expedited review for the continuing 
review of research that involves solely one or more of the activities published at 63 FR 
60364-60367. 
 
Guidance on Continuing Review issued by OHRP on November 10, 2010 states that if 
research project that was not eligible for initial review under an expedited review procedure 
will not qualify for an expedited review procedure at the time of continuing review, except in 
limited circumstances described by expedited review categories (8) and (9).   
 
Under Category (8), an expedited review procedure may be used for the continuing review 
of research previously approved by the convened IRB as follows: 
 

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

b. Where no subjects have been enrolled and no additional risks have been 
identified; OR 

c. Where the remaining research activities are limited to data analysis. 
 
Of note, category (8) identified three situations in which research that is greater than minimal 
risk and has been initially reviewed by a convened IRB may undergo subsequent continuing 
review by the expedited review procedure. 
 
For a multi-center protocol, an expedited review procedure may be used by the IRB at a 
particular site whenever the conditions of category (8)(a), (b), or (c) are satisfied for that site.  
However, with respect to category 8(b), while the criterion that “no subjects have been 
enrolled” is interpreted to mean that no subjects have ever been enrolled at a particular site, 
the criterion that “no additional risks have been identified” is interpreted to mean that neither 
the investigator nor the IRB at a particular site has identified any additional risks from any 
institution engaged in the research project or from any other relevant source since the IRB’s 
most recent prior review.  
 
Under Category (9), continuing review of research not conducted under an investigational 
new drug application or investigational device exemption where categories (2) through (8) 
do not apply but the IRB has determined and documented at a convened meeting that the 
research involves no greater than minimal risk and no additional risks have been identified. 
 
 
1.3  FULL-BOARD REVIEW 
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GUIDANCE 
 
Full Board review refers to review at a convened IRB committee meeting where a 
quorum is present (a quorum is the presence of greater than half of the voting 
membership including at least one member whose primary concerns are in non-
scientific areas).  Approval of research is by a majority vote of the quorum.  Should the 
quorum fail during a meeting (e.g., loss of a majority through recusal of members with 
conflicting interests, early departures, or absence of a non-scientific or unaffiliated 
member, etc.), the IRB may not take further actions or votes unless a quorum is 
restored. 
 
PROCEDURE 
 
A primary reviewer system is used for all submissions.  The full protocol, including the 
consent form, all pertinent source material, and all required IRB forms, is assigned to a 
primary reviewer and secondary reviewer(s) for their consideration.  The reviewers will 
be selected according to the specific expertise needed to review the protocol properly.  
In addition to scientific expertise, consideration will be given to special issues and 
populations when reviewers are assigned whenever possible (e.g., gender-specific 
studies will be assigned to at least one reviewer of the gender under study, research 
involving a special population will be assigned to someone familiar with that population).  
The entire committee will receive a copy of the IRB submission forms; research protocol 
(or grant); consent form, and other supporting materials. 
 
The primary reviewer is responsible for presenting the protocol at the IRB meeting and 
for detailing any issues and concerns, including those of secondary reviewers.  
Following committee discussion, the primary reviewer will make a recommendation to 
the Committee for a vote of: 
 
APPROVAL:  Approved as submitted with no modifications required. 
 
ACCEPTED PENDING MODIFICATIONS/CLARIFICATIONS:  Protocol requires minor 
revisions that do not affect the safety of the research subject.  The IRB 
Chairperson/designee may approve the study upon receipt of the satisfactory revisions 
without further review by the convened IRB.  If no revisions are received within 30 days 
from the date of the letter requesting more information, the protocol may be 
administratively closed.  Investigators can request for an additional 30-day extension, if 
there are mitigating circumstances.  Once the files are closed, the investigators will 
need to submit the IRB application again and receive a new IRB number. 
 
DEFERRED:  Substantive issues regarding the protocol and/or consent form must be 
addressed.  The investigator’s response to initial review requests must be reviewed by 
the IRB at a convened meeting.  If no revisions are received within 30 days from the 
date of the letter requesting more information, the protocol may be administratively 
closed.  Investigators can request for an additional 30-day extension, if there are 
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mitigating circumstances.  Once the files are closed, the investigators will need to 
submit the IRB application again and receive a new IRB number. 
 
DISAPPROVAL:  Questions are of such significance that the IRB decides approval of 
the study to be unwarranted.  Review of a previously disapproved protocol that has 
been revised and resubmitted as a new study requires full-board review. 
 
After a protocol is approved, the committee will determine the appropriate interval for 
continuing review. 
 
Note:  A protocol is not approved until all required modifications are received and 
approved by the IRB.  There may be no activity on the project until these modifications 
have been approved by the IRB, and the approval letter has been received by the PI 
indicating approval and permission to begin the study.  Any special conditions that have 
been applied to the research will also be indicated in the approval letter. 
 
A letter will be sent to the Principal Investigator from the Chairperson or designee 
detailing the decision of the IRB, along with any additional comments that are 
appropriate.  The terms and conditions of the approval will be indicated, as well as the 
date that the first continuing review is due. 
 
1.4  APPROVAL PERIOD 
 
Approval period are assigned to protocols that have been APPROVED (study has 
received final approval with no contingencies; no additional information is required). 
 
The approval period is based on the date that the study was voted to be APPROVED or 
ACCEPTED during the convened IRB meeting.  It is not based on the date in which the 
Chairperson or designee reviewed and approved the study that have been accepted at 
the IRB meeting. 
 
1.5  THE APPEAL PROCESS 
 
GUIDANCE/PROCEDURE 
 
An Investigator may appeal a decision made by the IRB.  The appeal must be made in 
writing and sent to the IRB Chairperson or Office for the Protection of Human Subjects 
along with any supporting materials.  The Chairperson and OPHS will review the appeal 
and decide whether additional information is necessary to present at the IRB meeting.  
The appeal will be brought to the next convened meeting of the IRB.  The Chair may 
invite the PI to attend the meeting to give a presentation of the protocol and to address 
problematic issues.  Written notification of the IRB’s decision of the appeal will be sent 
to the PI following the meeting. 
 
A decision for disapproval after appeal is final.  The investigator must submit the 
protocol as a new application, if he/she plans to pursue the study.  The IRB Chairperson 
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has the authority to determine whether a previously disapproved protocol has been 
amended sufficiently to warrant review as a new protocol. 
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CHAPTER 2:  HOW TO SUBMIT A PROTOCOL TO THE IRB 
 
POLICY 
 
In order for a protocol to be placed on the IRB meeting agenda, it shall be submitted on 
or before the deadline date and conform to all of the requirements.   If the submission is 
incomplete (does not conform to all requirements, including signatures, etc.), OPHS 
shall notify the Principal Investigator (PI) of the deficiencies and/or return the 
submission to the PI. 
 
Investigators and Co-Investigators 
 
In addition to the designation of a PI, all research protocols submitted for IRB review 
must list all co-investigators who will be involved in the research.  An investigator may 
not participate in research until he/she has complied with institutionally mandated 
researcher education, specifically the online training course in the protection of human 
subjects and HIPAA.  This training is available online at https://www.citiprogram.org/.   
 
Based on current regulatory requirements, the IRB may mandate additional education 
prior to an individual’s involvement in research.  Protocols involving more than one area 
of expertise must include co-investigators from the appropriate disciplines to ensure 
proper execution and oversight of the protocol.   
 
If the protocol involves a special area of investigation, including radioisotopes, animals, 
biohazards, recombinant or synthetic nucleic acid molecules, or the utilization of the 
Clinical Science Center (CSC), it is the responsibility of the PI to contact and receive 
approval from the appropriate committees or individuals with oversight responsibility in 
these areas (see Consultations and/or Approvals for Research Projects). 
 
Use of Other Departments 
 
If the research involves recruitment of participants from or involvement of other 
departments, a co-investigator from that department must be included on the protocol 
(e.g. recruitment of patients from the ambulatory care facility, emergency department, or 
involvement of ancillary services such as radiology, physical therapy, laboratory, etc.).  
If this is not possible, a letter of support from the department must be submitted with the 
application. 
 
Pilot/Feasibility Studies 
 
The participation of human subjects in all research requires review by the IRB.  The IRB 
is required to assess the risks and benefits resulting from human subjects’ participation 
in all research.  Pilot studies and feasibility studies, even if they include only one 
participant, require the same consideration by the IRB as a project that requests the 
participation of 100 or more participants. 
 

https://www.citiprogram.org/
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Investigators interested in conducting feasibility or pilot work should consider contacting 
OPHS prior to submitting an application.  The staff can advise the investigator on how to 
appropriately address issues related to the risks and benefits of participation. 
 
GUIDANCE 
 
The following items may or may not be applicable to your research study.  Please call 
OPHS at (323) 563-5902 with any questions. 
 
Required for all research protocols: 
 
Responsibility for Human Subject Protection Program 
 

• CDU IRB requires all investigators to complete education about conducting 
research involving human subjects.  Each investigator and any research 
personnel involved in any aspect of human subject research must take CITI 
online courses at https://www.citiprogram.org/.  Research personnel must 
register under Charles R. Drew University to obtain full credit of their training.   
 

• Investigators should submit a copy of the certificate of education for all research 
personnel with each new research application and upon expiration of individual 
certificates during the study. 

 
Health Insurance Portability and Accountability Act of 1996 (HIPAA) Research 
Certification 
 

• CDU IRB has extended the certification requirements of all human research 
proposals to also include certification of research personnel pertaining to the 
Health Insurance Portability and Accountability Act of 1996 (HIPAA).  All CDU 
research personnel performing human research is required to have HIPAA 
certification through CITI online training at https://www.citiprogram.org/.  
Research personnel must register under Charles R. Drew University to obtain full 
credit of their training.   
 

• Investigators should submit a copy of the certificate of education for all research 
personnel with each new research application and upon expiration of individual 
certificates during the study. 

 
LA County, Department of Health Services Research Oversight Committee (ROC) Form 
 

• This form, effective since January 1, 2004, must accompany every new 
application to the IRB.  This form requests investigators to consider areas of 
potential sensitivity in their research protocol/study and identify them.  For 
example, a research study of one single ethnic group might be seen as 
potentially sensitive.  The form will only be reviewed after review and approval of 
the local IRB. 

https://www.citiprogram.org/
https://www.citiprogram.org/


 36 

CHAPTER 3.  ISSUES CONSIDERED BY THE IRB 
 
The IRB will consider the following issues when reviewing requests to involve human 
participants in research. 
 
Study Design 
 
The IRB will examine the study design insofar as its impact on the rights and welfare of 
the human participants.  OHRP indicates in Protecting Human Subjects, Institutional 
Review Board Guide Book that, “… if a research study is so methodologically flawed 
that little or no reliable information will result, it is unethical to put subjects at risk or 
even inconvenience them through participation in such a study.”  Many experts agree 
that the IRB should approve only research that is both valid and of value.  The IRB may 
request an expert consultant review in order to determine whether a study design 
places participants at unnecessary risk. 
 
The federal regulations allow the IRB to approve a study design that involves deception 
or withholding of information if the strategies are justified and the protocol provides for a 
post-study debriefing of the participants.  The IRB may grant a waiver of the debriefing 
requirement if the debriefing may prove harmful to the participants. 
 
Risks and Benefits 
 
The IRB will assess whether the risks to participants are reasonable in relation to the 
anticipated benefits, if any, to the participants, and the importance of the knowledge 
reasonably expected to result from the research.  The IRB will consider only those risks 
and benefits that may result from the research.  The federal regulations do not allow the 
IRB to evaluate the possible long-range effect of applying the knowledge gained in the 
research (for example, the possible effects of the research on public policy) [45 CFR 
46.111]. 
 
The IRB is required to review any possible benefits a participant may derive from 
participation in research, and/or the benefits of new knowledge that may justify asking a 
person to undertake the risks of the study.  Payment for participation in research is not 
considered a benefit. 
 
Equitable Selection of Participants 
 
The selection of participants should be equitable and free of coercion.  The IRB will 
consider the purpose of the research and the setting of the research.  The IRB will 
closely examine research involving vulnerable subject populations, such as children, 
prisoners, participants with cognitive disorders, or economically or educationally 
disadvantaged participants.  Investigators should indicate in their submission how they 
will avoid the appearance of coercion in the recruitment of participants.  They should 
also detail any extra precautions taken to safeguard the rights and welfare of subject 
populations. 
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Identification of Participants and Confidentiality 
 
The IRB is required to review the method for prospective identification of participants.  
They will examine the means of identifying and contacting potential participants and the 
methods for ensuring the participants’ privacy and confidentiality.  Investigators are 
required to submit plans for ensuring the confidentiality of participants. 
 
Informed Consent Process 
 
The IRB will carefully review the informed consent process:  when, where, and how 
consent is obtained and any provisions for the ongoing consent of participants. 
 
Qualifications 
 
The IRB will examine the qualifications of students, staff and/or faculty investigators.  
Procedures requiring special skills on the part of the investigators, licensure, 
accreditation, and/or experience in qualifying the investigator for the performance of the 
proposed procedures are reviewed by the IRB.  In addition, the IRB will consider the 
facilities and equipment used to conduct the research and maintain the rights and 
welfare of the participants. 



 38 

CHAPTER 4.  THE BASIC APPLICATION 
 
Unless determined to be exempt, all human subject research conducted at the Charles 
R. Drew University of Medicine and Science must be prospectively reviewed and 
approved by the IRB.  No human subject research may be initiated, continued or 
amended without prospective approval of a designated IRB.  Regardless of the type of 
review, the investigator is notified in writing of the IRB’s determinations.  The following 
will help investigators identify the documents required to complete a submission to the 
IRB.  All investigators should carefully review the requirements for submission of 
applications to the IRB.  Submission of incomplete proposals may result in the delay of 
the review and approval process.  The review process will not be initiated if the proposal 
is incomplete and/or does not fulfill the IRB guidelines. 
 
Application for Study Review 
 
The Application for Study Review is the legal document requesting IRB review of the 
proposal.  The investigator must complete each section as applicable to the study.  The 
information provided in the application must include sufficient detail to facilitate an 
effective review by all members of the IRB. 
 
Research Protocol 
 
A detailed research protocol is required for the complete IRB review of your research.  
All submissions should include a scientific protocol that includes a complete explanation 
of the following information: 
 

1. Background 
2. Objectives of the Research 
3. Significance 
4. Thorough description of how human subjects will participate in the research 
5. Eligibility requirements for participants 
6. Research design and methodology 
7. Risks and benefits to the participants  
8. Treatment regimen(s) (for medically invasive research) 
9. Clinical information (when applicable) (for medically invasive research) 
10. Analysis of the collected data 
11. References 

 
Grant Proposal 
 
If the research study will be funded through extramural funding, a complete grant 
proposal is required for the initial submission of the CDU IRB. 
 
Foreign Language Translations 
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Department of Health and Human Services regulations for the protection of human 
subjects require that informed consent information be presented "in language 
understandable to the subject" and, in most situations, that informed consent be 
documented in writing (45 CFR §46.116 and §46.117). 
 
Where informed consent is documented in accordance with §46.117(b)(1), the written 
consent document should embody, in language understandable to the participant, all 
the elements necessary for legally effective informed consent.  Participants who do not 
speak English should be presented with a consent document written in a language 
understandable to them. 
 
Alternatively, §46.117(b)(2) permits oral presentation of informed consent information in 
conjunction with a short form written consent document (stating that the elements of 
consent have been presented orally) and a written summary of what is presented orally. 
A witness to the oral presentation is required, and the participant must be given copies 
of the short form document and the summary. 

When this procedure is used with participants who do not speak English, 

1. The oral presentation and the short form written document should be in a 
language understandable to the participant;  

2. The IRB-approved English language informed consent document may serve as 
the summary; and  

3. The witness should be fluent in both English and the language of the participant.  

At the time of consent,  

1. The short form document should be signed by the participant (or the participant's 
legally authorized representative);  

2. The summary (i.e., the English language informed consent document) should be 
signed by the person obtaining consent as authorized under the protocol; and  

3. The short form document and the summary should be signed by the witness. 
When a translator assists the person obtaining consent, the translator may serve 
as the witness.  

Informed Consent Translations  
 
Federal regulations require that information will be presented to prospective participants 
in a language they can understand.  How well participants understand that information 
will vary according to the population from which participants will be drawn.  If English is 
not the participant population’s primary language, the explanations and the forms 
should be translated into the participant’s native language.  Foreign language 
translation of any documents must be sent to OPHS to ensure completion and 
accuracy, prior to final approval of the research study. 
 
Foreign Language Translation Process 
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If a researcher intends to enroll participants who do not adequately read the English 
language, informed consent documents should be translated into a language 
comprehensible by the potential participants. 
 
The English version of approved study documents, including informed consent 
documents, should be approved by the IRB before the documents are translated into 
languages other than English.  This will avoid duplicate work in case modifications have 
to be made to the English versions before they are approved by the IRB. 
 
Once the English documents have been approved by the IRB, the investigator may 
create documents in other language(s) intended for use. The translated documents 
must be approved by the IRB before they may be used. Documents are eligible for IRB 
approval if translated under the following policies: 
 

1. The translation may be made by a certified translator approved to conduct such 
business by the university.  Such translations must be accompanied by a signed 
translator certification statement including the date of the translation.   
 
This process may be used for all studies but it is required for studies involving 
Investigational New Drug (IND) or Investigational Device Exemption (IDE).   
 
This requirement for certified translations for FDA research involving drugs or 
devices is consistent with the FDA requirement that a translated document be 
accompanied by an "Affidavit of Accuracy”. 
 

2. The translation may be made by a “back translation” method (see below) for 
submission to the IRB. This process may be used for all studies that do not 
involve IDE or IND. 

 
3. The translation may be made by a qualified translator.  Included in these 

qualifications is that the translator be fluent (i.e. can speak, read and write) in the 
language.  The translator must attest that the translated informed consent 
accurately reflects the IRB-approved English informed consent and provide the 
date of the translation.  The translator must also submit to the OPHS a signed 
statement describing his/her qualifications to make this translation from one 
specific language into another.  This process may be used only for studies that 
are certified exempt by the IRB. 
 
Note:  The investigators should use the Translation Attestation Form (F-135) at 
http://www.cdrewu.edu/IRB/Forms/. 

 
Back-translation Process 
 
For non-exempt studies that do not involve IND or IDE, a “back-translation” of IRB-
approved documents is permitted. This process requires: 

http://www.cdrewu.edu/IRB/Forms/
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1. Forward translation from the IRB-approved English document to the target 

language by a translator who is fluent in both languages. 
 

Back translation of the forward translation into English.  This must be done by a 
translator fluent in both languages who is someone different from the translator 
who provided the forward translation.  The back translator must create the 
translation independent from the forward translation and must attest to the fact 
that he/she has not seen the original English consent form.   
 
The forward and back translators must each attest that the translation he/she 
made was done independent of the other translation, is accurate and provide the 
date of the translation. The back translator must also attest to the fact that he/she 
did not see or refer to the English document when making his/her translation. 
 
Each translator must also submit to the OPHS a signed statement describing 
his/her qualifications to make this translation from one specific language into 
another. 
 
Note:  The investigators should use the Translation Attestation Form (F-135) at 
http://www.cdrewu.edu/IRB/Forms/. 
 

2. Review and approval of both the forward and back translations for accuracy and 
completeness by IRB Chair, designee, or OPHS staff.   

 
 
Off-Campus Research and/or Recruitment  
 
Letters of Support and/or IRB Approval 
 
The application should include any necessary letters of support or IRB approvals from 
non-CDU facilities or agencies proposed as a research site or source of potential 
participants.  Letters of support are required on the facility’s letterhead and must contain 
a statement that the agency will “review, abide by and comply with the procedures 
approved by the CDU IRB”, as appropriate. 
 
Note:  Investigators do not need to wait for the approval of non-CDU sites before 
submitting the proposal to CDU IRB.  CDU IRB will conditionally approve the project 
prior to submission of the letter of support or non-CDU IRB approval.  Final approval 
notice from CDU IRB will be contingent upon approval from other sites. 
 
Research Requiring Other Ancillary Reviews and Approvals  
 
Other institutional committees share the responsibility for following guidelines in our 
collective effort to protect human participants.  However, the final authority for 
participation of human subjects in research falls on the IRB.  Other institutional review 

http://www.cdrewu.edu/IRB/Forms/
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committees include but are not limited to the Occupational Health and Safety 
Committee (OHSC), Institutional Biosafety Committee, Conflict of Interest Committee, 
Radiation Safety Committee/Radioactive Drug Research Committee, and Medical 
Student Research Thesis Committee.  
 
Recruiting Research Participants 
 
Media Advertisement and Scripts 
 
CDU IRB is required to review any advertisements, flyers, internet postings (with the 
internet address), brochures, etc., for participant recruitment, correspondence to the 
participants or other cooperating individuals such as referring physicians or facilities.  In 
addition, the IRB will review all press releases intended to facilitate recruitment of 
participants.  Contact documents are not approved or valid without a CDU IRB approval 
stamp, date, and number.  CDU IRB must approve all recruitment materials, 
correspondences, communication media, internet postings, and other direct or indirect 
media that may be used in the conduct of research. 
 
Investigators should include the recruitment materials in the initial application.  If the 
material is not ready at the time of initial application, investigators may submit the 
material as an amendment to an already approved project.  Requests for approval of 
recruitment materials following initial IRB review of the protocol should allow sufficient 
time to allow for any necessary revisions prior to publication.  Advertisements, press 
releases, etc., may qualify for expedited review if the study is of minimal risk to 
participants. 
 
For medical studies, contact documents should not make any claims, either explicitly or 
implicitly that the research is superior to any current practice.  Limit the advertisements 
to the following (not all of the items below need to be on the advertisement): 
 

1. The name and address of the clinical investigator and/or research facility; 
2. The condition under study and/or the purpose of the research;  
3. In summary form, the criteria that will be used to determine eligibility for the 

study; 
4. A brief list of participation benefits, if any (e.g., a no-cost health examination); 
5. The time or other commitment required of the participants; and 
6. The location of the research and the person or office to contact for further 

information. 
 
Research Involving Surveys, Questionnaires (Study Instruments) 
 
Instruments 
 
The IRB is required to review all research instruments such as surveys, questionnaires, 
tests, etc.  Investigators should include the instruments, if available, with the initial 
application.  The IRB is required to review any modifications to research instruments.   
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Investigators should submit an amendment to the IRB when requesting changes to 
previously approved instruments.  If the IRB has approved the project prior to the review 
of the finalized instruments, the investigator will receive an approval notice indicating 
that the instruments cannot be used until they are reviewed and approved by the IRB. 
 
Drug and Device Brochures 
 
The IRB is required to examine the Investigator’s Drug Brochure and/or Device Manual 
in order to adequately assess the risk/benefit ratio for subjects participating in the 
research.  In addition, the investigator should complete the Investigational Drug 
Information Record (F-132) for research conducted with non-FDA approved drugs or 
drugs used for indications other than those approved by the FDA.  
(http://www.cdrewu.edu/IRB/Forms/) 
 
Note:   There are special considerations for emergency care and compensation for 
injury to participants enrolled in privately sponsored drug and device studies. 
 
 
4.1  Exempt Study 
 
POLICY 
 
An exempt status means that a research activity falls into one or more of the exempt 
categories that are defined in 45CFR46.101(b).  Studies that have exempt status are 
not required to undergo continue review process.  However, the IRB is still obligated to 
certify all such activities, whether funded or not, and determine that the research meets 
the federal requirements for an “exempt status”.  This is not to be confused with studies 
that are considered “not human subject research”.   
 
Jurisdictional questions arise; however, in that the regulations also require that, as part 
of their Assurances, institutions agree to protect the welfare of all human participants 
involved in research, whether or not the research is conducted or supported by a federal 
department or agency.  In such cases, the IRB has jurisdiction over all human 
participants’ research, thereby providing broader protection for participants than that 
required by the regulations.  It is crucial that the IRB keep in mind that their authority to 
approve, require modifications in, or disapprove research derives from both federal law 
and institutional policy.  In order to fulfill federal requirements for the proper review of 
research, investigators cannot “self-exempt” from IRB review. 
 
The university has determined that evaluation and determination of exempt status is 
performed by the IRB Chairperson or designee.  If the activity does not qualify for one or 
more of the exempt categories, the investigator is notified by OPHS. 
 
Research that may fall within the following categories are exempt from the federal 
regulations [45 CFR 46.101(b)]: 
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1. Research conducted in established or commonly accepted educational settings, 
involving normal educational practices, such as (i) research on regular and 
special education instructional strategies, or (ii) research on the effectiveness of 
or the comparison among instructional techniques, curricula, or classroom 
management methods. 

 
2. Research involving the use of educational tests (cognitive, diagnostic, aptitude, 

achievement), survey procedures, interview procedures or observation of public 
behavior, unless: 

 
(i) information obtained is recorded in such a manner that humans subjects can 
be identified, directly or through identifiers linked to the subjects; and (ii) any 
disclosure of the human subjects’ responses outside the research could 
reasonably place the subjects at risk of criminal or civil liability or be damaging to 
the subjects’ financial standing, employability, or reputation. 

 
3. Research involving the use of educational tests (cognitive, diagnostic, aptitude, 

achievement), survey procedures, interview procedures, or observation of public 
behavior that is not exempt under paragraph (b)(2) of this section, if: 

 
(i) the human subjects are elected or appointed public officials or candidates for 
public office; or (ii) federal statute(s) require(s) without exception that the 
confidentiality of the personally identifiable information will be maintained 
throughout the research and thereafter. 

 
4. Research involving the collection or study of existing data, documents, records, 

pathological specimens, or diagnostic specimens, if these sources are publicly 
available or if the information is recorded by the investigator in such a manner 
that subjects cannot be identified, directly or through identifiers linked to the 
subjects. 

 
5. Research and demonstration projects which are conducted by or subject to the 

approval of department or agency heads, and which are designed to study, 
evaluate, or otherwise examine: 

 
(i) public benefit or service programs; (ii) procedures for obtaining benefits or 
services under those programs; (iii) possible change in or alternatives to those 
programs or procedures; or (iv) possible changes in methods or levels of 
payment for benefits or services under those programs. 

 
6. Taste and food quality evaluation and consumer acceptance studies, (i) if 

wholesome foods without additives are consumed or (ii) 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 
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environmental protection Agency or the Food Safety and Inspection Service of 
the U.S. Department of Agriculture. 

 
 
Note:  CDU IRB has determined that research involving secondary analyses of data 
from the following public databases does not constitute human subjects research, 
effective June 1, 2005: 
 
 
American Community Survey (ACS) 
American Housing Survey (AHS) 
Behavioral Risk Factor Surveillance system (BRFSS) 
California Patient Discharge Data, 1990-2002 
California Work and Health Survey (CWHS) 
California Health Interview Survey (CHIS) 
California Air Quality Data (CAQD) 
Consumer Expenditure Survey (CES) 
Current Population Survey (CPS) 
Decennial Census of Population and Housing (Census 2000) 
Medical Expenditure Panel Survey (MEPS) 
National Ambulatory Medical Care Survey, 1973 – 2002 
National Employer Health Insurance Survey, 1996 – 1999 
National Health and Nutrition Examination Survey (NHANES) 
National Health and Examination Survey (NHES) Cycle I, 1963 – 1965 (Adults 18 – 79) 
National Health and Examination Survey (NHES II) Cycle II, 1963 – 1965 (Children 6 – 
11) 
National Health and Examination Survey (NHES III) Cycle III, 1966 – 1970 (Youth 12 – 
17) 
First National Health and Nutrition Examination Survey (NHANES I), 1971 – 1975 
NHANES I Epidemiological Follow-up Study (NHEFS), 1982 – 1984; 1986, 1987 – 1992 
Hispanic Health and Nutrition Examination Survey (HHANES), 1982 – 1984 
Second National health and Nutrition Examination Survey 
NHANES II Mortality Study 
Third National Health and Nutrition Examination Survey 
National Health and Nutrition Examination Survey (NHANES) 
National Health Provider Inventory 
National Health Interview Survey (NHIS) 
National Home and Hospice Care Survey, 1996, 1998, 2000 
National Hospital Ambulatory Medical Care Survey, 1992 – 2002 
National Hospital Discharge Survey, 1996 – 2002 
National Immunization Survey (NIS), 1995 – 2002 
National Nursing Home Survey, 1995, 1997, 1999 
National Survey of Ambulatory Survey, 1994 – 1996 
National Survey of Family Growth 
State and Local Area Integrated Telephone Survey (SLAITS) 
Surveillance, Epidemiology, and End Results (SEER) Program 
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Survey of Income and Program Participation (SIPP) 
Survey of Program Dynamics (SPD) 
 
If a research investigation involves ONLY data from ONE of the above listed public 
databases, an application does NOT need to be submitted to the CDU IRB.  It is 
permissible for investigations involving the above listed databases to commence without 
notifying the CDU IRB.  If the investigators are not sure about whether their study 
qualifies as human subject research, they should contact OPHS for consultation and 
send their research protocol. 
 
If research involving secondary analyses of data is from a public database NOT listed 
above, it is the responsibility of the investigator to submit an application to OPHS.  The 
application will be screened by IRB to determine if human participants are involved.  
The person(s) authorized to make this determination will be the Chairperson or his/her 
designee.  If the research study does not meet the definition of human subjects 
research, the initial submission will be entered into the electronic submission log with a 
note regarding the determination of “not human subjects research” and the investigator 
will receive notification from the IRB.  No further action will be required of the 
investigator. 
 
If the IRB determines that the research does involve human subjects research, the 
study will be recognized as an Exempt category 4 study1 and therefore responsibilities 
pertaining to this categorization must be followed. 
 
GUIDANCE 
 
The following materials are required when submitting an Application for Exempt Study 
Review: 
 

1. Checklist for Application for Exempt Study Review 
2. Application for Exempt Study Review 
3. Research Protocol including purpose and objectives of the study, and if the 

applicant is a student, a signature from the faculty advisor who agrees to sponsor 
the project 

4. Consent forms or a justification that the activity qualifies for a waiver or alteration 
of informed consent under the guidelines 

5. Recruitment materials (e.g., advertisements, flyers, phone scripts, letters) 
6. IRB approval or exemption from collaborating institutions that have their own IRB 
7. Data extraction sheet (as applicable) 
8. Study instruments (e.g., survey, questionnaire, pre- and post-testing) 
9. Letters of support from recruiting or research sites (e.g., letter from school 

principal, medical director of a hospital, etc.) 
10. CITI online certificate of education for human subject research and HIPAA for all 

personnel involved in research activities involving human participants  
_____________________________________ 
1Research involving the collection or study of existing data, documents, records, pathological specimens, or diagnostic specimens, if 
these sources are publicly available or if the information is recorded by the investigator in such a manner that subjects cannot be 
identified, directly or through identifiers linked to the subjects. 
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Note:  Protocols classified as exempt are not subject to continuing review.  However, 
please note the following responsibilities of the investigator for all exempt studies:   
 

1. if there is an addendum to the study, it is the responsibility of the Principal 
Investigator to submit these changes to the CDU IRB.  The changes in the study 
addendum may not be implemented without CDU IRB approval;  

2. It is the responsibility of the Principal Investigator to provide the CDU IRB with a 
report on the activity of the study on an annual basis;  

3. When the study is completed, it is the responsibility of the Principal Investigator 
to provide the CDU IRB with a Final Report Form, so that the study file formally 
closed.  Protocols certified as exempt will be assigned an IRB Protocol Number 
that must be referenced on all correspondence with CDU OPHS. 

 
 
4.2  AMENDMENT TO APPROVED RESEARCH STUDY 
 
POLICY 
 
All modifications to currently approved research are required to have IRB review and  
approval prior to implementation.  Minor changes that do not increase the risk to  
research participants may be reviewed by the expedited review.  An amendment may 
require full-board review if the modifications are significant and impacts the risks and 
benefits to the research participants.  Changes in the risks or benefits to participants 
may require modifications to the consent form and re-consenting of enrolled 
participants. 
 
The IRB may only approve modifications submitted during the current approval year to 
the end of that period.  For example, if the IRB approved a new study or continuing 
review on January 1, 2014, the study will have an expiration date of December 31, 
2014.  If the IRB approved an amendment during this period, the approval period will 
still end in December 31, 2014. 
 
OHRP recommends that each revision to a research protocol be incorporated into the 
written protocol.  To this end, CDU IRB requires the changes to the protocol be reflected 
in the Application for Study Review, as well as any other affected study documents, 
including the informed consent. 
 
GUIDANCE 
 

1. Minor changes proposed for previously approved research may be reviewed in 
an expedited manner [45 CFR 46.110(b)(2)].  A minor modification is defined as 
a change that would not materially affect an assessment of the risks and benefits 
of the study or does not substantially change the specific aims or design of the 
study.  Examples of minor modifications may include, but not limited to: 
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a.  The addition of research activities that would be considered exempt or 
expedited, if considered independent from the main research protocol;   

 
b.  An increase or decrease in proposed human research participants 

enrollment; 
 

c.  Narrowing the range of inclusion criteria; 
 

d.  Broadening the range of exclusion criteria;  
 

e.  Decreasing the number or volume of biological sample collections, 
provided that such a change does not affect the collection of information 
related to safety evaluations; 

 
f.  An increase in the length of confinement or number of study visits for the 

purpose of increased safety monitoring; 
 

g.  A decrease in the length of stay or number of study visits, provided that 
such a decrease does not affect the collection of information related to 
safety evaluations; 

  
h.  Alterations in human research subject payment or decreased restriction of 

the payment schedule with proper justification; 
 

i.  Changes to improve the clarity of statements, provided that such a change 
does not alter the content or intent of the statement; 

 
j.  The addition of qualified investigators or other study personnel.  

 
  

2. More than minor changes.  When a proposed change in a research study is not 
minor, then the IRB must review and approve changes at a convened meeting 
before changes can be implemented.  A major modification (i.e., an amendment 
that is not minor) is defined as any change, which materially affects an 
assessment of the risks and benefits of the study or substantially changes the 
specific aims or design of the study.   Examples of major modifications may 
include, but not limited to: 

 
a.  Broadening the range of inclusion criteria; 

 
b.  Narrowing the range of exclusion criteria;  

 
c. Alterations in the dosage or route of administration of a drug; 
 
d. Substantially increasing the duration of exposure to the test material or   

intervention; 
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e. The deletion of laboratory tests, monitoring procedures, or study visits 

directed at the collection of information for safety evaluations; 
 
f. The addition of serious unexpected adverse events or other significant 

risks to the informed consent document; or 
 
g. Changes, which, in the opinion of the IRB chairperson or his/her designee, 

do not meet the criteria or intent of a minor modification. 
 
The following materials are required when submitting an amendment (need 2 complete 
sets including one original and one copy). 
 

1. Checklist for Application for Amendment 
2. Application for Amendment 
3. One tracked copy (version that delineates changes) and one clean, untracked 

copy of all affected study documents 
4. New recruitment material, study instruments, letters of support, CV, CITI training 

certificate for new personnel, as appropriate 
 
Changing Investigators: 
 
When changing investigators, in addition to the Application for Amendment and the 
affected documents, please include a letter from the current principal investigator 
indicating the change in responsibility and a letter from the new investigator accepting 
responsibility for the research as well as a copy of CITI certificate of training, CV, and 
any professional licensures and certifications.   
 
4.3  CONTINUING REVIEW 
 
POLICY 
 
The IRB shall conduct continuing review of all research activity in compliance with 45 
CFR Part 46 and 21 CFR Part 56.  Continuing review is required for all non-exempt 
research protocols approved by the CDU IRB (unless the protocol was categorized as 
“Exempt” by the IRB at the time of submission) for the duration of the research, as long 
as individually identifiable follow-up data are being collected or analyzed, and 
regardless of whether a protocol has been closed to patient enrollment or whether the 
treatment portion of the study is now complete. 
 
For multi-year research, the principal investigator is responsible for submitting a 
continuing review application not less than eight weeks prior to the expiration date of the 
study.  If a continuing review request is not received by OPHS by the expiration date 
and reviewed and approved by the IRB, the study lapses in its approval.  Lapsed study 
is considered noncompliance and the investigator will have to stop research and submit 
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a corrective and preventive action (CAPA) plan, if he/she plans to continue with the 
research. 
 
There is no grace period for studies with lapsed approval dates.  If the approval period 
expires prior to submission of the continuation application, no new participants may be 
contacted, recruited, or enrolled until the investigator obtains current IRB approval (after 
CAPA has been approved).  The investigator is required to suspend participant contact 
and data collection until the continuation is approved by the CDU IRB.  For therapeutic 
studies where participant safety is a concern, the FDA and CDU allow some flexibility 
towards the continued treatment for currently enrolled participants. 
 
The Continuing Review application should incorporate all of the addenda and 
modifications submitted to and approved by the CDU IRB during the previous approval 
period as well as all reported adverse events. 
 
Note:  Continuing review and approval is necessary even if the study has permanently 
closed new participant enrollment, has entered the data analyses phase, and/or 
submitting data for publication.  Continuing review of research previously approved by 
the convened IRB may be reviewed by the expedited mechanism under certain 
situations [45CFR46.110, category 8 and 9]. 
 
GUIDANCE 
 
The following materials are required when submitting a Continuing Review request, but 
not limited to: 
 

1. Checklist for Application for Continuing Review 
2. Application for Continuing Review 
3. Informed consent forms (one set of clean, unstamped version with updated footer 

information, and a stamped copy of the currently approved version)  
4. Any previous study materials that were stamped by the CDU IRB (one set of 

clean, unstamped version with updated footer information and a stamped copy of 
the currently approved version).  

5. Copies of all adverse event reporting forms from the last approval period. 
6. Copy of most recently approved Application for Study Review, Research 

Protocol, IRB approval letter, etc.) 
 
When to Submit Continuing Review Application 
 
The continuing review approval letter contains an eight-week reminder date in which the 
investigators should submit their continuing review.  The eight-week submission due 
date was established so that the protocol may undergo review and approval from the 
fully convened IRB without any lapse.  It is ultimately, the responsibility of the 
investigator to make sure that their continuing review application is submitted timely, so 
that there is no lapse in the approval period.  Investigators are reminded that if they 
have not obtained approval prior to the expiration date, they will be noncompliant and 
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required to do corrective and preventive action plan before the IRB can review the 
continuing review submission.   
 
Procedures for Determining the Frequency of Continuing Review  
 
HHS regulations at 45 CFR 109(e) require that an IRB must conduct continuing review 
of research at intervals appropriate to the degree of risk, but not less than once per 
year. The University has determined that all non-exempt research protocols must be 
reviewed by the IRB at least annually.  The expiration date is usually determined to be 
12 months, less one day from the IRB approval of the study. 
 
The Board may determine that the study application should be reviewed more 
frequently than once per year; 
 

1. If the risk to the participant is high as defined by significant side effects, medical 
literature, or reported alerts from DSMB from similar studies. 

 
2. If the risk to the participant is not measurable in exact terms, but IRB members 

have ANY concerns for the safety of the participant population or component of 
the study population (one arm or more), the study should be reviewed less than 
12 months. 

 
3. If the risk of the participant is considered to be high, according to reported 

adverse events or a pattern of adverse event reporting at this site or national site 
locations, the study should be reviewed less than 12 months. 

 
 
CDU IRB has authority to request progress reports from the investigator or the DSMB 
on a stated frequency to ensure safety of all participants in the study.  CDU IRB has 
authority to perform audits of the IRB documents and the administration of the research 
study by research personnel.  If the progress notes or the audit results reveal any 
concerns to the safety of the participants, a continuing review of the study may be 
requested immediately. 
 
 
4.4  COMPLETION/CLOSURE OF STUDY 
 
In order to formally complete a study file, CDU IRB requests that investigators officially 
notify OPHS when the investigator wishes to close the study, the study has been 
completed or after data analysis is complete and submit Final Report form when closing 
out a study. 
 
4.5  TRAINING GRANTS, PROGRAM PROJECTS/MULTIPLE PROJECT GRANTS, 
OR CENTER GRANTS 
 
POLICY 
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Federal regulations require that the Committee or their designee certify that human 
participants related research funded by an “overall” grant such as a training grant, 
program project, multiple project grant or center grant have current IRB approval. 
 
The IRB have delegated certification authority to the Chairperson or his/her designee.  
As a result, the Chairperson or his/her designee will certify whether the human 
participant related projects under the “overall” grant have current approval and perform 
an administrative approval of the funding submission.  Please note that because the 
“overall” grant is intended to fund the sub-projects, no human participants can be 
enrolled in the “overall” grant. 
 
GUIDANCE 
 
The following materials are required when submitting an “overall” grant: 
 

1. Checklist for Administrative Review 
2. Administrative Review Application 
3. Grant application 
4. Cover letter indicating that no funds will be transmitted to the individually 

supported sub-projects proposing to conduct research with human participants 
until the sub-projects have received current approval from the CDU IRB; and  

5. List of all the human participant related projects that will be supported by the 
grant.  The list should include the following: 

 
• The name of the principal investigator(s) 
• The IRB number of each of the project(s) (if available) 
• The title of each of the project(s) 
• The current approval periods for each of the project(s) (if available) 

 
4.6  REINSTATEMENT OF CLOSED PROTOCOLS 
 
POLICY 
 
A protocol which was previously closed must come back to the IRB for review and 
approval as a new study, if the investigator wishes to resume the study.  The study will 
receive a new IRB number. 
 
PROCEDURE 
 
In order to reinstate a previously closed protocol, the Principal Investigator must submit 
a complete IRB application in accordance with the requirements of new protocols. 
 
In addition to the protocol application, the Principal Investigator must submit a 
memorandum to the CDU IRB detailing circumstances that led to the protocol closure, 
along with the corrective and preventive action plan (CAPA) that has been taken in 
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order to avoid such closures in the future.  Approval of the Investigator’s CAPA by the 
CDU IRB must occur prior to further submission of any human participant research to 
the CDU IRB by the Principal Investigator.  CAPA may include, but not limited to the 
following information: 
 

1. Describe the noncompliance that requires corrective and preventive action 
(CAPA) plan.  PI can provide further information or clarifications along with 
any supplemental documents relevant to this matter.  This section should 
show the PI’s understanding of why the event/incident involves regulatory 
noncompliance and/or unethical conduct of research that requires 
corrective and preventive action plan.  

 
2. Discuss the root cause of the non-compliance.  Provide a candid 

discussion on why non-compliance occurred.  This section should 
describe the PI’s research operations, supervision and monitoring, 
challenges, and oversight issues as it pertains to the applicable human 
subject research. 

 
3. Describe the planned changes to the current procedures or practices to 

correct noncompliance and to prevent future recurrence.   
 

4. Establish a written manual of operations to implement the planned 
changes.  Please attach a copy of this manual, as applicable.   
 

5. Describe how the planned changes will be communicated to the research 
team and collaborators for efficient and effective implementation. 

 
6. Describe how the planned changes will be monitored to maintain 

regulatory compliance and promote ethical human subject research.  
Monitoring plan should include who (name and title), what, where, when, 
and how the monitoring will be done.   

 
7. Describe the education plan regarding regulatory and ethical conduct of 

research involving human participants, as well as responsible conduct of 
research.  Specifically, the IRB requires the education plan to be 
comprehensive.  The following are some of the education that may be 
appropriate.  However, depending on the situation, the education 
component may be prescribed by the IRB.   

 
a. Review of the OHRP/PRIM&R CD-ROM, “Investigator 101”.  This 

CD-ROM is available through the administrative office of the CDU 
IRB.  A signed and dated affidavit will be required to document 
completion of “Investigator 101”. 

b. Education sponsored by Public Responsibility in Medicine & 
Research/Applied Research Ethics national Association 
(PRIM&R/ARENA; http://www.primr.org). 

http://www.primr.org/
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c. Education sponsored by the Office for Human Research Protection 
(OHRP; http://www.hhs.gov/ohrp/education/#activities). 

d. Comprehensive review of the OHRP IRB Guidebook available online at 
http://www.hhs.gov/ohrp/irb/irb_guidebook.htm. 

e. Selected readings, YouTube video, or other training courses 
recommended by the IRB. 

f. Specific in-person training by IRB staff. 
 
4.7  ADDITIONAL REVIEW 
 
CDU IRB may determine that a study project needs verification from a source other than 
the investigator that no material changes have occurred since the previous IRB review, 
including but not limited to research studies that 1) are randomly selected; 2) complex 
projects involving unusual levels or types of risk to participants; 3) projects conducted 
by investigators who previously have failed to comply with the requirements of the HHS 
or FDA regulations or the requirements of the determinations of the CDU IRB or 
university policy on research; 4) projects where concern about possible material 
changes occurring without IRB approval have been raised based on information 
provided in continuing review reports or other sources. 
 
4.8  ADDITIONAL MATERIALS/CONSULTATIONS AND/OR APPROVALS FOR 

RESEARCH PROJECTS 
 
Research projects may require additional materials, consultations and/or approvals in 
order to comply with institutional requirements for approval by the CDU IRB.  The 
following is a list of additional materials, institutional services and/or committees that 
may be required. 
 
Investigational Drugs:  All protocols involving drugs under an Investigational New 
Drug (IND) (i.e.,  drugs not approved for marketing or drugs under investigation for a 
new indication or dosage, etc.) must include an Investigational Drug Information Record 
form.  This form can be accessed at the CDU IRB website 
(http://www.cdrewu.edu/IRB/Forms/).  Protocols are reviewed from the standpoint of 
participant/patient safety. 
 
DNA, Tissue, Sample Banks:  All protocols involving the collection or establishment of 
DNA, Tissue, Sample Banks must include a “Research Involving DNA, Tissue, Sample 
Banks” form (F-134).  This form can be accessed at the CDU IRB website 
(http://www.cdrewu.edu/IRB/Forms/).  Please note that additional information may be 
required in the consent document concerning the repository. 
 
Photograph/Video/Audio Use:  All protocols involving photograph/video/audio use 
must include additional information to be placed in the consent document concerning 
Photograph/Video/Audio Use.  Investigators are required to protect and/or disguise an 
individual participant’s identity when using photographs, videos, or audio-tape 
recordings.  The investigator should clearly outline in the consent form whether the 

http://www.hhs.gov/ohrp/education/#activities
http://www.hhs.gov/ohrp/irb/irb_guidebook.htm
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tapes will be used for classroom presentations, conventions, presentations, or possibly 
released to news or advertising media.  The consent form should also indicate when the 
tapes/photographs will be destroyed.  In addition, the consent form should indicate the 
provisions for masking the participant’s identity.  CDU IRB recommends the following 
consent form statements for research that includes photographs, videos, or audio-tape 
recordings. 
 
You will be [videotaped, photographed, audio-taped] in this study.  The [videotapes, 
photographs, audio-tapes] will be used for [teaching, research] purposes only and your 
identity will not be disclosed. [Describe who will have access, and when they will be 
erased or destroyed.  Describe how personal identities will be shielded, disguised, etc.]  
 
[Note:  If the participant is identifiable from the photographs, videos, or audio-tape 
recordings, the following statement should be added.] 
 
Please check the appropriate box below and initial: 
 
 

 _______ I agree to be [videotaped, photographed, audio-taped] 
 Initials 

 
 _______ I do not want to be [videotaped, photographed, audio-taped] 

Initials 
 
 
Financial Disclosure Form:  The California Health Care Decisions law (AB 891 – 
chapter 658), defines appropriate informed consent to include information pertaining to 
possible financial interest to be disclosed prior to enrolling human participant in a 
research study.  Therefore, all protocols involving a financial interest by the investigator 
must include a Financial Disclosure Form (F-133).  This form can be accessed at the 
CDU IRB website (http://www.cdrewu.edu/IRB/Forms/).   
 
Note:  If the researcher(s) and/or the institution have a financial conflict of interest in the 
research study, please disclose by identifying the entity and describing the nature of the 
financial relationship in the introductory paragraph of the consent document: 
 
Proxy Consent:  An amendment to California law2 expands the definition of Legally 
Authorized Representative (LAR) and authorizes specific individuals to give surrogate 
informed consent for the enrollment of participants who cannot provide informed 
consent into medical experiments that “relate to the cognitive impairment, lack of 
capacity, or serious or life threatening diseases and conditions of participants.” 
 
The law distinguishes between emergency room and non-emergency room research 
and describes specific surrogate trees or surrogate options for each type of research.3  
To assist investigators who request implementation of the amended California law to 
allow a legally authorized representative to provide consent for an incapacitated person 
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or a person with medical disorders that may affect their decision making capacity, 
please contact OPHS. 
 
Research Involving Pregnant Women, Fetuses and Neonates:  All protocols 
involving pregnant women, human fetuses and neonates must include a Special Subject 
Population:  Pregnant Women, Fetuses, Neonates Form (F-126).  This form can be 
accessed at the CDU IRB website (http://www.cdrewu.edu/IRB/Forms/). 
 
Research Involving Prisoners:  All protocols involving prisoners must include a 
Special Subject Population:  Prisoners Form (F-127).  This form can be accessed at the 
CDU IRB website (http://www.cdrewu.edu/IRB/Forms/). 
 
Research Involving Children:  All protocols involving children must include a Special 
Subject Population:  Children Form (F-128).  This form can be accessed at the CDU 
IRB website (http://www.cdrewu.edu/IRB/Forms/). 
 
Radioactive Materials:  All research involving the use of radioisotopes must be  
reviewed and approved by the Radiation Safety Committee/Radioactive Drug Research 
Committee and Occupational Health and Safety Committee to assure safe and 
acceptable use of radioactive materials.  Protocols are reviewed from the standpoint of 
radiological health, as well as safety of patients and working personnel, and any other 
factors that the committee may wish to consider related to the use of radioactive 
materials. 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
____________________________ 
2California Health 7 Safety Code 24178, amended 2002.  http://www.assembly.ca.gov/acs/acsframeset2text.htm. 
 
3Please note the law does not change the requirements for permission from parent/guardians for the participation of minors in 
research. 
 

http://www.cdrewu.edu/IRB/Forms/
http://www.cdrewu.edu/IRB/Forms/
http://www.assembly.ca.gov/acs/acsframeset2text.htm
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CHAPTER 5.  RESEARCH AND HIPAA PRIVACY RULE COMPLIANCE 
 
POLICY 
 
An individual’s protected health information (PHI) may only be used for research after 
the investigator has obtained the approval of the IRB.  Where the Privacy Rule, the 
Common Rule, and/or the FDA’s human subject regulations are applicable, each set of 
requirements must be met.  When there is a difference in the requirements, the highest 
level of protection shall be followed.  The IRB shall serve as the Privacy Board for 
research. 
 
The full text of the HIPAA regulations is available at http://www.hhs.gov/ocr/hipaa. 
 
GUIDANCE 
 

1. HIPAA stands for the Health Insurance Portability and Accountability Act.  It is a 
federal legislation designed to enable a person to go from one health insurance 
plan to another with continuity of care and to ensure that he/she will not be 
denied coverage for a “pre-existing condition” (portability); it details government 
oversight to protect fraud and finally adds protections for confidentiality of 
protected health information (PHI) that is collected (accountability). 

 
Applicable Terms and Definitions 
 
Authorization:  An individual’s signed permission that allows a covered entity to use or 
disclose the individual’s PHI for the purpose(s), and to the recipient(s), as stated in the 
Authorization. 
 
Covered entity:  A facility that conducts health care operations involving the creation 
and transmission of protected health information or PHI.  In our health system each 
separate legal entity (facility) is a separate covered entity. 
 
Disclosure:  The release, transfer, access to, or divulging of information in any other 
manner outside the entity holding the information. 
 
Member of the workforce of the covered entity:  An individual who is employed or 
credentialed or holds privileges at a specific entity. 
 
Privacy Rule:  A federal regulation under the Health Insurance Portability and 
Accountability Act (HIPAA) of 1996 that protects certain individually identifiable health 
information. 
 
Research Privacy Board:  A group of individuals responsible for the review and 
approval of requests for the disclosure of PHI for research purposes. 
 

http://www.hhs.gov/ocr/hipaa
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Research Privacy Officer:  A person designated by the covered entity to oversee 
HIPAA compliance specific to research.  Responsibilities include handling patients’ 
privacy complaints, and training and auditing for HIPAA compliance. 
 
Use:  With respect to individually identifiable health information, the sharing, 
employment, application, utilization, examination, or analysis of such information within 
the entity that maintain such information. 
 
5.1  PROTECTED HEALTH INFORMATION (PHI) 
 
Protected health information (PHI) is individually identifiable health information that is 
collected for treatment or diagnosis.  HIPAA details eighteen items that render PHI 
identifiable: 
 

1. Names 
2. Geographic subdivisions smaller than a state, including street address, city, 

county, precinct, zip code, and their equivalent geocodes, except for the initial 
three digits of a zip code in certain situations. 

3. All elements of date (except year) for dates directly related to an individual, 
including birth date, discharge data, date of death; and all ages over 89 and all 
elements of dates indicative of such age, except that such ages and elements 
may be aggregated into a single category of age 90 or older. 

4. Telephone numbers 
5. Fax numbers 
6. Electronic mail addresses 
7. Social security numbers 
8. Medical record numbers 
9. Health plan beneficiary numbers 
10. Account numbers 
11. Certificate/license numbers 
12. Vehicle identifiers and serial numbers 
13. Medical Device Identifiers 
14. Web Universal Resource Locators (URLs) 
15. Internet Protocol (IP) address numbers 
16. Biometric identifiers, including finger and voice prints 
17. Full face photographic images and any comparable images 
18. Any other unique identifying number, characteristic, or code 

 
Research Categories under HIPAA 
 
There are three categories of research data to be considered under HIPAA 
 

1. Identifiable information (to which the rule applies) 
2. De-identified information (to which the rule does not apply) 
3. Limited data set (a middle option, to which limited parts of the rule apply) 
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De-identified Information 
 
PHI that is stripped of all of the 18 identifiers listed above is considered de-identified 
and is not subject to requirements under HIPAA.  PHI can be de-identified for research 
purposes by removing the 18 identifiers and using a linked code (not derived from any 
identifying information, i.e., initials), to which access is extremely limited and well 
protected. 
 
Databases containing identifiable PHI used for research purposes are subject to 
restrictions under HIPAA. 
 
Limited Data Set 
 
A limited data set (used in conjunction with a data use agreement) refers to PHI that 
excludes 16 categories of direct identifiers and may be used or disclosed, for purposes 
of research, without obtaining either an individual’s authorization or a waiver (or an 
alteration) of authorization for its use and disclosure. 
 
The following identifiers must be removed from health information if the data are to 
qualify as a limited data set: 
 

1. Names   9. Certification/license numbers 
2. Postal address information, other 

than town or city, state and ZIP 
code 

10. Device identifiers and serial 
numbers 

3. Telephone numbers 11. Vehicle identifiers and serial 
numbers including license plate 
numbers 

4. Fax numbers 12. Web universal resource locators 
(URLs) 

5. Electronic mail addresses 13. Internet protocol (IP) address 
numbers 

6. Social Security numbers 14. Biometric identifiers, including 
fingerprints and voiceprints 

7. Medical record numbers 15. Full-face photographic images and 
any comparable images 

8. Account Numbers 16. Health plan beneficiary numbers 
 
 
Only the following identifiers may be used in a limited data set: 
 

1. Dates 
2. Geographic information (except for street address) 
3. Other unique identifying numbers, characteristics, or codes that are not expressly 

excluded 
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When a limited data set is used, there is no requirement to track disclosures.  The 
minimum necessary standard does apply (see below).  The recipient of the limited data 
set must sign a data use agreement. 
 
Data Use Agreement 
 
A data use agreement is an agreement into which the covered entity enters with the 
intended recipient of a limited data set that generally describes the permitted uses and 
disclosures of the PHI in a limited data set and how the data will be protected. 
 
If an investigator plans to use a limited data set for research, he/she must submit a data 
use agreement with his/her IRB protocol submission. 
 
Minimum Necessary Standard 
 
HIPAA also requires that researchers comply with a “minimum necessary standard”.  
This means that a research protocol must limit the PHI it uses, discloses, or requests to 
the minimum necessary to achieve that purpose.  The standard applies to all research 
involving the use of PHI, including protocols involving the use of a limited data set 
and/or a waiver of authorization, and for reviews preparatory to research. 
 
5.2  AUTHORIZATION FROM THE RESEARCH PARTICIPANT 
 
Authorization is a person’s signed permission allowing a covered entity to use or 
disclose that person’s PHI as specified in the authorization form.  There are important 
differences between Privacy Rule requirements for individual authorization, and 
Common Rule and FDA requirements for informed consent.  HIPAA requires more 
specific details about all possible uses and disclosures of PHI (“use” refers to the 
sharing of PHI within the covered entity, “disclosure” refers to the sharing of PHI outside 
the covered entity).  The information required under HIPAA for authorization may be 
incorporated into the research consent form.  Therefore a participant may provide 
consent and authorization together as part of the informed consent process, if 
determined by the CDU IRB to be appropriate. 
 
The following items must be detailed in an authorization: 
 

1. The PHI that will be used or disclosed 
2. The people/organizations who will use or disclose the PHI 
3. The people/organizations who will receive the PHI 
4. The purpose of the use or disclosure 
5. An expiration date or event for the use or disclosure of the information 
6. The right to refuse to provide the authorization (which would exclude the 

individual from participating in the research) 
7. The right to revoke authorization including the procedure for doing so (in writing) 
8. The research participant’s dated signature 
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9. The investigator’s obligation to provide a signed copy of the authorization to the 
participant 

10. The PHI may no longer be protected by the Privacy Rule once it is disclosed by 
the covered entity 

 
Individual Rights 
 
Under HIPAA, individuals have the right to: 
 
Access their PHI:  The individual may request a copy or the opportunity to inspect the 
PHI that has been utilized as part of the research study.  This access is limited to a 
“designated record set” which includes PHI that is used to make clinical or billing 
decisions about a participant.  In order to prevent the compromise of research data, 
access can be postponed until the research is complete, as long as this is clearly 
explained in the authorization (or research consent form). 
 
Request amendment to their PHI:  The individual has the right to request an 
amendment to their PHI.  The institution will determine whether or not the request is 
appropriate. 
 
Receive a record of certain disclosures of their PHI made within the previous 6 
years:  This does not apply to disclosures that were made pursuant to an authorization, 
or disclosure of a limited data set.  Individuals may request a record of disclosures 
made under a waiver of authorization or disclosures required by law and for public 
health purposes.  Therefore, any such disclosures must be tracked (see Tracking 
Disclosures). 
 
Request restriction on uses and disclosures:  Individuals can request certain 
restrictions on uses and/or disclosures of their PHI, if it is determined that the request is 
appropriate and feasible. 
 
Request receipt of communication of their PHI by alternative means/location:  An 
individual may request, for example, that a different address be used to communicate 
information (home vs. work).  Reasonable request must be accommodated, and the 
individual does not have to explain the basis for the request. 
 
Revoke their authorization:  A revocation of authorization must be made in writing.  If 
research authorization is revoked, PHI may no longer be used or disclosed, except to 
the extent that the PHI has already been included in study analyses, or if the use or 
disclosure is needed to maintain the integrity of the research study (i.e. account for 
withdrawal, report adverse event, etc.). 
 
NOTE:  Since California State Law does not distinguish between living and deceased 
individuals in their definition of human subject, the same privacy rule standards shall 
apply to the use of decedent PHI. 
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5.3  WAIVER OF AUTHORIZATION 
 
There are situations in which the IRB can waive the requirement that participants sign 
an authorization form.  In general, a Waiver of Authorization could be granted under 
similar circumstances that the IRB grants a Waiver of Informed Consent (e.g., for 
retrospective chart reviews, etc.) 
 
Any study granted a waiver of informed consent and approved by CDU IRB on or after 
April 14, 2003, must also have a Waiver of Authorization.  Any study approved with a 
Waiver of Informed Consent before April 14, 2003, does not need a Waiver of 
Authorization. 
 
NOTE:  A Waiver of Authorization does not mean the research is exempt from HIPAA 
Privacy Rules.  It only means the investigator does not need to obtain signed 
authorization from each research participant. 
 
In order to qualify for a Waiver of Authorization, an investigator must represent the 
following: 
 

1. The use of PHI for research does not represent more than a minimal risk to 
privacy. 

2. The research could not be done without the requested PHI. 
3. It would not be practical to obtain signed authorization from research participants. 
4. The specific elements of the requested health information are not more than the 

minimum necessary to conduct the study. 
 
Partial Waiver of Authorization 
 
There are circumstances that would require a Principal Investigator to obtain a partial 
waiver (or alteration) of authorization. 
 
Tracking Disclosures 
 
Any disclosures (release outside the covered entity) of PHI made without the written 
authorization of the research participant must be tracked.  This includes studies 
conducted under a Waiver of Authorization, as well as situations where 
consent/authorization was obtained but the recipient of the PHI is not listed on the 
consent/authorization form. 
 
NOTE:  When a limited data set is used, there is no requirement to track disclosures. 
 
The information that should be tracked includes: 
 

1. Date of disclosure 
2. Name of the person/entity who received it and their address (if known) 
3. A brief description of the disclosed PHI 
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4. A brief statement of the purpose of the disclosure 
 
A modified tracking mechanism is available for research involving the disclosure of PHI 
from 50 or more participants (i.e., during epidemiological research).  Under a modified 
tracking mechanism, the researcher must be prepared to provide: 
 

1. The name and description of all protocols involving disclosure of 50 or more 
participants 

2. A brief description of the types of PHI disclosed 
3. The dates or time periods of the disclosures 
4. Contact information of the recipients 
5. A statement that a specific individual’s PHI may or may not have been disclosed 

for a particular study 
 
5.4  REVIEWS PREPARATORY TO RESEARCH 
 
“Review preparatory to research” is the mechanism by which an investigator may 
access PHI for the purpose of designing a research study, generating a research 
hypothesis, or to assess the feasibility of conducting a study (e.g. to see if there are 
enough potential participants, etc.).  In order to review PHI preparatory to research, the 
PI must be able to establish that: 
 

1. PHI is necessary for the research activity 
2. PHI will not be used for any other purpose 
3. PHI will not be removed from the covered entity 

 
An investigator who is a member of the workforce of a covered entity may review 
medical records of participants at that covered entity preparatory to research without 
any specific authorization. 
 
However, if an investigator is not a member of the workforce of a covered entity and 
wishes to review medical records of participants at that covered entity preparatory to 
research, he/she must apply for a partial waiver of authorization. 
 
Institutional policy prohibits any contact without IRB approval.  Therefore, a researcher 
may not contact individuals identified during this activity. 
 
NOTE:  If a researcher wishes to contact potential participants, he/she must submit a 
protocol to the IRB requesting approval, including the intent to recruit participants 
through the use of PHI. 
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CHAPTER 6.  RECRUITMENT OF STUDY PARTICIPANTS 
 
POLICY 
 
CDU IRB shall review and approve, prior to utilization, all documents and activities that 
affect the rights and welfare of research participants, including all methods and 
materials intended to recruit human participants. 
 
 
6.1  RECRUITMENT MECHANISMS 
 
Potential participants may be recruited by either of the following mechanism.  The 
mechanism for recruitment must be described by the PI in the protocol and submitted to 
the IRB for approval before implementation. 
 
Recruitment by Clinician or Treatment Staff – Acceptable Methods 
 

1. A clinician, who is also a researcher, may approach a patient he/she is treating 
about participating in any IRB approved study for which that clinician is 
conducting research.  The clinician’s treatment personnel (who already have 
access to a patient’s identifiable health information by virtue of the treatment 
relationship) may also approach the patient about participating in research.  The 
clinician and the treatment staff must note any such communication in the 
patient’s medical record. 

 
NOTE:  Direct recruitment for a study by a clinician/researcher or his/her 
treatment staff is not affected by HIPAA.  These personnel already have reason 
to know the patient’s PHI and, assuming the study (and the recruitment process) 
has been approved by the IRB, these personnel may approach the patient about 
participating in the study without HIPAA authorization.  However, in all cases, the 
recruitment procedure for approaching participants by the clinician/investigator 
(treating or not treating) or clinician’s treatment personnel must be approved by 
the IRB before starting the study. 

 
2. A clinician, who is not the researcher, and that clinician’s treatment staff, may 

approach a patient about participating in another researcher’s study.  The 
clinician or staff must note such communication in the patient’s medical record.  If 
the patient agrees to be referred to the researcher, the following language is 
suggested: 

 
I discussed the possibility of referring the patient to [doctor or team] for 
[describe research study].  The patient agreed to the referral and to sharing 
information about his/her condition with the researcher. 

 



 65 

3. A clinician, who is not the researcher, and that clinician’s treatment staff, may 
give the patient another researcher’s name and contact information.  The patient 
may then choose to contact that researcher directly. 

 
4. A clinician, who is not the researcher, and that clinician’s treatment staff, may 

discuss a patient’s eligibility with the research personnel as long as all 
information about the patient has been de-identified.  If the research personnel 
determine that the de-identified patient would be eligible for the study, the 
treatment personnel could then obtain the patient’s permission to give the 
research personnel the patient’s name or give the patient the researcher’s 
contact information (see 1 and 2 above). 

 
5. A clinician, who is not the researcher, and that clinician’s treatment staff, may 

send a letter to the patient about how to join a CDU IRB approved study as long 
as the content of the letter is approved by the IRB. 

 
NOTE:  Unless the CDU IRB approves a waiver of authorization for study 
recruitment purposes, the letter may not be co-signed by the researcher and the 
researcher may not have a copy of the letter. 

 
Recruitment by the Researcher 
 
If the treating clinician’s direct approach to the patient or the patient’s prior authorization 
is impracticable, the researcher may ask the CDU IRB to grant a partial waiver of the 
patient’s authorization for recruitment purposes. 
 
A partial waiver of authorization may be requested for the following: 
 

1. To allow treatment staff to refer patients to the researcher or to share PHI with 
the researcher without first speaking to the patient about the referral. 

 
2. To advertise about the study and screen by phone potential participants about 

the study. 
 
6.2  RECRUITMENT METHODS 
 
POLICY 
 
Potential participants may be recruited for research studies using a variety of methods, 
including direct contact (where appropriate), advertising, chart reviews, database 
review, or other written/verbal correspondence.  All of these methods must be 
consistent with federal regulations regarding the rights and welfare of potential 
participants (Common Rule Requirements), the Privacy Rule (HIPAA Privacy Rule 
Requirements), and Institutional policies. 
 
Recruitment through Chart Reviews 
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Investigators may use medical records, or other private information, including 
databases, that they would normally have legitimate access to as part of their clinical 
practice in order to identify potential research participants. 
 
An investigator may need to review charts to which he/she does not have legitimate 
access in order to identify potential research participants.  Since this activity involves 
the use of PHI, a waiver of authorization must be obtained from CDU IRB. 
 
NOTE:  Participants identified through chart reviews may only be contacted for research 
recruitment by the clinician who is treating them. 
 
Using Letters to Contact Potential Research Participants 
 
In most cases, contacting potential research participants by letter will occur only when 
that participant is familiar with the person writing the letter.  If personal information about 
the participant is necessary in order to identify them as a potential participant (such as 
having a certain disease or clinical condition), then the contact shall come from a 
person that they would expect to have that information about them (e.g., their physician, 
a disease-related organization to which they belong, etc.). 
 
Any letter that is sent to a potential research participant is subject to the same 
requirements as advertising, and must contain no coercive language.  The letter should 
briefly explain the study, its purpose, and the reason why the person is being asked to 
participate.  There should be a mechanism by which the person can express an interest 
(by calling their physician or a researcher, sending back a card, etc.).  Failure to 
respond should never be construed as a willingness to participate.  It should be clearly 
stated if a follow-up phone call is to come from the person who wrote the letter.  It must 
also be clearly stated that participation is voluntary, and the participant has the right to 
refuse to participate without any loss of benefit to which he/she would otherwise be 
entitled.  If possible, a consent form should be included, and a phone number where the 
person can direct questions about the study should be provided. 
 
Advertising 
 
POLICY 
 
No advertising material may be used prior to approval by CDU IRB.  CDU IRB shall 
review all printed media advertisements, internet advertisements (which include more 
information than simply a listing of available trials), scripts of radio and television 
commercials, flyers, postcards, letters, pamphlets, brochures, videos, and any other 
advertising material proposed for use in recruiting study participants. 
 
GUIDANCE 
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All materials to be utilized for recruitment via the mass media (print media such as 
newspapers or television and/or radio air time) shall be approved by the CDU IRB to 
assure that the materials are designed and presented in accordance with guidelines. 
 
NOTE:  No “open reads” for radio or television are permitted.  Open reads are live 
discussions by a person on radio or television that are intended as advertisements.  For 
example, when a radio host talks about how great a particular store is, and you are led 
to believe that it is their personal opinion when, in fact, they are reading or acting out an 
advertising script. 
 
See the following guidance provided by FDA for Media Advertising: 
 
http://www.fda.gov/oc/ohrt/irbs/toc4.html#recruiting 
 
CDU IRB uses the principles set forth in this FDA guidance when reviewing advertising 
materials for clinical trials and other studies that advertise for potential participants. 
 
Recruitment on the Internet 
 
POLICY 
 
Recruitment of research participants via the internet must be approved by CDU IRB 
before implementation.  Recruitment plans will be reviewed and evaluated in 
accordance with the basic principles governing human subject protections. 
 
 
6.3  RECRUITMENT OF CDU EMPLOYEES AND STUDENTS AS RESEARCH 

PARTICIPANTS 
 
POLICY 
 
The use of employees and students as research participants may be permitted 
depending on the nature of the research and as long as they are treated as any other 
research participants would be in compliance with federal, state, and institutional policy 
regarding the use of human participants in research.  In most cases, investigators will 
not be allowed to recruit employees who work directly under their supervision.  The final 
decision to allow employees as participants will be made by CDU IRB on a case-by-
case basis. 
 
GUIDANCE 
 
Employees and students who wish to become involved as research participants are 
subject to the same protections as any other human participants.  This applies to all 
research activities, including when the person volunteers as a normal control.  A 
consent form (if applicable) must be signed by all participants, there are no exceptions 
made for employees or students. 

http://www.fda.gov/oc/ohrt/irbs/toc4.html#recruiting
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6.4  RECRUITMENT INCENTIVES AND CONFLICT OF INTEREST 
 
POLICY 
 
Investigators and other members of the study staff (study coordinators, research 
assistants, etc.) shall not accept monetary or other bonuses as incentives to recruit or 
refer patients to research studies.  Examples of such bonuses include but are not 
limited to payments for rapid recruitment, extravagant gifts such as computer or other 
office equipment, expensive meals, books, etc.  Such payments or incentives may lead 
to the appearance of inappropriate practices in an effort to increase enrollment for 
personal gain, and might compromise the integrity of the research.  Non-cash gifts of 
nominal value and reasonable business meals and entertainment provided in the 
regular course of business are acceptable. 
 
GUIDANCE 
 
It is against the policy of CDU for an employee to solicit or accept gratuities from 
patients, their families or friends for any services provided by the employee during work 
hours, or for any member of the employee’s immediate family to accept gifts, gratuities, 
or entertainment that might influence the employee’s judgment or actions concerning 
business of CDU.  For employees involved in research, this includes any payment from 
study sponsors above and beyond payment that has been approved in the study 
budget.  Budgets that include bonuses for recruitment or other activities are never 
allowed. 
 
6.5  PAYMENT TO RESEARCH PARTICIPANTS 
 
POLICY 
 
Any payment or gift to research participants shall not be of such an amount as to be 
coercive or to present undue influence on the potential participant’s decision to 
participate in the research.  Reimbursement for travel costs and time spent will be 
considered and approved by the IRB on a protocol-by-protocol basis related to the risk-
benefit assessment of the study.  Any reimbursements or gifts to research participants 
shall be detailed in the consent form and shall always be prorated so that there is no 
bonus payment for remaining in a study.  Payments to parents are not considered 
appropriate by the IRB; the IRB may approve reimbursement for travel related expenses 
at a reasonable rate on a case-by-case basis.  Payment to minors will be considered on 
a case-by-case basis. 
 
NOTE:  CDU IRB carefully considers payment to minors who are participants in a 
research study.  It may be appropriate to offer a non-cash option to minors who are 
enrolled in a research study in order to provide acknowledgment of their participation 
that can be understood and appreciated by the minor.  The IRB may suggest that 



 69 

payment to minor research participants be made in the form of a gift certificate to an 
age-appropriate store (toy store, etc.), toys, stickers, etc. 
 
GUIDANCE 
 
The FDA provides guidance, available at the following link, with regard to payment to 
research participants. 
 
http://www.fda.gov/oc/ohrt/irbs/toc4.html#payment 
 
 
6.6  Recruitment on the Internet 
 
POLICY 
 
Recruitment of research participants via the internet must be approved by the IRB 
before implementation.  Recruitment plans will be reviewed and evaluated in 
accordance with the basic principles governing human subject protections. 

http://www.fda.gov/oc/ohrt/irbs/toc4.html#payment


 70 

 
CHAPTER 7.  INFORMED CONSENT 
 
POLICY 
 
An investigator may not involve a human being as a participant in a research study 
unless the investigator has obtained the approval of the CDU IRB for that study.  The 
legally effective informed consent of the participant or the participant’s legally authorized 
representative (LAR) shall be required, except when a waiver is granted under FDA and 
OHRP guidelines (as described below).  All consent forms shall conform to 45 CFR 
46.116, 21 CFR 50.20, and Institutional requirements. 
 
The ethical principle of respect for persons (autonomy) is maintained by the process of 
informed consent from human participants involved in research, and is a necessary 
process to help ensure that research is conducted in an ethical manner. 
 
GUIDANCE 
 
The informed consent process is a comprehensive discussion between the investigator 
and a prospective participant of: 
 

1. The nature of the research study 
2. The risks and the benefits 
3. The alternatives to research 
4. The rights of a study participants 

 
An investigator must ensure, to the best of his/her ability that prospective participants 
understand why the research is being done and why they are being asked to participate. 
 
7.1  FEDERALLY MANDATED ELEMENTS OF INFORMED CONSENT 
 
The following are the common rule guidelines regarding informed consent 
[45CFR46.116] which all CDU researchers are required to follow. 
 
In seeking informed consent the following information must be provided to each 
participant: 
 

1. A statement that the study involves research, an explanation of the purposes of 
the research and the expected duration of the subject’s participation, a 
description of the procedures to be followed, and identification of any procedures 
which are experimental. 

 
2. A description of any reasonably foreseeable risks or discomforts to the subjects. 

 
3. A description of any benefits to the subject or to others, which may reasonably be 

expected from the research. 
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4. A disclosure of appropriate alternative procedures or courses of any treatment 
that might be advantageous to the subject. 

 
5. A statement describing the extent, if any, to which confidentiality of records 

identifying the subject will be maintained. 
 

6. A statement describing the Institution’s policy on liability for research related 
injury. 

 
7. An explanation of whom to contact for answers to pertinent questions about the 

research and research subjects’ rights, and whom to contact in the event of a 
research-related injury to the subjects. 

 
8. A statement that participation is voluntary, refusal to participate will involve no 

penalty or loss of benefits to the subject and that the subject may discontinue 
participation at any time without penalty or loss of benefits to which the subject is 
otherwise entitled. 

 
NOTE:  In addition to the Common Rule requirements for informed consent, HIPAA 
requires specific details regarding use and disclosure of PHI which may be incorporated 
into the informed consent process and consent form. 
 
7.2  ADDITIONAL ELEMENTS OF INFORMED CONSENT 
 
When appropriate, one or more of the following elements of information must also be 
provided to each subject: 
 

1. A statement that the particular treatment or procedure may involve risks to the 
subject (or to the embryo or fetus, if the subject is or may become pregnant or 
father a child) which are currently unforeseeable. 

 
2. Anticipated circumstances under which the subject’s participation may be 

terminated by the investigator without regard to the subject’s consent. 
 

3. Any additional costs to the subject that may result from participation in the 
research. 

 
4. The consequences of a subject’s decision to withdraw from the research and 

procedures for orderly termination of participation by the subject. 
 

5. A statement that significant new findings developed during the course of the 
research which may relate to the subject’s willingness to continue to participate 
will be provided to the subject. 

 
6. The approximate number of subjects involved in the study. 
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7. If there is a potential for marketed products resulting from the research, a 
statement should be included which explains that the subject will not share in any 
profits or losses. 

 
8. If a study sponsor agrees to reimburse for research-related injury, such a 

statement should be added. 
 

9. Other information, which the IRB recommends as meaningfully adding to the 
rights and protection of subjects. 

 
The investigator should note his/her general impression of the participants’ 
understanding, including any questions that have been raised during the consent 
process.  Where possible, the investigator should document the process in the 
participant’s medical record and/or research record. 
 
The participant’s autonomy must be respected at all times, and the consent process 
must be free of all elements of coercion.  The patient’s ability to understand and process 
the information must be assessed by the person obtaining consent. 
 
7.3  DOCUMENTATION OF INFORMED CONSENT 
 
POLICY 
 
Except where a waiver is granted, obtaining initial informed consent must be 
documented by the use of a written consent form approved by CDU IRB and signed and 
dated by the participant or the participant’s legally authorized representative at the time 
of consent. 
 
GUIDANCE 
 
All potential research participants should be provided with the information in the CDU 
IRB approved consent form both verbally and in a copy of the consent form.  They must 
be given ample time to think about whether or not they wish to participate, and must 
have the opportunity to ask questions.  Ideally, the potential participant should be given 
the form to take home, and should be advised to think about their participation and 
discuss it with family and friends.  If consent is obtained on the same day that research 
procedures are initiated, the investigator should document in the research record the 
date and time that consent was obtained and that it occurred prior to the initiation of the 
research procedures. 
 
Informed consent is not valid unless the participant or the participant’s legally authorized 
representative is fully informed about all the information in the consent document.  
Signatures on consent forms do not absolve the investigator of the responsibility to 
make sure that the participant or the participant’s legally authorized representative is 
fully informed about the research.  Signatures on the consent form should be the 
culmination of the initial consent process. 
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Once a participant agrees to participate, the participant or participant’s legally 
authorized representative must sign and date the consent form in the appropriate place.  
The person obtaining consent must also sign the form and, in so doing, affirm that the 
participant has been fully informed about all aspects of the study, alternatives to 
participation have been discussed, and the participant willingly gives their consent to 
participate in the study. 
 
NOTE:  Consent for research participation must be obtained by a member of the 
research team credentialed to perform the intervention(s) in the study. 
 
The signature of a witness who observed the participant signing the consent form may 
be required in the consent forms.  CDU IRB may determine for a particular protocol that 
there must also be a witness to the entire consent process, which would be indicated as 
a condition of approval in the CDU IRB’s decision letter. 
 
One copy of the signed consent form must be given to the person signing the form 
(participant or representative) and a second copy should be placed in the participant’s 
medical chart (if appropriate).  The original, signed consent form must be retained in the 
PI’s research records.  Consent forms must be retained for all participants enrolled in 
the study, regardless of whether they withdraw or are withdrawn.  A participant is 
considered enrolled at the moment they sign the consent form, whether or not they 
actually participate in the research or any of the procedures involved. 
 
Consent is an ongoing process that requires the investigator to keep participants 
apprised of issues that arise which may affect their willingness to continue participation.  
The participant’s continued willingness should be documented periodically in the 
participant’s medical record and/or research record, and in some cases a revised 
consent form or addendum may be appropriate.  There are certain circumstances where 
a participant may be asked to re-consent to participation in the research study. 
 
7.4   WAIVER OF INFORMED CONSENT REQUIREMENTS 
 
POLICY 
 
CDU IRB may approve a consent procedure which does not include, or which alters, 
some or all of the elements of informed consent set forth above, or waive the 
requirement to obtain informed consent in instances where the IRB finds and 
documents that certain criteria (as listed below) are met.  Any waiver that is requested 
will be considered by the IRB on a case-by-case basis within the framework of the 
following criteria.  CDU IRB may decide not to grant a waiver, and to require all of the 
elements of consent, for protocols which appear to meet the criteria, if it determines that 
doing so is in the best interest of the participants. 
 
GUIDANCE 
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A complete waiver of informed consent can only be granted if one of the two following 
sets of criteria is met: 
 
Either  
 

1. The research or demonstration project is to be conducted by or is subject to the 
approval of state or local government officials and is designed to study, evaluate, 
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 

2. The research could not practically be carried out without the waiver or alteration. 
 
Or all of the following must be met 
 

1. The research involves no more than minimal risk to the subjects. 
2. The waiver or alteration will not adversely affect the rights and welfare of the 

subjects. 
3. The research could not practically be carried out without the waiver or alteration. 
4. Whenever appropriate, the subjects will be provided with additional pertinent 

information after participation. 
 
AND the following criteria are met for a waiver of HIPAA authorization to use or disclose 
PHI in the conduct of research: 
 

1. The use or disclosure of PHI involves no more than minimal risk to the privacy of 
individuals, based on, at least, the presence of the following elements: 

 
(a) An adequate plan to protect the identifiers from improper use or disclosure. 
(b) An adequate plan to destroy the identifiers at the earliest opportunity 

consistent with the conduct of the research, unless there is a health or 
research justification for retaining the identifiers, or such retention is otherwise 
required by law; and 

(c) Adequate written assurances that the PHI will not be reused or disclosed to 
any other person or entity, except as required by law, for authorized oversight 
of the research project, or for other research for which the use or disclosure of 
PHI would be permitted by regulation. 

 
2. The research could not practicably be conducted without the alteration or waiver. 

 
3. The research could not practicably be conducted without access to and use of 

the PHI. 
 
NOTE:  The informed consent requirements in this policy are not intended to preempt 
any applicable Federal, State or local laws which require additional information to be 
disclosed in order for informed consent to be legally effective.  Nothing in this policy is 
intended to limit the authority of a physician to provide emergency medical care, to the 
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extent that the physician is permitted to do so under applicable Federal, State or local 
law. 
 
PROCEDURE 
 
CDU IRB will use the criteria above in determining whether or not the consent 
requirement can be waived.  The Principal Investigator must include a request for such 
a waiver in the IRB application and must provide justification for the request.  
 
FDA regulations permit limited class of research in emergency settings without consent. 
 
 
7.5  WAIVER OF DOCUMENTATION OF INFORMED CONSENT 
 
POLICY 
 
CDU IRB will use the criteria in 45CFR46.117(c) when considering a request for waiver 
of documentation of informed consent. 
 
GUIDANCE 
 
Consistent with 45CFR46.117(c), CDU IRB may waive the requirement for the 
investigator to obtain a signed consent form from some or all participants if it finds that 
either: 
 
The only record linking the participant and the research would be the consent document 
and the principal risk would be potential harm resulting from a breach of confidentiality.  
Each participant will be asked whether the participant wants documentation linking the 
participant with the research, and the participant’s wishes will govern; 
 
Or 
 
The research presents no more than minimal risk of harm to participants and involves 
no procedures for which written consent is normally required outside of the research 
context. 
 
In cases where the documentation requirement is waived, CDU IRB may require that a 
written statement summarizing certain elements be provided to the participant. 
 
NOTE:  A waiver of signed consent does not exempt an investigator from obtaining 
verbal informed consent. 
 
PROCEDURE 
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CDU IRB will use the criteria above in determining whether or not the documentation of 
the consent requirement can be waived.  The Principal Investigator must include a 
request for such a waiver in the IRB application. 
 
7.6  PERSONS AUTHORIZED TO OBTAIN INFORMED CONSENT FROM 

RESEARCH PARTICIPANTS 
 
POLICY 
 
Informed consent for research involving medical/psychiatric intervention shall be 
obtained by a physician member of the medical staff who is familiar with all aspects of 
the research protocol, unless an exception is made by the CDU IRB which allows for 
consent to be obtained by other qualified research personnel who have full knowledge 
of the research study.   
 
The person obtaining consent must sign the form.  By so doing, he/she attests that the 
participant has been fully informed about all aspects of the study, alternatives to 
participation have been discussed, and the participant willingly gives their consent to 
participate in the study. 
 
Treating physicians as investigators 
 
If the investigator or co-investigators are directly involved in potential participant’s health 
care, precautions should be undertaken to avoid the appearance of coercion or conflict 
of interest in the recruitment process.  If the investigator or any of the research staff is 
directly involved in the care of potential study participants, the consent form should 
clarify that because the participant’s health care provider may also be an investigator in 
the study, there is a possibility that the health care provider’s research objectives could 
conflict with their clinical objectives.  The investigator should include the following sub-
heading and paragraph after the “Introduction” on the first page of the informed consent 
form: 
 
Disclosure Statement 
 
Your health care provider may be an investigator of this research protocol, and as an 
investigator, is interested in both your clinical welfare and in the conduct of this study.  
Before entering this study or at any time during the research, you may ask for a second 
opinion about your care from another doctor who is in no way associated with this 
project.  You are not under any obligation to participate in any research project offered 
by your physician. 
 
7.7  PERSONS AUTHORIZED TO GIVE PERMISSION FOR A PARTICIPANT 

(OTHER THAN THEMSELVES) TO PARTICIPATE IN RESEARCH 
 
POLICY 
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Consent, or agreement to participate in a research study, shall be given by the 
individual who will be the research participant or a person who is permitted to act on 
behalf of that individual (a legally authorized representative).  Persons consenting on 
their own behalf must be an adult over the age of 18 years whose clinical condition does 
not preclude them from making a sound judgment regarding the risks/benefits of 
participation.  For adult participants incapable of consenting to participation due to their 
clinical or mental condition, CDU IRB may approve a process whereby permission may 
be obtained from the participant’s legally authorized representative or, in limited cases, 
next of kin. 
 
For children, the parent or legal guardian shall be permitted to act on behalf of the child 
and give permission for their participation.  However, the assent of the child shall be 
obtained from any child considered mature enough to understand (usually in the range 
of 7-9 years of age) unless the IRB determines that the assent requirement can be 
waived. 
 
All research involving children as subjects shall be placed into one of the four categories 
of risk as outlined at 45CFR46.404, 405, 406, 407.  The categories are as follows: 
 

1. Research not involving more than minimal risk [45CFR46.404] 
2. Research involving greater than minimal risk but presenting the prospect of direct 

benefit to the individual subjects [45CFR46.405] 
3. Research involving greater than minimal risk and no prospect of direct benefit to 

individual subjects, but likely to yield generalizable knowledge about the subject’s 
disorder or condition [45CFR46.406] 

4. Research not otherwise approvable which presents an opportunity to understand, 
prevent, or alleviate a serious problem affecting the health or welfare of children 
[45CFR46.407] (Approval of research included under this category is very rare) 

 
NOTE:  Research in this category [45CFR46.407] needs approval of the Secretary of 
DHHS in addition to IRB approval. 
 
Where research is covered under Category 3 or 4 [45CFR46.406 or 45CFR46.407], and 
when permission is to be obtained from parents, both parents shall give their permission 
unless one parent is deceased, unknown, incompetent, or not reasonably available, or 
when only one parent has legal responsibility for the care and custody of the child.  In 
this case, when only one parent is giving permission, the justification for not requiring 
the other parent’s signature shall be documented in the research record and on the 
consent form.  When research is covered under Category 1 or 2 [45CFR46.404 or 
45CFR46.405], the permission of one parent shall be considered adequate unless the 
IRB indicates otherwise in its approval letter. 
 
7.8.  WAIVER OF THE ASSENT REQUIREMENT 
 
POLICY 
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CDU IRB may grant a waiver for the assent requirement when it is determined that 
there is a prospect of direct benefit, no standard approved therapy exists which is 
equally effective, and/or the child may not have the ability to understand the 
ramifications of not participating. 
 
7.9  RE-CONSENTING PARTICIPANTS 
 
POLICY 
 
Participants may need to be re-consented due to changes in their status (i.e., previously 
enrolled by proxy and now able to consent on their own behalf) or due to changes in the 
protocol and/or consent form as follows: 
 

1. The protocol and/or consent form has been modified since the participant 
enrolled and the changes are more than administrative (i.e. the information which 
has been added/deleted may have an impact on risk to participants and their 
willingness to participate). 

 
2. The participant was initially enrolled in a study by parents, a legally authorized 

representative or a research proxy because: 
 

(a) The participant was a minor at the time of entry into a study and has since 
reached the age of 18 and can now consent on his/her own behalf, or 

 
(b) The subject was incapacitated at the time of enrollment and has regained 

capacity to consent on his/her own behalf. 
 
GUIDANCE 
 
All protocol and/or consent modifications should be submitted to CDU IRB.  
Modifications must be reviewed and approved by the IRB before they may be 
implemented. 
 
CDU OPHS will process protocol and consent form modification requests.  Each 
request will be evaluated on a case-by-case basis by the IRB chairperson or designee, 
and when appropriate, by the convened IRB committee.  Investigators will be informed 
in writing regarding the IRB’s decision.  No modifications to the protocol or the consent 
form may be implemented without CDU IRB approval. 
 
Regarding participants asked to re-consent due to modifications to the consent form 
and/or protocol. 
 

1. If the modifications are minor, it may be appropriate to provide the participant 
with an addendum to the original consent form that provides the new information, 
or to verbally inform participants of an administrative or other minor change with 
documentation in the medical record that such notification took place.  If an 
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addendum is used, it must clearly state that the information in the original 
consent form is still current and valid, and that the information in the addendum is 
supplementary. 

 
2. If the modifications are major, participants must be given a completely revised 

consent form to sign. 
 
Regarding participants asked to re-consent after initial enrollment by proxy: 
 

1. If participants are consenting to remain in the study for ongoing and/or future 
treatments/procedures, they must sign the most recently approved consent form 
at their next scheduled visit. 

 
2. If participants are consenting to remain in the study for follow-up only, they may 

sign the most recently approved consent form at their next scheduled follow-up 
visit. 

 
7.10  EXPIRATION OF CONSENT 
 
POLICY 
 
The process of informed consent shall take place no more than 30 days prior to the 
initiation of the research.  If more than 30 days has lapsed since the participant provided 
consent, the process shall be repeated.  The same requirements for signatures and 
obtaining consent apply when re-consenting or presenting an addendum to a study 
participant. 
 
7.11  OBTAINING A WITNESS SIGNATURE 
 
POLICY 
 
The IRB may require that the signature of a witness be obtained on the research 
consent forms.  In signing the consent form, the witness attests to the fact that they 
were present when the participant signed the consent form, not necessarily that they 
witnessed the entire consent process. 
 
A witness may be anyone over the age of 18, and may be an employee of the hospital 
or a family member/friend.  The use of patient’s relatives/friends as witnesses is 
encouraged. 
 
CDU IRB may determine for a particular protocol that there must also be a witness to 
the entire consent process (as is the case for illiterate or particularly vulnerable 
participants).  Such a requirement would be indicated in the protocol approval letter. 
 
7.12  OBTAINING AND DOCUMENTING INFORMED CONSENT OF PARTICIPANTS 
WHO DO NOT SPEAK ENGLISH 
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POLICY 
 
Department of Health and Human Services regulations for the protection of human 
participants require that informed consent information be presented “in language 
understandable to the subject” and, in most situations, that informed consent be 
documented in writing [45CFR46.116 and 45CFR46.117]. 
 
Where informed consent is documented in accordance with 45CFR46.117(b)(1), the 
written consent document should embody, in language understandable to the 
participant, all the elements necessary for legally effective informed consent.  
Participants who do not speak English should be presented with a consent document 
written in a language understandable to them. 
 
Alternatively, 45CFR46.117(b)(2) permits oral presentation of informed consent 
information in conjunction with a short form written consent document (stating that the 
elements of consent have been presented orally) and a written summary of what is 
presented orally.  A witness to the oral presentation is required, and the participant must 
be given copies of the short form document and the summary. 
 
When this procedure is used with participants who do not speak English, 
 

1. The oral presentation and the short form written document should be in a 
language understandable to the participant. 

2. The IRB-approved English language informed consent document may serve as 
the summary. 

3. The witness should be fluent in both English and the language of the participant. 
 
At the time of consent, 
 

1. The short form document should be signed by the participant (or the participant’s 
legally authorized representative). 

2. The summary (i.e., the English language informed consent document) should be 
signed by the person obtaining the consent as authorized under the protocol. 

3. The short form document and the summary should be signed by the witness.  
When a translator assists the person obtaining consent, the translator may serve 
as the witness. 

 
Informed Consent Translations 
 
Investigators conducting research in which it is anticipated that a non-English speaking 
population will be included should submit foreign-language consent, as appropriate, 
after the English version of the informed consent has been approved by the IRB. 
 
7.13  OBTAINING AND DOCUMENTING INFORMED CONSENT OF ILLITERATE 

PARTICIPANTS 
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POLICY 
 
A person who can comprehend English but cannot speak or write can be enrolled into a 
research study if they are otherwise competent and able to communicate approval or 
disapproval.  The participant may be asked to “make his/her mark” on the consent form.  
The person shall be provided with a verbal explanation of the study, and the consent 
form shall be read to them and explained in detail.  All of the other requirements of 
informed consent must be followed.  The consent form should document the way in 
which information was conveyed to the participant, and the means by which the 
participant communicated agreement to participate in the study.  An impartial third party 
must witness the entire consent process and sign the consent document. 
 
7.14   Cinicaltrials.gov Registration 
 
ClinicalTrials.gov is a publically available registry and results database of federally and 
privately supported clinical trials conducted in the United States and around the world.  
The purpose of ClinicalTrials.gov is to disclose to the public key information about 
clinical trials that are currently available or that have been conducted.  ClinicalTrials.gov 
captures significant summary protocol information before and during the trial as well as 
and summary results and adverse event information of a completed trial.  Federal laws 
and regulations as well as editors of prominent medical journals require registration of a 
clinical trial, as described. 
 
Investigators are required by law to register clinical trials if the following are satisfied: 

1. Your study meets the definition of clinical trial and 
2. You meet the requirements of the responsible person for registering the trial  

 
Consequences of failure to register clinical trials, failure to keep the registry information 
updated, or submit false or misleading information may include the following: 

1. Civil monetary penalties (FDA) 
2. Withholding or recovery of grant funds for federally-funded trials 
3. Inability to publish the trial results in an ICMJE associated journal or journals that 

follow ICMJE guidelines. 
4. Serious non-compliance reportable to federal agencies, institutional officials and 

others. 
 
 
DEFINITIONS 
 
Clinical Trials (4 applicable definitions for the purposes of clinicaltrials.gov registry): 
 

1. National Institutes of Health Definition:   
a. A prospective biomedical or behavioral research study of human subjects 

that is designed to answer specific questions about biomedical or 
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behavioral interventions (drugs, treatments, devices, or new ways of using 
known drugs, treatments, or devices). 
 

2. Food and Drug Administration Definition:  
a. For any trials of drugs and biologics:  controlled clinical investigations, 

other than Phase I investigations, of a product subject to FDA regulation. 
b. For trials of biomedical devices:  controlled trials with health outcomes of 

devices subject to FDA regulation, other than small feasibility studies, and 
pediatric post-market surveillance.  
 

3. International Committee of Medical Journal Editors (ICMJE) Definition 
a. Any research study that prospectively assigned human participants or 

groups of humans to one or more health-related interventions to evaluate 
the effects on health outcomes. 

 
4. ClinicalTrials.gov Definition 

a. Clinical trials are generally considered to be biomedical or health-related 
research studies in human beings that follow a pre-defined protocol. 
ClinicalTrials.gov includes both interventional and observational types of 
studies. Interventional studies are those in which the research subjects 
are assigned by the investigator to a treatment or other intervention, and 
their outcomes are measured. Observational studies are those in which 
individuals are observed and their outcomes are measured by the 
investigators. 

 
Responsible Party:  The party that by law must register a clinical trial. 
 

1. The Sponsor of the clinical trial 
2. The principal investigator (PI) of the clinical trial, if so designated by a sponsor, 

grantee, contractor, or awardee.  For most clinical trials, the PI should register 
the trials, since it is the PI, who is responsible for conducting the trial, has access 
to and control over the data, has the right to publish the results of the trial, and 
has all of the information necessary to complete the registration. 

3. For those studies that involve an application for an Investigational New Drug 
(IND) or Investigational Device Exemption (IDE), the responsible party may be 
someone other than the PI.  If the PI receives NIH or other government funding 
for a trial, particularly those that do not include an IND or IDE application, the PI 
is the responsible party.  To ensure that any extramurally funded trial is properly 
registered, the PI should contact the sponsor for clarification. 

4. For clinical trials that are being performed at multiple institutions, the lead 
sponsor should take responsibility for registering the trials.  If the PI is not the 
lead sponsor, he or she should work with the other investigators and sponsors to 
ensure that the trial is registered only once for the entire project. 

5. For investigator-initiated clinical trials, whether or not there is industry funding or, 
in fact, if there is no funding, the PI is considered the sponsor and is responsible 
for registering the clinical trial.  
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For studies that require registration with clinicaltrials.gov, the following paragraph must 
be included verbatim in the informed consent. 
 
A description of this clinical trial will be available on http://www.ClinicalTrials.gov, as 
required by U.S. Law.  This Web site will not include information that can identify you.  
At most, the Web site will include a summary of the results.  You can search this Web 
site at any time. 
 
7.15 FOR-CAUSE COMPLIANCE AUDITS 
 
POLICY 
 
When necessary, CDU IRB may request information beyond regular progress reports in 
order to ensure that the rights and welfare of research participants are protected.  Upon 
discovery of a potential problem, the IRB or IRB chairperson/designee will consider the 
issues and has the authority to suspend a protocol if a deficiency or situation poses a 
risk to participants. 
 
Please see updated policy on for-cause audits on the IRB website, “Audits and 
Monitoring” at http://www.cdrewu.edu/IRB/PnP. 
 
 
7.16  ROUTINE AUDITS 
 
POLICY 
 
The IRB will conduct routine audits of IRB approved studies.   
 
Please see updated policy on routine audits on the IRB website, “Audits and Monitoring” 
at http://www.cdrewu.edu/IRB/PnP. 
. 

http://www.clinicaltrials.gov/
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CHAPTER 8.  SAFETY REPORTING 
 
The HHS regulations do not define or use the term adverse event, nor do they require 
that all such events be reported to the IRB or any other entity.  There is no common 
definition of the term adverse event across government and non-government entities.  
Some definitions of adverse event are very broad and include any untoward or 
undesirable event experienced by a human subject, regardless of whether the event is 
expected or related to the participant’s involvement in the research.  Other definitions of 
this term are more limited in scope; for example, they may be limited to untoward or 
undesirable effects of a drug or device, to life-threatening adverse experiences, or to 
those injuries related only to a participant’s involvement in research. 
 
Adverse events occur most commonly in the context of biomedical research, although 
on occasion, adverse events can occur in the context of social and behavioral research. 
 
Adverse events may be the result of: 
 

1. The interventions and interactions used in the research 
2. The collection of identifiable private information in the research 
3. An underlying disease, disorder, or condition of the subject; and/or 
4. Other circumstances unrelated to the research or any underlying disease, 

disorder, or condition of the subject. 
 
In general, adverse events that are at least partially the result of 1 or 2 would be 
considered related to the research, whereas adverse events solely related to 3 and 4 
would be considered unrelated to the research. 
 
An expected adverse event is an event previously known or anticipated to result from: 
 

1. The interventions and interactions used in the research 
2. The collection of identifiable private information under the research 
3. An underlying disease, disorder, or condition of the human subject 
4. Other circumstances unrelated to the research or any underlying disease, 

disorder, or condition of the subject. 
 
For example, neutropenia and opportunistic infections frequently are adverse events 
expected to result from chemotherapy administered to participants in an oncology 
clinical trial. 
 
An unexpected adverse event is an adverse event not previously known or anticipated 
to result from; 
 

1. The interventions and interactions used in the research  
2. The collection of identifiable private information under the research 
3. An underlying disease, disorder, or condition of the human subject 
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4. Other circumstances unrelated to the research or any an underlying disease, 
disorder, or condition of the subject. 

 
All investigators conducting research with human participants are required to report 
adverse events to OPHS.  For this purpose, adverse events are defined as “an 
undesirable and unintended, although not necessarily unexpected, result of therapy or 
other intervention (e.g., headache following spinal tap or intestinal bleeding associated 
with aspirin therapy).  In non-medical research an adverse event can consist of an 
undesirable and unintended consequence of, or reaction to, procedures.  In either case, 
if new information becomes available, as a result of an adverse event, the investigator is 
required to submit the new information for Committee review for possible inclusion in 
the consent form or additional deliberation by the IRB. 
 
Situations may arise in which it is difficult to determine what constitutes a “serious” 
adverse reaction, or “unexpected” event.  Often times, it is impossible to completely 
understand the nature of a serious adverse reaction or unexpected event without fully 
considering other events which may have occurred and been reported to oversight 
bodies.  As a result, investigators are discouraged from making determinations as to 
whether or not an adverse reaction is serious enough or unexpected enough to warrant 
review by the IRB.  Therefore, all adverse reactions and unexpected events should be 
reported to the IRB for review in accordance with the following procedures: 
 
All problems related to the safety of participants including:  incidents of injury, any 
incidents or serious problems involving the conduct of the study or subject participation, 
such as, problems with recruitment and/or the consent process must be reported, in 
writing, to the administrative office within a specified working days of awareness of the 
problem. 
 
The federal regulations require the filing of an Adverse Event Report with the IRB for 
each reportable event.  The principal investigator is responsible for indicating whether a 
change in the protocol and/or consent form is warranted, and whether, in the 
investigator’s opinion, the adverse event was related to the research activity and why 
the investigator holds this opinion. 
 
In addition, the FDA has specific definitions, reporting requirements, and forms for 
adverse events in research involving investigational drugs, devices. 
 
Following receipt of an Adverse Event Report, a physician member or designee of the 
CDU IRB will review the information to determine whether any further action is required 
regarding the protocol and/or consent form.  The IRB reserves the right to review all 
additional information regarding a protocol and determine whether the study should be 
continued as originally approved, modified, or discontinued. 
 
NOTE:  There are situations where a serious or unexpected adverse event requires an 
immediate change to a protocol in order to relieve an apparent immediate hazard to 
research participants.  In these situations, the principal investigator may implement a 
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change necessary to protect the welfare of the research participants.  Investigators are 
encouraged to contact OPHS, if this type of situation arises prior to implementation of 
the protocol change.  Investigators are required to notify the IRB in writing of the 
change, within 72 hours, and include a written description of the change and events 
which necessitated immediate implementation. 
 
Please see updated policy on adverse events, protocol deviations, incidents on the IRB 
website, “Post-approval Reporting Requirement for Investigators” at 
http://www.cdrewu.edu/IRB/PnP. 
 
Data Safety Monitoring 
 
Investigators should have a plan which makes adequate provision for monitoring the 
data collected to ensure the safety of subjects [45CFR46.111(a)(6)].  The purpose of 
the Data Safety Monitoring Plan (DSMP) is to monitor the safety of the research 
participants and the progress of research data.  This includes assuring the validity of the 
data and knowing when to terminate the study.  Data and Safety Monitoring Plan should 
describe who will oversee the research participant’s safety and welfare and how 
unanticipated problems involving risks to participants or others are reported, and how 
adverse events will be identified and reported. 
 
Investigators must have a data and safety monitoring plan for greater than minimal risk 
research, clinical research, or clinical investigations funded by the National Institutes of 
Health (NIH) or regulated by the Food and Drug Administration (FDA).  The DSMP 
should be included in the Application for Review, item 12 under “Safety Precautions for 
Minimizing Risks” and in the Research Protocol.  Studies that are minimal risk should 
also have a DSMP appropriate to the study. 
 
Guidance on Data and Safety Monitoring Plan 
 
The DSMP should be appropriate to the nature, size, and complexity of the research, 
the expected risks, and the type of subject population being studied.  Therefore, a plan 
for safety review could be done by the PI alone, by an independent safety monitor, or by 
a full DSMB (see below). 
 
Data and Safety Monitoring Plan should have at least the following 5 minimum 
elements: 
 

1. Description of individuals and their responsibilities in the monitoring plan  
2. Plans for adverse events and unanticipated problems reporting  
3. Frequency of monitoring  
4. Description of events that would warrant some action due to safety concerns (i.e. 

stop the study, etc.)  
5. How the monitoring report will be communicated to appropriate entities, such as 

IRB, sponsors, institutions  
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For a more detailed DSMP, the following guidelines are recommended: 
 

1. Monitoring the research progress and the safety of the research participants. 
a. Procedures for promptly detecting harm and mitigating potential injuries 
b. Who implements monitoring procedures and how often 
c. What the monitors look for 
d. Procedures to ensure adequate feedback of information to researchers 

and medical decision-makers 
e. If PI is sole monitor of the trial, explain how conflict of interest will be 

averted 
 

2. Assuring compliance with the requirements regarding the reporting of 
unanticipated problems or adverse events. 

• Procedures for ensuring appropriate reporting of findings to the IRB 
• Whether Data and Safety Monitoring Board will be used 
• Whether the adverse events will be reported to other entities and if so, 

what will be reported and how. 
 

3. Assuring that any action resulting in a temporary or permanent suspension of the 
study is reported to the appropriate entities. 

• What will be reported and how 
• What the criteria will be for suspension or “termination” of the study. 

 
4. Assuring data accuracy and protocol compliance. 

• Quality control measures and who is responsible for implementation 
• What procedures are in place to ensure protocol adherence 

 
5. Assuring communication among multi-center sites to adequately protect the 

participants 
• Consider issues like communication of protocol modifications, data safety 

monitoring reports, and unanticipated problems 
 
 
IRB Review of DSMP 
 

1. DSMP will be required in all new studies that are greater than minimal risk, 
clinical research, or NIH funded/FDA regulated clinical investigations.  However, 
other studies should also have monitoring plan for data collected and to ensure 
safety of the participants, appropriate to the study. 

 
2. IRB will determine the adequacy of protection depending on the potential risks, 

complexity, and nature of the study, but will require at least the five minimum 
elements described in the beginning of this section. 

 
3. The IRB may request additional information or more detailed DSMP appropriate 

to the study as outlined above. 
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4. Depending on the study, the IRB may determine that the study requires  

 
• PI monitoring only.  PI is expert in the field and that close monitoring of 

small number of participants will suffice in the protection of participants. 
• Committee of 2 to 3 experts. 
• Data Safety Monitoring Board (DSMB).  In multi-site study (e.g., Phase III), 

it is very difficult to recognize unusual problems as a whole, when each 
site only sees small numbers of participants.  Therefore, risk may be 
better addressed through statistical comparisons of treatment groups and 
an independent, external, independent, DSMB is needed to look at the 
data and safety as a whole. 

 
 
Data Safety Monitoring Boards (DSMB)  
 
DSMB is usually needed when the participants enrollment is large, study is done at 
multiple sites, toxic therapies or dangerous procedures, high expected rates of morbidity 
or mortality in the study population, high chance of early termination of the study 
especially if there is a reasonable likelihood that the study may be terminated early for 
reasons of safety, futility or efficacy. 
 
The IRB reviews investigator-initiated protocols which require a Data and Safety 
Monitoring Board (DSMB) for membership, charter, and DSMB responsibilities, such as 
the following: 

 
DSMB Membership   

• Multidisciplinary team, including but not limited to clinical specialists, 
biostatisticians and basic scientists. 

• Members must not have any real or perceived conflict of interests, including 
financial, intellectual, professional, or regulatory in nature. 

• Size of DSMB membership should be appropriate to the type of study. 
 

DSMB Charter 

• Detailed presentation of the membership composition, including qualifications 
and experience 

• Roles and responsibilities of the DSMB 
• Authority of the DSMB  
• Frequency and purpose of DSMB meetings 
• Procedures for maintaining confidentiality 
• Format, content, and frequency of DSMB reports 
• Statistical procedures, including monitoring guidelines, to monitor the 

identified primary, secondary, and safety outcome variables; and 
• Plans for changing frequency of interim analysis as well as procedures for 

recommending protocol changes 
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DSMB Responsibilities 

• Initial review of the proposed research to assure quality study conduct; 
• Procedures to review and assure quality of study conduct including data 

management and quality control procedures; 
• Evaluation of the quality of ongoing study conduct by reviewing the study 

accrual, compliance with eligibility, participant adherence to study 
requirements, and accuracy and completeness of data; 

• Consideration of factors external to the study when relevant information 
becomes available, such as scientific or therapeutic developments that may 
have an impact on the safety of the participants or the ethics of the study; 

• Recommendations of  early termination based on efficacy results; 
• Recommendations of termination due to unfavorable benefit-to-risk or inability 

to answer study questions; 
• Recommendations for continuation of ongoing studies; 
• Consideration of overall picture, primary and secondary analysis; 
• Modification of sample sizes based on ongoing assessment of event rates;  
• Review of Final Report 

 
1. The PI must submit a summary DSMP or DSMB report to the IRB at the time of 

continuation review of the study, if appropriate. At continuation review, the IRB 
reassesses the risk category and determines whether the PI should provide 
additional information in the informed consent document based on the information 
provided in the summary DSMP or DSMB. 

  
2. The PI must submit a DSMP or summary DSMB reports to the IRB prior to 

continuation review, if provided to the PI by the sponsor or prepared by the PI, as 
described in the DSMP.  
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CHAPTER 9.  INVESTIGATIONAL PRODUCT OR AGENT 
 
9.1  SINGLE-PATIENT USE OF AN INVESTIGATIONAL PRODUCT OR AGENT 
 
POLICY 
 
The IRB shall use the expedited review procedure to review requests for single-patient 
use protocols.  This may include the use of non-FDA approved drugs, the 
investigational use of an approved drug, the investigational use of an approved device, 
or the use of a non-FDA approved device, and other investigational methods not 
presently accepted as standard medical practice, for treatment of a single patient when 
the patient’s health status prevent waiting for a convened meeting. 
 
GUIDANCE 
 
Single-Patient Use protocols are considered for patients who are in a serious, 
potentially life, sight or limb threatening situation and for which there is no other 
approved therapy which is appropriate or available.  The Principal Investigator, or the 
physician making the request, must be a member of the Medical Staff who feels that, 
while the situation is not an immediate emergency, the patient’s health would be 
compromised by waiting for the next convened IRB meeting.  However, there is 
sufficient time for a submission to the IRB to review the use of the test article using an 
expedited review procedure. 
 
PROCEDURE 
 
The Principal Investigator (PI) must prepare a letter to the Chairman of the IRB detailing 
the patient’s medical history, current situation, and a justification for the use of the non-
approved treatment modality (drug, device, etc.).  The letter must be in sufficient detail 
to allow the Department Chairman and the IRB Chair or designee to evaluate the 
treating physician’s request.  There should be a discussion of the inclusion/exclusion 
criteria as provided by the protocol, including the rationale for including the individual 
patient under these criteria.  There should also be a brief listing of any contraindications 
with a justification for use of the treatment in the specific case.  A written protocol must 
be obtained or written.  The protocol must include background, mechanism of action (if 
known), possible side effects, method of administration, and duration of use.  The PI 
must prepare or provide a detailed consent form which conforms to the requirements for 
research informed consent.  The consent form must include a statement that the 
treatment is experimental, a reasonable explanation of the risks involved and possible 
ramifications of this treatment method.  The need for this alternative method of 
treatment rather than conventional methods must be fully explained to the patient or his 
legally authorized representative.  Copies of any correspondence that has occurred 
between the sponsor and the investigator should be included.  Literature references 
should be given where appropriate.  The above documents must be submitted for 
approval to the Principal Investigator’s Department Chairman.  Once approved by the 
Department Chairman, the protocol packet can be submitted to the IRB. 
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The IRB will use an expedited review procedure to review the protocol.  The protocol 
will be reviewed by the IRB Chair and/or designee(s).  In addition, the CDU OPHS will 
review the consent form.  The Principal Investigator will be notified of the IRB decision 
and, if approved, a letter shall be forward to the PI.  All such administrative approvals 
will be presented to the next convened meeting of the IRB for their information. 
 
9.2  EMERGENCY USE EXEMPTION FROM PROSPECTIVE IRB APPROVAL 
 
POLICY 
 
The IRB shall use the expedited review procedure to review cases involving the 
emergency use of a test article.  A one-time “emergency use” of a test article without 
prospective IRB review is allowed if all of the conditions of 21 CFR 56.102(d) are met, 
provided that such use is reported to the IRB within 5 working days.  Any subsequent 
use of the investigational product must have prospective IRB review and approval at a 
convened meeting.  Consistent with HHS regulations, when emergency medical care is 
initiated without prior IRB review and approval, the patient may not be considered as a 
research participant. 
 
GUIDANCE 
 
“Emergency use exemption” refers to the use of an investigational drug or biological 
product with a human participant in a life-threatening situation in which no standard 
acceptable treatment is available and in which there is not sufficient time to obtain IRB 
approval [21CFR56.102(d)].  The difference between this mechanism and the Single-
Patient Use mechanism is that an emergency exists in that there is not enough time to 
notify the IRB prior to the use of the test article.  The FDA exempts from prior IRB 
review and approval a one-time “emergency use” of a test article [21 CFR56.104(c), 
providing that such use is reported to the IRB within 5 working days, and requires that 
any subsequent use of the investigational product at the institution have prospective 
IRB review and approval. 
 
DEFINITIONS 
 
Life-threatening: for purposes of section 56.102(d), includes the scope of both life-
threatening and severely debilitating, as defined below: 
 
Life-threatening:  diseases or conditions where the likelihood of death is high unless 
the course of the disease is interrupted and diseases or conditions with potentially fatal 
outcomes, where the endpoint of clinical trial analysis is survival.  The criteria for life-
threatening do not require the condition to be immediately life-threatening or to 
immediately result in death.  Rather, the participant must be in a life-threatening 
situation requiring intervention before review at a convened meeting of the IRB is 
feasible. 
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Severely debilitating:  diseases or conditions that cause major irreversible morbidity.  
Examples of severely debilitating conditions include blindness, loss of arm, leg, hand or 
foot, loss of hearing, paralysis or stroke. 
 
9.3  EXCEPTION FROM INFORMED CONSENT REQUIREMENT 
 
Even for an emergency use, the investigator is required to obtain the informed consent 
of the participant or the participant’s legally authorized representative unless both the 
investigator and a physician who is not otherwise participating in the clinical 
investigation certify in writing all of the following [21CFR50.23(a)]: 
 

1. The human subject is confronted by a life-threatening situation necessitating the 
use of a test article. 

2. Informed consent cannot be obtained from the subject because of an inability to 
communicate with, or obtain legally effective consent from, the subject. 

3. Time is not sufficient to obtain consent from the subject’s legally authorized 
representative. 

4. There is available no alternative method of approved or generally recognized 
therapy that provides an equal or greater likelihood of saving the life of the 
subject. 

 
If, in the investigator’s opinion, immediate use of the test article is required to preserve 
the subject’s life, and if time is not sufficient to obtain an independent physician’s 
determination that the four conditions above apply, the clinical investigator should make 
the determination and, within 5 working days after the use of the test article, have the 
determination reviewed and evaluated in writing by a physician who is not participating 
in the clinical investigation [21CFR50.23(b)].  The investigator must notify the IRB within 
5 working days after the use of the test article [21CFR50.23(c)].  The FDA must also be 
notified. 
 
PROCEDURE 
 
The Investigator must notify the IRB as soon as possible about the emergency sue of 
the investigational drug or device.  Within 5 working days, a written notification must be 
sent to the IRB describing the emergency use in that particular individual.  If consent 
was not obtained because the situation met the requirements outlined above for 
Exception from Informed Consent Requirement, the investigator must certify in writing 
how this determination was made.  This determination must be reviewed and evaluated 
in writing by a physician who is not otherwise participating in the clinical investigation. 
 
The protocol must be submitted to the IRB for full IRB review if it is anticipated that 
future patients may require the same treatment in the future. 
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CHAPTER 10.  MEDICAL DEVICES 
 
POLICY 
 
Investigators pursuing the use of an investigational device, the investigational use of an 
approved device, or the humanitarian use of a device (HUD), as defined in this policy, 
must obtain IRB approval for its use prior to implementation. 
 
GUIDANCE 
 
A medical device is defined, in part, as any health care product that does not achieve its 
primary intended purposes by chemical action or by being metabolized.  Medical 
devices include, among other things, surgical lasers, wheelchairs, sutures, pacemakers, 
vascular grafts, intraocular lenses, and orthopedic pins.  Medical devices also include 
diagnostic aids such as reagents and test kits for in vitro diagnosis (IVD) of disease and 
other medical conditions such as pregnancy. 
 
Clinical investigations of medical devices must comply with the Food and Drug 
Administration (FDA) informed consent and Institutional Review Board (IRB) regulations 
[21 CFR parts 50 and 56, respectively].  Federal requirements governing investigations 
involving medical devices were enacted as part of the Medical Device Amendments of 
1976 and the Safe Medical Devices Act of 1990.  These amendments to the Federal 
Food, Drug, and Cosmetic Act (the Act) define the regulatory framework for medical 
device development, testing, approval, and marketing. 
 
Except for certain low risk devices, each manufacturer who wishes to introduce a new 
medical device to the market must submit a pre-market notification to FDA. 
 
510(k) Devices 
 
FDA reviews pre-market notifications to determine if the new device is “substantially 
equivalent” to a device that was marketed prior to passage of the Amendments (i.e., a 
“pre-amendments device”).  If the new device is deemed substantially equivalent to a 
pre-amendments device, it may be marketed immediately and is regulated in the same 
regulatory class as the pre-amendments device to which it is equivalent.  The pre-
market notification requirement for new devices and devices that are significant 
modifications of already marketed devices is set forth in section 510(k) of the Act.  
Devices determined by FDA to be “substantially equivalent” are often referred to as 
“510(k) devices”.  If the new device is deemed not to be substantially equivalent to a 
pre-amendments device, it must undergo clinical testing and pre-market approval before 
it can be marketed unless it is reclassified into a lower regulatory class. 
 
Investigational Device Exemption (IDE) 
 
An investigational device is a medical device, which is the subject of a clinical study 
designed to evaluate the effectiveness and/or safety of the device.  Clinical 
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investigations undertaken to develop safety and effectiveness data for medical devices 
must be conducted according to the requirements of the IDE regulations [21CFR part 
812].  An IDE study may not necessarily commence 30 days after an IDE submission to 
FDA.  Certain clinical investigations of devices (e.g., certain studies of lawfully marketed 
devices) may be exempt from the IDE regulations [21CFR812.2(c)].  Unless exempt 
from the IDE regulations, an investigational device must be categorized as either 
“significant risk” (SR) or “non-significant risk” (NSR).  The determination that a device 
presents a non-significant or significant risk is initially made by the sponsor.  The 
proposed study is then submitted either to FDA (for SR studies) or to an IRB (for NSR 
studies). 
 
The IRB’s SR/NSR determination has significant consequences for the study sponsor, 
FDA, and prospective research participants.  SR device studies must be conducted in 
accordance with the full IDE requirements [21 CFR part 812], and may not commence 
until 30 days following the sponsor’s submission of an IDE application to FDA.  
Submission of the IDE application enables FDA to review information about the 
technical characteristics of the device, the results of any prior studies (laboratory, 
animal and human) involving the device, and the proposed study protocol and consent 
documents.  Based upon the review of this information, FDA may impose restrictions on 
the study to ensure that risks to participants are minimized and do not outweigh the 
anticipated benefits to the participants and the importance of the knowledge to be 
gained.  The study may not commence until FDA has approved the IDE application and 
the IRB has approved the study. 
 
In contrast, NSR device studies do not require submission of an IDE application to FDA.  
Instead, the sponsor is required to conduct the study in accordance with the 
“abbreviated requirements” of the IDE regulations [21 CRR 812.2(b)].  Unless otherwise 
notified by FDA, an NSR study is considered to have an approved IDE if the sponsor 
fulfills the abbreviated requirements.  The abbreviated requirements address, among 
other things, the requirements for IRB approval and informed consent, record keeping, 
labeling, promotion, and study monitoring.  NSR studies may commence immediately 
following IRB approval. 
 
PROCEDURE 
 
The IRB shall make a determination as to whether the device can be classified as SR or 
NSR.  The IRB shall then consider whether or not the study should be approved.  In 
considering whether a study should be approved, the IRB shall use the same criteria it 
would use in considering approval of any research involving an FDA regulated product 
[21 CFR 56.111].  Some NSR studies may also qualify as “minimal risk” studies, and 
thus may be reviewed through an expedited review procedure [21CFR56.110].  FDA 
considers all SR studies to present more than minimal risk, and thus, full IRB review is 
necessary.  In making its determination on approval, the IRB should consider the risks 
and benefits of the medical device compared to the risks and benefits of alternative 
devices or procedures. 
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Frequently asked questions about IRB Review of Medical Devices 
 
(FDA Information Sheet Guidance, 2006 Update) 
 
1. What is a medical device?  
 
A medical device is an instrument, apparatus, implement, machine, contrivance, 
implant, in vitro reagent, or other similar or related article, including any component, 
part, or accessory, which is –  
 

• recognized in the official National Formulary, or the United States 
Pharmacopeia, or any supplement to them,  

 
• intended for use in the diagnosis of disease or other conditions, or in the cure, 

mitigation, treatment, or prevention of disease, in man or other animals, or  
 

• intended to affect the structure or any function of the body of man or other 
animals, and which does not achieve its primary intended purposes through 
chemical action within or on the body of man or other animals and which is 
not dependent upon being metabolized for the achievement of its primary 
intended purposes (21 U.S.C. 321(h)).  

 
2. How does FDA classify medical devices?  
 
In accordance with the Federal Food, Drug, and Cosmetic Act, FDA places all medical 
devices into one of three regulatory classes based on the level of control necessary to 
ensure safety and effectiveness of the device.  Classification is risk based, that is, the 
risk the device poses to the patient and/or the user is a major factor in determining the 
class to which it is assigned.    
 
Devices in all three classes are subject to general controls, which require, in part, that 
companies: (1) register their establishments and list the medical devices they market 
with FDA; (2) manufacture their devices in accordance with Good Manufacturing 
Practices; and (3) label their devices in accordance with labeling regulations.  
Class I devices are subject only to general controls.  They typically present the lowest 
potential for harm and are simpler in design than Class II or Class III devices.  
 
Examples of Class I devices include elastic bandages, examination gloves, and hand-
held surgical instruments.  
 
Class II devices are those for which general controls alone are insufficient to provide a 
reasonable assurance of safety and effectiveness.  In addition to complying with general 
controls, Class II devices are also subject to special controls identified by the agency, 
which may include special labeling requirements, performance standards and post-
market surveillance. Examples of Class II devices include powered wheelchairs, 
infusion pumps, and surgical drapes.  
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Class III devices generally are those for which insufficient information exists to 
determine that general or special controls are sufficient to provide a reasonable 
assurance of safety and effectiveness. Examples of Class III devices include  
replacement heart valves, silicone gel-filled breast implants, and implanted cerebellar 
stimulators. 
 
3. What are examples of medical devices?  
 
Examples of medical devices include surgical lasers, wheelchairs, sutures, pacemakers, 
vascular grafts, intraocular lenses, and orthopedic pins. A longer list of examples of 
medical devices is in the FDA Information Sheet Guidance, “Significant Risk vs. Non-
Significant Risk Devices.”  
 
Medical devices also include diagnostic products. Examples of diagnostics include in 
vitro diagnostic reagents and test kits such as pregnancy test kits, and imaging systems 
such as magnetic resonance imaging (MRI).  
 
4. What is a 510(k) pre-market notification submission?  
 
A pre-market notification, or 510(k), is submitted to FDA before a manufacturer 
proposes to market a medical device.  If FDA agrees the new device is substantially 
equivalent to a legally marketed device for which pre-market approval is not required, 
the manufacturer may market it immediately.  FDA does not require clinical data in most 
510(k)s.  However, if clinical data are necessary to demonstrate substantial 
equivalence, the clinical study must comply with the IDE, IRB, and human subject 
protection (informed consent and additional safeguards for children in research) 
regulations. See section 520(g) of the act and 21 CFR Parts 812, 56 and 50.  
 
5. What is a pre-market approval (PMA) application?  

A pre-market approval (PMA) application is the most stringent type of device marketing 
application for medical devices. FDA approves a PMA if it determines that the 
application contains sufficient valid scientific evidence to provide reasonable assurance 
that the device is safe and effective for its intended use(s).  

6. Where can I find more information about 510(k)s and PMAs?  
 
Additional information is available about these programs on the Center for Devices and 
Radiological Health’s website at: 
http://www.fda.gov/MedicalDevices/DeviceRegulationandGuidance/ 
 
7. What is a humanitarian use device (HUD)?  
 
A HUD is a device that is intended to benefit patients in the treatment and diagnosis of 
diseases or conditions that affect or is manifested in fewer than 4,000 individuals in the 

http://www.fda.gov/MedicalDevices/DeviceRegulationandGuidance/
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United States per year.  The Office of Orphan Products Development (OOPD) 
determines if a device meets specific requirements, including scientific rationale and 
population prevalence, for designation as a HUD. 
 
8. What is a humanitarian device exemption (HDE) application? 
  
A Humanitarian Device Exemption (HDE) application is similar to a PMA, but because a 
HUD is exempt from the effectiveness requirements of a PMA, a HDE application is not 
required to contain the results of scientifically valid clinical investigations demonstrating 
that the device is effective for its intended purpose. However, the HDE must contain 
sufficient information for FDA to determine that the probable benefit to health outweighs 
the risk of injury or illness, taking into account the probable risks and benefits of 
currently available devices or alternative forms of treatment [Section 520(m)]. An 
approved HDE authorizes marketing of an HUD.  
 
Under the statute, once the HDE is approved, the HDE holder is responsible for 
ensuring that the approved HUD is only administered at institutions that have an IRB 
constituted and acting pursuant to 21 CFR 56, including conducting continuing review of 
the use of the HUD. In addition, an HUD should be administered only if such use has 
been approved by the Institutional Review Board (IRB) located at the facility, or by a 
similarly constituted IRB that has agreed to oversee such use and to which the local IRB 
has deferred in a letter to the HDE holder. An HDE holder may wish to ensure that this 
happens by not shipping the HUD to the facility until it has received confirmation of IRB 
approval.  
 
NOTE: HUDs should not be used until AFTER the HDE applicant obtains approval of 
the HDE from FDA and the IRB approves its use. IRBs should ensure that HDE 
approval has been granted before approving the device for use at their institution.  
 
9. What are the responsibilities of the IRBs regarding HDEs?  
 
Initial review:  
 
Initial IRB approval should be performed at a convened IRB meeting. The IRB does not 
need to review and approve individual uses of an HUD, but rather the IRB may approve 
use of the device as it sees fit. That is, the IRB may approve use of the HUD without 
any further restrictions, under a protocol, or on a case-by-case basis.  
 
Continuing review:  
 
IRBs may approve the use of the device for a period of time, not to exceed one year [21 
CFR 56.109(f)]. In some higher risk cases, IRBs have approved HUDs for a specific 
number of patients and have required a summary report before approving the use in 
additional patients. Continuing review should follow the requirements found at 21 CFR 
56, and may be conducted using the expedited review procedures (see 21 CFR 56.110) 
unless the IRB determines that full board review should be performed. The agency 
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believes that the expedited review procedures are appropriate for continuing review 
since the initial review would have been performed by the full board and use of the HUD 
within its approved labeling does not constitute research. 
 
10. Is informed consent required when treating/diagnosing a patient with an HUD?  
 
The act and the HDE regulations do not require informed consent. Because an HDE 
provides for marketing approval, use of the HUD does not constitute research or an 
investigation which would normally require consent from the study participants. 
However, there is nothing in the law or regulations that prohibits a state or institution 
from requiring prospective informed consent, when feasible. In fact, most HDE holders 
have developed patient labeling that incorporates information that may be used to assist 
a patient in making an informed decision about the use of the device. For example, the 
patient labeling may contain a discussion of the potential risks and benefits of the HUD, 
as well as any procedures associated with the use of the device. The HUD labeling also 
states that the device is a humanitarian use device for which effectiveness for the 
labeled indication has not been demonstrated [21 CFR 814.104(b)(4)(ii)].  Unless it is an 
emergency, before an HUD is used off-label, the agency recommends that the HDE 
holder obtain FDA approval of the use following the compassionate use policy for 
unapproved devices. (See Chapter III Expanded Access to Unapproved  
Devices of the “IDE Policies and Procedures Guidance.”

2
) If FDA approves the 

compassionate use request, the physician should ensure that the patient protection 
measures are addressed before the device is used and should devise an appropriate 
schedule for monitoring the patient. If the situation is life-threatening and there is no 
time to get FDA approval for the off-label use, FDA recommends that the emergency 
use procedures outlined in the above referenced guidance be followed.  
 
Sometimes a physician or HDE holder may develop a research protocol designed to 
collect safety and effectiveness data to support a PMA for the device. In that case, an 
IDE is not needed if the research is within the approved labeling; however, IRB approval 
for the investigational study must be obtained before the research may begin. Informed 
consent must also be obtained from the subjects participating in the study. If the 
research is for a new use, the IDE regulation must be followed. 21 CFR Parts 812, 50, 
and 56.  
 
11. What statute and regulations apply to medical device clinical investigations?  
 
In accordance with section 520(g) and the regulations, clinical studies of medical 
devices must comply with FDA’s human subject protection requirements (informed 
consent and additional safeguards for children in research) (21 CFR Part 50), 
Institutional Review Board (IRB) requirements (21 CFR Part 56), Investigational Device 
Exemptions (IDE) requirements (21 CFR Part 812), Financial Disclosure for Clinical 
Investigators requirements (21 CFR Part 54) regulations, as well as any other 
applicable regulations, including pertinent regulations at 21 CFR Part 809 (In Vitro 
Diagnostic Devices For Human Use).  
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12. What types of device studies do the IDE regulations (21 CFR Part 812) cover?  
 
There are three types of studies described in the regulations at 21 CFR Part 812: 
significant risk (SR) device studies, non-significant risk (NSR) device studies, and 
exempt studies.  A brief description of these types of studies follows.  Please refer to the 
FDA Information Sheet Guidance “Significant Risk and Nonsignificant Risk Medical 
Device Studies” for more detailed information about SR and NSR device studies, the 
importance of the IRB’s review, the regulatory requirements for these studies, and 
examples of devices in each category.  
 
(1) Significant Risk Device Studies  
 

A significant risk device means an investigational device that [21 CFR 812.3(m)]:  
 

• Is intended as an implant and presents a potential for serious risk to the 
health, safety, or welfare of a subject;  

 
• Is purported or represented to be for a use in supporting or sustaining human 

life and presents a potential for serious risk to the health, safety, or welfare of 
a subject;  

 
• Is for a use of substantial importance in diagnosing, curing, mitigating, or 

treating disease, or otherwise preventing impairment of human health and 
presents a potential for serious risk to the health, safety, or welfare of a 
subject; or  

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

of a subject.  
 
Sponsors of investigational SR device studies are required to get an approved IDE from 
FDA before starting their study. 21 CFR 812.20 (FDA gives each IDE a number - for 
example #GXX0000, where XX denotes the year of the submission). Sponsors and 
clinical investigators of these studies must comply with the regulations at 21 CFR Part 
812, "Investigational Device Exemptions."  
 
If FDA disapproves an IDE, FDA’s letter will describe the reasons for the disapproval. If 
the sponsor submits an IDE amendment satisfactorily addressing the issues in FDA’s 
letter, the agency sends an IDE approval letter to the sponsor. In accordance with the 
regulations at Part 812, the study may not start until both FDA and the IRB have given 
their approval.  
 
Note: A conditional approval letter from FDA allows the study to begin if the study is 
approved by the IRB, but requires the sponsor to provide additional clarifying 
information in order to obtain full approval for the study.  
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IRBs do not have to make the SR or NSR determination if FDA has already made the 
risk determination. Most often, clinical investigators submit SR device investigations for 
IRB review after the study has already received IDE approval from FDA. IRBs may 
ensure that SR device investigations have an FDA-approved IDE by asking the clinical 
investigator to request from the sponsor a copy of FDA’s IDE approval letter.  
 
An IRB may be asked to review an SR device study before the sponsor receives FDA 
approval of an IDE submission. Under this circumstance, IRBs should be aware that 
because it is possible that FDA may not approve the IDE or may request significant 
changes to the research protocol, the IRB may need to re-evaluate the study after FDA 
reviews the application. If an IRB approves the significant risk device study before FDA 
approves the IDE, there may be more of a risk that clinical investigators will mistakenly 
enroll participants before the study should be started (i.e., before FDA approves the 
IDE.)  
 
(2) Non-Significant Risk Device Studies  
 
An NSR device is an investigational device that does not meet the definition of a 
significant risk device. If an IRB finds that an investigational medical device study poses 
a NSR, the sponsor does not need to submit an IDE to FDA before starting the study. If 
the IRB determines that the proposed study is an NSR study, the IRB may proceed to 
review the study under 21 CFR 56.109 and 21 CFR 56.111. FDA considers an NSR 
device study to have an approved IDE after IRB approval and when sponsors meet the 
abbreviated requirements at 21 CFR 812.2(b). Consequently, in most cases, FDA is not 
aware of non-significant risk device studies.  
 
As stated above, if FDA has already made the risk determination, the IRB does not 
need to duplicate this effort. If, however, FDA has not made the risk determination or 
the IRB disagrees with the NSR determination made by a sponsor, then the IRB must 
notify the investigator and, where appropriate, the sponsor, that the study involves a 
significant risk device (21 CFR 812.66). If a sponsor or an IRB needs help in making the 
SR/NSR determination, it may ask for a written determination from FDA.

3 
 

 
The IRB should consider the following in determining whether a device study poses a 
SR or NSR:  
 
 the sponsor’s description of why the study is not SR  
 whether the proposed NSR research study meets the definition of “significant 

risk” (see above)  
 the proposed use of the device as well as any protocol related procedures and 

tests, not just the device (test article) alone.  This process is different from the 
IRB review process found at 21 CFR 56.111(a)(2). 

 additional information from the sponsor, if needed.  
_______________________________ 
3 

See the guidance memorandum entitled, “Procedures for Handling Inquiries Regarding the Need for an Investigational Device 
Exemptions Application for Research Involving Medical Devices” at 
http://www.fda.gov/MedicalDevices/DeviceRegulationandGuidance/GuidanceDocuments/ucm126598.htm  
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(3) Exempt Studies  
 
In accordance with 21 CFR 812.2(c), sponsors and investigators of certain studies are 
exempt from the requirements of 21 CFR Part 812, with the exception of §812.119 
(disqualification of a clinical investigator). Examples of exempt studies are consumer 
preference testing, testing of a device modification, or testing of two or more devices in 
commercial distribution if the testing does not collect safety or effectiveness data, or put 
subjects at risk.

4  

 
Studies of an already cleared medical device in which the device is used or investigated 
in accordance with the indications in the cleared labeling are exempt from Part 812.

5  

 

Note: Studies of a cleared device for a new use must comply with the human subject 
protection (informed consent and additional safeguards for children in research), IRB, 
and IDE regulations. Similarly, studies of a PMA approved device are exempt from the 
IDE requirements if the device is being studied for the indications in the approved 
labeling. In addition, diagnostic device studies (e.g., in vitro diagnostic studies) are 
exempt from the requirements of 21 CFR Part 812 under certain circumstances. The 
study is exempt as long as the sponsor complies with the requirements at 21 CFR 
809.10(c) for labeling, and if the testing: (i) is noninvasive; (ii) does not require an 
invasive sampling procedure that presents significant risk; (iii) does not by design or 
intention introduce energy into a subject; and (iv) is not used as a diagnostic procedure 
without confirmation of the diagnosis by another, medically established diagnostic 
product or procedure [21 CFR 812.2(c)(3)].  
 
13. Are IDE exempt studies subject to the requirements for informed consent and 
IRB review and approval under Parts 50 and 56?  
 
If an exempt study is being conducted to collect data to support either a clinical 
investigation or a marketing application, then the study must comply with 21 CFR Part 
50 and should comply with 21 CFR Part 56 [21 CFR 50.1(a), 21 CFR 50.20, 21 CFR 
56.101(a), 21 CFR 56.103].  
 
14. Does FDA require IRB review and approval of off-label use of a legally 
marketed device?  
 
No, when a physician uses a legally marketed device outside its labeling to treat a 
patient and no research is being done, IRB review is not required.  
 
Note:  Although not required by FDA, an IRB may still decide on its own initiative to 
review such use. When the off-label use of a legally marketed device is part of a 
research study collecting safety and effectiveness data involving human subjects, IRB 
review and approval is required [21 CFR 812.2(a)].  
_______________________ 
4 

See 21 CFR 812.2(c)(4). 
5 

See 21 CFR 812.2(c)(1) and (2).   
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For additional information on the off-label use of devices, see the FDA Information 
Sheet guidance, “ ‘Off-label’ and Investigational Use of Marketed Drugs, Biologics and 
Medical Devices.”

6  

 
15. Must an IRB review a study conducted after submission of a 510(k) to FDA but 

prior to FDA’s decision on that submission?  
 
Yes. During FDA’s review of the pre-market notification submission, the device remains 
an investigational product. Therefore, the human subject protection (informed consent 
and additional safeguards for children in research), IRB, and IDE regulations apply. The 
device may not be distributed, except for investigational use, unless FDA clears the 
device for marketing.  
 
16. Can a physician use an unapproved device in an emergency?  
 
In general, an unapproved medical device may be used only on human subjects when 
the device is under clinical investigation and when used by investigators participating in 
a clinical trial. Section 561 of the Act, however, recognizes that there may be 
circumstances under which a health care provider may wish to use an unapproved 
device to save the life of a patient or to prevent irreversible morbidity when there is no 
other alternative therapy. For investigational devices under an IDE, the IDE regulation 
permits deviations from the investigational plan without prior approval when necessary 
to protect the life or physical well-being of a subject in an emergency [21 CFR 
812.35(a)].  A physician may treat a patient with an unapproved medical device in an 
emergency situation if he/she concludes that:  
 
 The patient has a life-threatening condition that needs immediate treatment;

7 
 

 
 No generally acceptable alternative treatment for the condition exists; and  

 
 Because of the immediate need to use the device, there is no time to use existing 

procedures to get FDA approval for the use.  
 
FDA expects the physician to make the determination that the patient's circumstances 
meet the above criteria, to assess the potential for benefit from the use of the 
unapproved device, and to have substantial reason to believe that benefits will exist. In 
the event that a device is used in circumstances meeting the criteria listed above, the 
physician should follow as many of the patient protection procedures listed below as 
possible:  
 
 Informed consent from the patient or a legally authorized representative;  

______________________________________________ 
6 
This guidance can be found at: http://www.fda.gov/RegulatoryInformation/Guidances/ucm126486.htm  

7 
FDA considers “life-threatening condition” to include serious diseases or conditions such as sight-threatening and limb-threatening 

conditions as well as other situations involving risk of irreversible morbidity.   
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 Clearance from the institution as specified by their policies;  

 
 Concurrence of the IRB chairperson;  

 
 An assessment from a physician who is not participating in the study; and  

 
 Authorization from the IDE sponsor, if an IDE exists for the device.  

 
While prior approval for shipment or emergency use of the investigational device is not 
required, the use must be reported to FDA by the IDE sponsor within 5 working days 
from the time the sponsor learns of the use [21 CFR 812.35(a)(2) and 812.150(a)(4)]. 
The report should contain a summary of the conditions constituting the emergency, 
patient outcome information, and the patient protection measures that were followed. If 
no IDE exists, the physician should follow the above procedures and report the 
emergency use to CDRH or CBER.  
 
For additional information on the procedures physicians and IRBs should follow in an 
emergency use situation, please see Chapter III Expanded Access to Unapproved 
Devices of the guidance entitled, “IDE Policies and Procedures.”

8  

 
17. What if the situation is not an emergency? Can a patient with a serious illness 

or condition have access to an investigational device outside a study?  
 
Yes, FDA recognizes that there are circumstances in which an investigational device is 
the only option available for a patient faced with a serious or life-threatening condition 
(hereinafter referred to as "compassionate use"). Unlike emergency use of an 
unapproved device discussed above, prior FDA approval is needed before 
compassionate use occur [Section 561(b) of the act and 21 CFR 812.35]. In order to 
obtain agency approval, the sponsor should submit an IDE supplement requesting 
approval for a protocol deviation under section 812.35(a) in order to treat the patient. 
The IDE supplement should include:  
 
 A description of the patient's condition and the circumstances necessitating 

treatment;  
 A discussion of why alternatives therapies are unsatisfactory and why the 

probable risk of using the investigational device is no greater than the probable 
risk from the disease or condition;  

 An identification of any deviations in the approved clinical protocol that may be 
needed in order to treat the patient; and  

 The patient protection measures listed above that will be followed.  
______________________________________________ 
8 

This guidance may be found at: 
http://www.fda.gov/MedicalDevices/DeviceRegulationandGuidance/GuidanceDocuments/ucm080202.htm 
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The patient identified in the supplement should not be treated with the device until FDA 
approves its use under the proposed circumstances. In reviewing this type of request, 
FDA will consider the above information as well as whether the preliminary evidence of 
safety and effectiveness justifies such use and whether such use would interfere with 
the conduct of a clinical trial to support marketing approval.  
 
If the request is approved, the attending physician should devise an appropriate 
schedule for monitoring the patient, taking into consideration the investigational nature 
of the device and the specific needs of the patient. The patient should be monitored to 
detect any possible problems arising from the use of the device. Following the 
compassionate use of the device, a follow-up report should be submitted to FDA in 
which summary information regarding patient outcome is presented. If any problems 
occurred as a result of device use, they should be discussed in the supplement and 
reported to the reviewing IRB as soon as possible.  
 
Additional information on the procedures physicians and IRBs should follow in 
compassionate use situations may be found in Chapter III Expanded Access to 
Unapproved Devices of the guidance entitled, “IDE Policies and Procedures.” 

9 
 

 
18. What is the definition of a custom device?  
 
To be considered a custom device, the device must meet all of the following criteria, 
which are described in section 520(b) of the act and at 21 CFR 812.3(b):  
 

(1) It necessarily deviates from devices generally available or from an applicable 
performance standard or pre-market approval requirement in order to comply 
with the order of an individual physician or dentist;  

 
(2) The device is not generally available to, or generally used by, other physicians or 

dentists;  
 

(3) It is not generally available in finished form for purchase or for dispensing upon 
prescription;  

 
(4) It is not offered for commercial distribution through labeling or advertising; and  
 
(5) It is intended for use by an individual patient named in the order form of a 

physician or dentist, and is to be made in a specific form for that patient, or is 
intended to meet the special needs of the physician or dentist in the course of 
professional practice (such as a particular operating tool).  

______________________________________________ 
9 

This guidance may be found at: 
http://www.fda.gov/MedicalDevices/DeviceRegulationandGuidance/GuidanceDocuments/ucm080202.htm  
 
19. Does an IRB need to review custom use?  
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FDA regulations do not require review and approval for custom device use. However, 
FDA recommends that as many of the patient protection measures listed in paragraph 
16 be followed as possible.  IRBs should be familiar with the regulatory requirements for 
custom devices because physicians or institutions may seek information from the IRB 
about the use of a custom device in patients at their healthcare facility. IRBs may 
develop procedures for the use of custom devices to ensure that patient protection 
measures are thoughtfully carried out.  
 
Significant Risk and Non-significant Risk Medical Device Studies 
 
The Investigational Device Exemption (IDE) regulations [21CFR part 812] describe two 
types of device studies, “significant risk” (SR) and “non-significant risk” (NSR).  An SR 
device study is defined [21 CFR 812.3(m)] as an implant; or (2) is used in supporting or 
sustaining human life; or (3) is of substantial importance in diagnosing, curing, 
mitigating or treating disease, or otherwise prevents impairment of human health; or (4) 
otherwise presents a potential for serious risk to the health, safety, or welfare of a 
subject.  An NSR device investigation is one that does not meet the definition for a 
significant risk study.  NSR device studies, however, should not be confused with the 
concept of “minimal risk,” a term utilized in the Institutional Review Board (IRB) 
regulations [21CFR part 56] to identify certain studies that may be approved through an 
“expedited review” procedure.  For SR and NSR device studies, IRB approval prior to 
conducting clinical trials and continuing review by the IRB are required.  In addition, 
informed consent must be obtained for either type of study [21CFR part 50].  
 
Distinguishing between SR and NSR Device Studies 
 
The effect of the SR/NSR decision is very important to research sponsors and 
investigators.  SR device studies are governed by the IDE regulations [21CFR part 812].  
NSR device studies have few regulatory controls than SR studies and are governed by 
the abbreviated requirements [21 CFR 812.2(b)].  The major differences are in the 
approval process and in the record keeping and reporting requirements.  The SR/NSR 
decision is also important to FDA because the IRB serves, in a sense, as the Agency’s 
surrogate with respect to review and approval of NSR studies.  FDA is usually not 
apprised of the existence of approved NSR studies because sponsors and IRBs are not 
required to report NSR device study approvals to FDA.  If an investigator or a sponsor 
proposes the initiation of a claimed NSR investigation to an IRB, and if the IRB agrees 
that the device study is NSR and approves the study, the investigation may begin at that 
institution immediately, without submission of an IDE application to FDA. 
 
If an IRB believes that a device study is SR, the investigation may not begin until both 
the IRB and FDA approves the investigation.  To help in the determination of the risk 
status of the device, IRBs should review information such as reports of prior 
investigations conducted with the device, the proposed investigational plan, a 
description of subject selection criteria, and monitoring procedures.  The sponsor should 
provide the IRB with a risk assessment and the rationale used in making its risk 
determination [21CFR812.150(b)(10)]. 
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10.1  SR/NSR STUDIES AND THE IRB 
 
The NSR/SR Decision 
 
The assessment of whether or not a device study presents a NSR is initially made by 
the sponsor (in the case of an investigator initiated study, the sponsor is the 
investigator, who must then present and justify the NSR/SR decision).  If the sponsor 
considers that a study is NSR, the sponsor provides the reviewing IRB an explanation of 
its determination and any other information that may assist the IRB in evaluating the risk 
of the study.  The sponsor should provide the IRB with a description of the device, 
reports of prior investigations with the device, the proposed investigational plan, a 
description of patient selection criteria and monitoring procedures, as well as any other 
information that the IRB deems necessary to make its decision.  The sponsor should 
inform the IRB whether other IRBs have reviewed the proposed study and what 
determination was made.  The sponsor must inform the IRB of the Agency’s 
assessment of the device’s risk if such an assessment has been made.  The IRB may 
also consult with FDA for its opinion. 
 
The IRB may agree or disagree with the sponsor’ initial NSR assessment.  If the IRB 
agrees with the sponsor’s initial NSR assessment and approves the study, the study 
may begin without submission of an IDE application to FDA.  If the IRB disagrees, the 
sponsor should notify FDA that a SR determination has been made.  The study can be 
conducted as a SR investigation following FDA approval of an IDE application. 
 
The risk determination should be based on the proposed use of a device in an 
investigation, and not on the device alone.  In deciding if a study poses a SR, an IRB 
must consider the nature of the harm that may result from use of the device.  Studies 
where the potential harm to subjects could be life-threatening, could result in permanent 
impairment of a body function or permanent damage to body structure, or could 
necessitate medical or surgical intervention to preclude permanent impairment of a 
body function or permanent damage to body structure should be considered SR.  Also, 
if the subject must undergo a procedure as part of the investigational study, e.g., a 
surgical procedure, the IRB must consider the potential harm that could be caused by 
the procedure in addition to the potential harm caused by the device.  Two examples 
follow: 
 
The study of a pacemaker that is a modification of a commercially-available pacemaker 
poses a SR because the use of any pacemaker presents a potential for serious harm to 
the subjects.  This is true even though the modified pacemaker may pose less risk, or 
only slightly greater risk, in comparison to the commercially-available model.  The 
amount of potential reduced or increased risk associated with the investigational 
pacemaker should only be considered (in relation to possible decreased or increased 
benefits) when assessing whether the study can be approved. 
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The study of an extended wear contact lens is considered SR because wearing the lens 
continuously overnight while sleeping presents a potential for injuries not normally seen 
with daily wear lenses, which are considered NSR.  FDA has the ultimate decision in 
determining if a device study is SR or NSR.  If the Agency does not agree with an IRB’s 
decision that a device study presents an NSR, an IDE application must be submitted to 
FDA.  On the other hand, if a sponsor files an IDE with FDA because it is presumed to 
be an SR study, but FDA classifies the device study as NSR, the Agency will return the 
IDE application to the sponsor and the study would be presented to IRBs as an NSR 
investigation. 
 
10.2  IRB AND SPONSOR RESPONSIBILITIES FOLLOWING SR/NSR 

DETERMINATION 
 
If the IRB decides the study is Significant Risk 
 

1. IRB Responsibilities 
 

(a) Notify sponsor and investigator of SR decision. 
(b) After IDE obtained by sponsor, proceed to review study applying requisite 

criteria [21CFR56.111]. 
 

2. Sponsor Responsibilities 
 

(a) Submit IDE to FDA or, if electing not to proceed with study, notify FDA 
(CDRH Program Operations Staff 301-594-1190) of the SR determination. 

(b) Study may not begin until FDA approves IDE and IRB approves the study. 
(c) Sponsor and investigator(s) must comply with IDE regulations [21CFR812], 

as well as informed consent and IRB regulations [21 CFR parts 50 and 56]. 
 
If the IRB decides the study is Non-significant Risk 
 

1. IRB proceeds to review study applying requisite criteria [21CFR56.111].  If the 
study is approved by the IRB, the sponsor and investigator must comply with 
“abbreviated IDE requirements’ [21CFR 812.2(b)], and informed consent and IRB 
regulations [21 CFR parts 50 and 56]. 

2. There is no requirement for the sponsor to notify FDA of the NSR determination. 
 
The Decision to Approve or Disapprove 
 
Once the SR/NSR decision has been reached, the IRB should consider whether the 
study should be approved or not.  The criteria for deciding if SR and NSR studies 
should be approved are the same as for any other FDA regulated study [21 CFR 
56.111].  The IRB should assure that risks to participants are minimized and are 
reasonable in relation to anticipated benefits and knowledge to be gained, participant 
selection is equitable, informed consent materials and procedures are adequate, and 
provisions for monitoring the study and protecting the privacy of participants are 
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acceptable.  To assure that the risks to the participants are reasonable in relation to the 
anticipated benefits, the risks and benefits of the investigation should be compared to 
the risks and benefits of alternative devices or procedures.  This differs from the 
judgment about whether a study poses a SR or NSR which is based solely upon the 
seriousness of the harm that may result from the use of the device.  Minutes of IRB 
meetings must document the rationale for SR/NSR and subsequent approval or 
disapproval decisions for the clinical investigation. 
 
FDA considers studies of all significant risk devices to present more than minimal risk; 
thus, full IRB review for all studies involving significant risk devices is necessary.  
Generally, IRB review at a convened meeting is also required when reviewing NSR 
studies.  Some NSR studies, however, may qualify as minimal risk [21 CFR 56.102(i)] 
and the IRB may choose to review those studies under its expedited review procedures 
[21 CFR 56.110]. 
 
Examples of NSR/SR Devices 
 
The FDA provides a list of examples to assist sponsors and IRBs in making SR/NSR 
determinations.  The list includes many commonly used medical devices.  Inclusion of a 
device in the NSR category should not be viewed as a conclusive determination, 
because the proposed use of a device in a study is the ultimate determinant of the 
potential risk to participants.  It is unlikely that a device included in the SR category 
could be deemed NSR due to the inherent risks associated with most such devices. 
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CHAPTER 11.  GENETIC RESEARCH AND TISSUE BANKING 
 
POLICY 
 
All research involving genetic testing, analysis and tissue banking shall be given special 
consideration with regard to the unique risks presented by such research, and 
according to current regulation governing such research.  Go to 
http://www.hhs.gov/ohrp/policy/biodata/ for OHRP guidance on research use of stored 
data or tissue. 
 
GUIDANCE 
 
Any research that involves human DNA samples, genetic testing or genetic information 
is considered genetic research.  That includes, but is not limited to, research examining 
mutations in DNA, research examining differences between traits in individuals with or 
without a certain disease, and records research involving information derived from 
previous genetic tests. 
 
In genetic research and research using stored tissue samples there are potential health, 
societal, emotional, and legal issues to consider.  Many participants may be naïve to 
these issues and it is therefore necessary for the IRB to evaluate the protocols and 
consent forms for such studies with great care.  As this new science develops and laws 
evolve, it is important to continuously rethink and refine the issues and the way in which 
they are presented to participants. 
 
Applicable Terms and Definitions 
 
Genetic Research:  Research using human DNA samples, genetic testing or genetic 
information. 
 
Genetic Information:  Information about an individual or an individual’s blood relatives 
obtained from a genetic test. 
 
Genetic Tests:  The analysis of human DNA, RNA, chromosomes, proteins or other 
gene products to detect disease-related genotypes, mutations, phenotypes, or 
karyotypes for clinical purposes. 
 
Genetic Characteristic:  A gene, chromosome or alteration thereof that may be tested 
to determine the existence of or risk for acquiring a disease, disorder, trait, propensity or 
syndrome, or to identify a blood relative. 
 
Repository (tissue bank):  A storage site for collections of human biologic specimens 
available for study.  A repository may reside in one geographic location or may be a 
virtual collection of biologic specimens from many locations. 
 



 110 

Sample:  In the context of genetic research, a sample is any human biological material.  
This includes, but is not limited to:  molecular material such as DNA, cells, tissues 
(blood, bone, muscle, etc.), organs (liver, bladder, heart, etc.), gametes, embryos, fetal 
tissue, waste (hair, nail clippings, urine, feces, etc.) and other materials of human origin. 
 
Specimen:  In reference to a human biological repository, a specimen is the quantity of 
material stored in the repository, while a sample refers to an aliquot of the specimen 
supplied to investigators. 
 
Types of Studies 
 
Prospective:  Studies in which the collection of the new samples is part of the study 
design. 
 
Retrospective:  Studies that utilize previously obtained samples collected for a purpose 
that is different from that of the current study. 
 
Types of Samples:  Research samples are grouped into four levels of identification 
dependent upon the amount of information that is available about the participant from 
whom the sample was obtained.  These levels include: 
 

1. Unidentified samples (anonymous):  Samples that are/were obtained and stored 
without any identification that may link the specimen to a specific participant. 

2. Unlinked sampled (anonymized or de-identified):  Samples that may have been 
acquired from identified human participants, but all identifiers or codes have been 
removed and destroyed.  For unlinked samples, it would be extremely difficult for 
the investigator, the repository or a third party to identify the person who provided 
an individual sample (See de-identified information). 

3. Coded samples:  Samples labeled with a code rather than a name or other 
personal identifier.  When such samples are obtained from a tissue repository, 
the repository usually retains information that links the code to a particular 
individual.  Using this information, the investigator, repository or a third party 
could determine which particular person or small group of identifiable individuals 
provided the biological specimen.  Depending on the nature of the identifiers 
related to the specimen, the sample may or may not meet the definition of a 
“limited data set” under HIPAA.  The IRB will make that determination and will 
decide whether the use of the sample, as specified in the protocol, requires a 
data use agreement, tracking of disclosures, or business associate agreement.   

4. Identified samples:  Samples collected and supplied to investigators with 
personal identifiers sufficient to allow person who provided the material to be 
identified. 

 
11.1   RESEARCH USING PROSPECTIVELY COLLECTED SAMPLES 
 
In general, research involving the prospective collection of coded or identified samples 
requires participant consent and authorization.  Additionally the investigator has the 
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obligation to maintain confidentiality to the extent permitted by law.  (This is necessary 
unless the samples are collected anonymously). 
 
In addition to the standard elements of consent the consent/authorization forms for such 
research should clearly indicate: 
 

1. What information could result from the research 
2. What are the implications and limitations 
3. That unexpected findings may result 
4. What follow-up information participants will receive (if any, as many studies are 

preliminary and results may not be meaningful or validated) 
5. Disposition of samples 

 
If participants have consented to an authorized storage of samples for future studies, 
they need to be informed of how long storage will continue and the possibility of storage 
failure.  Participants should be given the option of being re-contacted to consider use of 
their samples in future studies. 
 
NOTE:  “A Single Authorization may cover uses and disclosures of PHI for multiple 
activities of a specific research study, including the collection and storage of tissues for 
that study.  In addition, where two different research studies are involved, such as 
where a research study collects information for the study itself, and collects and stores 
PHI in a central repository for future research, the Privacy Rule generally would permit 
them to be combined into a single, compound Authorization form.  However, a 
compound Authorization is not allowed where the provision of research-related 
treatment, payment, or eligibility for benefits is conditioned on only one of the 
Authorizations, and not the other.  See section 164.508(b)(3)(iii) of the Privacy Rule. 
 
For example, a covered entity that conducts an interventional clinical trial that also 
involves collecting tissues and associated PHI for storage in a central repository for 
future research would not be permitted to obtain a compound Authorization for both 
research purposes if research-related treatment is conditioned upon signing the 
Authorization for the clinical trial.  Any compound Authorization must clearly specify the 
different research studies covered by the Authorization so the individual is adequately 
informed.”  (NIH:  HIPAA Privacy Rule – Information for Researchers). 
 
11.2  RETROSPECTIVE STUDIES OF EXISTING SAMPLES 
 
When retrospective research is done using anonymous or anonymized samples, 
consent from participants is not necessary, since the participants cannot be individually 
identified and there is no expected risk to the participants.  For research purposes using 
samples that are identifiable, consent must be obtained.  In certain cases the 
investigator may seek a waiver as detailed in 45 CFR46.116. 
 
11.3  TISSUE BANKING 
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Storing tissue for any additional uses not specified in the consent form signed by the 
research participant and approved by the IRB is considered tissue banking.  HIPAA 
requires that participants give explicit authorization for the collection and storage of 
samples. 
 
Whether or not an activity qualifies as tissue banking depends on the investigator’s 
intent.  For example, 
 

1. An investigator may have extra blood drawn and stored as a backup in case a 
test to which research participants have already consented needs to be 
repeated.  If he/she destroys the extra samples immediately after test results are 
complete, this is not considered tissue banking, even though tissue samples had 
been stored. 

 
2. If an investigator wants to collect extra samples in case he/she wants to do 

additional analysis later on that was not included in the original, IRB-approved 
protocol that would be tissue banking and would require IRB approval and 
participant consent/authorization.  After the additional test is completed, the 
sample should be destroyed unless the participant has consented otherwise. 

 
3. If an investigator wants to collect extra samples to keep on hand for other 

investigators to use or for use in another study that would be tissue banking and 
could only be done with IRB approval and participant consent/authorization. 

 
 
11.4  DISCLOSURE OF RESULTS TO PARTICIPANTS 
 
Disclosure of genetic research findings to a research participant, in general, should not 
occur.  Disclosure may be approved in rare circumstances, but only when all of the 
following apply. 
 

1. The research findings are scientifically valid and confirmed. 
2. The findings have significant implications for the participant’s or the public’s 

health. 
3. A course of action to ameliorate or treat the participant’s or the public’s health 

concerns is readily available. 
 
If results are to be given, participants should be offered counseling, as appropriate, 
since results from such research could lead to adverse psychological outcomes, social 
stigmatization and discrimination.  In certain cases participants should be given the 
option to determine whether they want to be informed of the results of their testing. 
 
NOTE:  Under no circumstances should results from a genetic test be given to 
participants without proper validation of the test and certification of the laboratory 
performing the test. 
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11.5  PROTOCOL/CONSENT REQUIREMENTS FOR GENETIC RESEARCH OR 
TISSUE BANKING 
 
In addition to standard submission requirements, protocols and consent forms involving 
genetic research or tissue banking should specifically address the following: 
 
Purpose of the study 
 

• That the sample will be used for genetic research. 
 
Duration 
 

• How long sample will be stored. 
 
Control and Ownership of Specimens/Materials 
 

• Who owns specimens/materials 
• If research could lead to commercially valuable product 
• Whether participants will receive a portion of profits 

 
Participant Access to Genetic Information 
 

• What information participants are entitled to receive 
• If results will not be provided to participants and why 
• If findings are to be disclosed, procedures for doing so (e.g., genetic counseling) 
• The point in the research at which the findings will be disclosed (e.g., interim 

results) 
• The policy regarding disclosure of incidental findings 

 
Secondary Use 
 

• Will subsequent investigators be given access to samples with direct or indirect 
identifiers? 

• Will participants be given option of consenting now to future second use? 
• Will participants be informed that they may be re-contacted? 
• Will participants be given option to indicate if they are willing to be re-contacted? 
• Will participants have the option of limiting use of sample? 

 
Risks 
 

• Social Risks:  Breach of confidentiality could impact insurability, employability, 
reproduction plans, family relationships (including paternity), etc. 

• Psychological Risks:  If information is disclosed, impact of learning results; 
impact if no effective therapy exists; psychological stress for family members 

• Physical Risks:  Physical risks associated with collecting samples for research 
purposes and/or for gene therapy procedures 
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• Unknown Risks:  Participants should be told that there may be risks that are 
presently unknown 
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CHAPTER 12.  ADDITIONAL REGUATORY REQUIREMENTS 
 
FDA Requirements 
 
Investigational Drugs, Biologics, and Devices 
 
Research involving new drugs, devices, and biologics is regulated primarily by the Food 
and Drug Administration (FDA) and provides a transition from promising basic or 
laboratory research to accepted therapeutic or diagnostic procedures for patients. 
 
Investigational drug, biologic, and device products (also called “test articles”) include: 
 
Products that are not generally recognized as being safe and effective for any use 
under the conditions prescribed, recommended, or suggested by the FDA; and products 
already approved by FDA as safe and effective for specific indications, that are being 
studied for new indications (or doses, strengths, or frequency) other than those that 
have been approved. 
 
The Food and Drug Administration (FDA) requires IRB review and informed consent in 
much the same way as NIH (and other federal agencies that support research).  
However, FDA has several additional reporting conditions that involve investigators 
directly.  These are described below. 
 
INDs and IDEs 
 
Federal law prohibits the distribution of new drugs, biologics, and medical devices until 
FDA has reviewed clinical data and determined that a particular product is safe and 
effective for a specific use in human patients.  In order to test a new drug, biologic, or 
device in clinical trials, it is necessary to obtain an exemption from that law.  Thus a 
drug or device sponsor is required to apply for an Investigational New Drug Exemption 
(IND) or an Investigational Device Exemption (IDE) before tests with human subjects 
may begin.  In general, the review requirements for biologics are the same as those for 
drugs.  Accordingly, unless otherwise indicated, the provisions that follow use the term 
“drug” to apply to drugs as well as biologics.  The investigator is responsible for 
obtaining the IND or IDE number and providing it to the IRB. 
 
Investigators as Sponsors 
 
If an investigator is the developer of the drug or device and no commercial manufacturer 
is involved, then either the investigator or the investigator’s institution may be the 
sponsor for purposes of designing and organizing clinical trials.  The sponsor is 
responsible for submitting an IND or IDE application to FDA and providing a copy of the 
FDA’s response to the IRB.  Sponsors also have important administrative and reporting 
requirements above and beyond those of investigators.  Faculty contemplating the dual 
role of sponsor-investigator should consult with IRB staff about the additional 
responsibilities that entails. 
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Protocol Design Requirements 
 
Specific requirements for protocol design are set forth at [21CFR312.23] (drugs) and 
[21CFR812.25] (devices).  See also, FDA Information Sheet (October 1995) on 
“Placebo-Controlled and Active-Controlled Study Designs,” and [21 CFR 314.126] 
(Adequate and Well-Controlled Studies). 
 
Sufficiency of Animal and In Vitro Studies 
 
The IND or IDE application must contain sufficient data from animal and in vitro studies 
to demonstrate the likelihood that the product will be safe and effective for the purpose 
indicated.  If the FDA agrees that the data are sufficient to support a decision to initiate 
clinical trials, and that the proposed protocol is acceptable, FDA will provide an IND or 
IDE number for the protocol. 
 
30-day Hold 
 
The investigator is required to wait for 30 days after FDA receives the IND or IDE 
application, to permit FDA scientists to review the materials and, if necessary, request 
additional information, require modifications, or disapprove the application.  FDA notifies 
the sponsor of the date it receives the IND.  IRB will not provide formal approval for a 
study until the 30 days have elapsed and FDA has either provided an IND or IDE 
number or advised the investigator that an IND or IDE is not required [21 CFR 
312.40(b)] (drugs) and [21CFR812.30(a)] (devices). 
 
Clinical trials conducted under an IND or IDE issued by FDA are obligated to adhere to 
the protocol as submitted.  Any modification, such as extension to another age group, 
use of a different dose, change in participant eligibility criteria, must be approved by 
FDA as well as the IRB prior to implementation, unless immediate action is required to 
eliminate apparent immediate hazards to human participants.  Any changes made to 
eliminate an immediate hazard must be reported to the IRB within five working days. 
 
NOTE:  Deviation from the approved protocol may subject the investigator to sanctions 
by the FDA and/or the IRB, and possibly to charges of scientific misconduct. 
 
Records Required by FDA 
 
The FDA regulations include specific instructions for the content of records that must be 
created and maintained in clinical investigations of drugs and devices 
[21CFR312.62(drugs) and 812.140(devices)]. 
 
Studies of Investigational Drugs or Biologics 
 
The FDA requires various stages of human subject research designed to ensure that 
drugs and biologics are both safe and effective for the proposed use.  This safety and 
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efficacy data may eventually be used in marketing materials or on the drug’s label or 
patient insert. 
 
Controlled Studies 
 
The FDA regulations [21CFR314.126] cite five different types of controls that may prove 
useful in particular circumstances. 
 

1. Placebo concurrent control 
2. Dose-comparison concurrent control 
3. No-treatment concurrent control 
4. Active-treatment concurrent control 
5. Historical control 

 
The FDA requires that the study design prove adequate to the task but does not 
indicate a preference for any one type of control.  The FDA Information Sheets (1998 
Update) indicate that an alternative to a placebo-control, no treatment control, or dose-
comparison control trial is an active-treatment concurrent control trial, “in which a finding 
of no difference between the test article and the recognized effective agent (active-
control) would be considered evidence of effectiveness of the new agent”.  The FDA 
also observes that an “active-control design may simply be incapable of allowing any 
conclusion as to whether or not the test article is having an effect.” 
 
In order to ensure the protection of human subjects, the IRB must discuss and analyze 
the ethics of control trials on a case-by-case basis.  Placebo control trials in particular, 
may pose significant ethical issues for the IRB.  The FDA states that, “Placebo-
controlled trials, regardless of any advantages in interpretation of results, are obviously 
not ethically acceptable where existing treatment is life-prolonging.  A placebo 
controlled study that exposes subjects to a documented serious risk is not acceptable, 
but it is critical to review the evidence that harm would result from denial of active 
treatment, because alternative study designs, especially active-controlled studies, may 
not be informative, exposing subjects to risk but without being able to collect useful 
information.”  (FDA Information Sheets, Drugs and Biologics, 1998 Update). 
 
The IRB is required by the regulations to weigh the risks and benefits of human subject 
participation in a control trial.  Therefore, investigators who request to initiate control 
trials should explain and justify, in detail, in the IRB application the reasons for the 
particular control and indicate how the trial will maximize the protection of the subjects. 
 
Phase 1 Drug Trials 
 
Phase 1 trials include the initial introduction of an investigational new drug into humans.  
These studies are typically closely monitored and conducted with healthy volunteers. 
Sometimes, where the drug is intended for use in patients with a particular disease, 
such patients may participate as subjects.  Phase 1 trials are designed to determine the 
metabolic and pharmacological actions of the drug in humans, the side effects 



 118 

associated with increasing doses (to establish a safe dose range), and if possible, to 
gain early evidence of effectiveness.  The studies are typically closely monitored.  The 
ultimate goal of Phase 1 trials is to obtain sufficient information about the drug’s 
pharmacokinetics and pharmacological effects to permit the design of well-controlled 
sufficiently valid Phase 2 studies.  Other examples of Phase 1 studies include studies of 
drug metabolism, structure-activity relationships, and mechanisms of actions in humans, 
as well as studies in which investigational drugs are used as research tools to explore 
biological phenomena or disease processes.  The total number of participants involved 
in Phase 1 investigations is generally in the range of 20-80. 
 
Phase 2 Drug Trials 
 
Phase 2 trials include controlled clinical studies conducted to evaluate the drug’s 
effectiveness for a particular indication in patients with the disease or condition under 
study, and to determine the common short-term side effects and risks associated with 
the drug.  These studies are typically well-controlled, closely monitored, and conducted 
with relatively small number of patients, usually involving no more than several hundred 
participants. 
 
Phase 3 Drug Trials 
 
Phase 3 trials involve the administration of a new drug to a larger number of patients in 
different clinical settings to determine its safety, effectiveness, and appropriate dosage.  
They are performed after preliminary evidence of effectiveness has been obtained, and 
are intended to gather necessary additional information about effectiveness and safety 
for evaluating the overall benefit-risk relationship of the drug, and to provide an 
adequate basis for physician labeling.  In Phase 3 studies, the drug is used the way it 
would be administered when marketed.  When these studies are completed and the 
sponsor believes that the drug is safe and effective under specific conditions, the 
sponsor applies to FDA for approval to market the drug.  Phase 3 trials usually involve 
several hundred to several thousand participants. 
 
Phase 4 Drug Trials 
 
Concurrent with marketing approval, FDA may seek agreement from the sponsor to 
conduct certain post-marketing (Phase 4) studies to delineate additional information 
about the drug’s risks, benefits, and optimal use.  These studies could include, but 
would not be limited to, studying different doses or schedules of administration than 
were used in Phase 2 studies, use of the drug in other patient populations or other 
stages of the disease, or use of the drug over a longer period of time. 
 
Research concerning new treatments for certain life-threatening conditions (e.g., 
cancer, AIDS, emergency-room interventions) may progress differently through the four 
phases.  Investigators interested in studies involving such products should contact CDU 
OPHS for further information. 
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Informed Consent Requirements 
 
The regulations require a participant (or the patient’s legally authorized representative) 
to consent to participation in the clinical trial, unless the investigator and a physician 
who is not otherwise involved in the investigation both certify in writing that: 
 

1. The patient is confronted by a life-threatening situation necessitating the use of 
the test product. 

2. Informed consent cannot be obtained because of an inability to communicate 
with, or obtain legally valid informed consent from the patient. 

3. There is not time to obtain consent from the patient’s legal representative. 
4. No alternative method of approved or generally recognized therapy is available 

that provides an equal or greater likelihood of saving the life of the individual. 
 
An investigator is required to submit written documentation of the use of the article and 
any information regarding the participant’s outcome to the IRB within five working days. 
 
Permissible Exceptions for Patient Care 
 
“Off-Label” (Unapproved) Use in Medical Practice 
 
FDA permits the “off-label” use of an approved product (for a purpose or at a dosage 
different from approved uses) in the course of professional practice – i.e., for care of 
individual patients.  When it occurs with the intention of contributing to generalizable 
knowledge, however, or the physician contemplates reporting the results – even as a 
collection or series of case studies – the activity is viewed as research and thus is 
subject to prior IRB review and approval. 
 
Treatment Use of Investigational New Drugs (Treatment INDs) 
 
In 1987, the FDA established new procedures under which promising investigational 
new drugs may be made available to patients with life-threatening or severely 
debilitating diseases for which no satisfactory alternative drug or other therapies exist.  
The FDA permits Treatment INDs only for drugs that show some promise of therapeutic 
benefit.  FDA may approve a Treatment IND under the following circumstances: 
 
Life-threatening means that the likelihood of death is high unless the course of the 
disease is interrupted, and that because the disease or condition normally has a fatal 
outcome, the end-point of clinical trial analysis is survival. 
 
Severely debilitating means diseases or conditions that cause major irreversible 
morbidity. 
 
For immediately life-threatening diseases, there must be sufficient data to reasonably 
conclude that the drug may be effective for the intended use in the intended patient 
population and that the drug would not expose patients to unreasonable risk.  This 
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means that these drugs may be made available to participants earlier than Phase III but 
usually not earlier than Phase II. 
 
For severely debilitating diseases, applications for Treatment INDs must show sufficient 
evidence of safety and effectiveness to support the proposed use.  This standard 
usually means that the drug may be made available for treatment use either during 
Phase III investigations or after all clinical trials have been completed. 
 
Request for a Treatment IND should be made directly to the FDA.  Treatment use may 
begin only after 30 days upon the FDA receiving the application unless the request is 
denied by the FDA (Please see “30-Day Hold,” discussed previously).  Investigators 
under the review authority of the IRB must keep record of FDA receipt of all IND and 
IDE applications.  Once approved for treatment use, the investigational drug may be 
prescribed by physicians who have been named in the application.  The physicians are 
obligated to follow the treatment protocol, to keep clinical records, and to report results 
as well as adverse drug reactions to both the FDA and the IRB. 
 
IRB Responsibility for Treatment INDs 
 
The regulations require both IRB and FDA review of all Treatment IND protocols.  In 
addition, the treatment IND must comply with all regulations governing informed 
consent.  Although the FDA occasionally may waive local IRB review for a Treatment 
IND, the IRB does not agree with this approach and will not allow the performance of a 
Treatment IND without prior review and approval of the IRB. 
 
NOTE:  Investigators should be aware that in response to concerns regarding the effect 
of treatment INDs on the ability of investigators to attract participant into clinical trials for 
Phase III testing that the FDA has recently revised the “clinical hold” provisions of its 
regulations to allow FDA to place Treatment INDs on clinical hold if they are “impeding 
enrollment in, or otherwise interfering with the conduct of completion of a study that is 
designed to be an adequate and well-controlled investigation of the same or another 
investigational drug.”  Any clinical hold placed on a Treatment IND should be reported 
immediately to the IRB. 
 
Single Patient (“Non-Emergency”) Use 
 
Another circumstance for which physicians may obtain investigational drugs for use 
outside of a controlled clinical trial is single patient use, often referred to as 
“compassionate use”.  Usually, the patient is in a desperate situation and unresponsive 
to other therapies, or no approved or generally recognized treatment is available.  There 
may be little evidence that the proposed therapy is useful, but it is thought to be 
plausible on theoretical grounds or anecdotal evidence.  Access to investigational drugs 
for use by a single, identified patient may be gained either through 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 to use the 
investigational drug for treatment. 
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Investigations Involving Medical Devices (IDE) 
 
In 1976, Medical Device Amendments to the Federal Food, Drug, and Cosmetic Act 
gave FDA the responsibility for assuring the safety and effectiveness of devices 
intended for human use.  In implementing these Amendments, FDA has classified 
devices according to their level of risk. 
 
Class 1 Medical Devices 
 
Class I medical devices include those devices for which safety and effectiveness can be 
assured so long as there is compliance with provisions for notification of defects, repair, 
replacement or fund, records and reports.  Device manufacturers are required to also 
avoid distribution of adulterated, misbranded, or banned devices. 
 
Class 2 Medical Devices 
 
Class II medical devices are those that require something more than proper labeling 
and quality assurance to ensure their safety and effectiveness. 
 
Class 3 Medical Devices 
 
Class III medical devices are those that are life-sustaining, life-supporting, implanted in 
the body, or of substantial importance in preventing impairment. 
 
510(k) Devices 
 
When a new device is substantially equivalent to one marketed prior to enactment of the 
Medical Device Amendments (1976), it may be sold without additional proof of safety 
and efficacy, under Section 510(k) of the Federal Food, Drug, and Cosmetic Act.  These 
devices are thus commonly referred to as “510(k)” devices.  A sponsor planning to 
market the device must notify FDA 90 days in advance of placing the device on the 
market.  If the FDA agrees that the device is substantially equivalent to one already on 
the market, the device may then be sold without further studies.  Research activities 
involving a 510(k) device do not require an FDA Investigational Device Exemption (IDE) 
prior to approval by the CDU IRB. 
 
If the FDA determines that a new device is not substantially equivalent to a pre-
amendment device, the new device is automatically designated a Class III medical 
device and the sponsor is required to obtain pre-marketing approval from the FDA.  
Studies conducted to develop safety and effectiveness data from such devices must be 
conducted according to the FDA requirements of Investigational Devices [21 CFR 812]. 
 
Significant and Non-Significant Risk Devices 
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Investigational devices are classified by FDA as either non-significant risk devices or 
significant risk devices. 
 
Studies Involving Non-Significant Risk Devices 
 
Sponsors are responsible for making the initial risk assessment regarding an 
investigational device.  A non-significant risk device by definition is one that does not 
present significant risk to the research participants.  Investigators should clearly explain 
in their applications to the IRB why the sponsor believes the device presents no 
significant risk to study participants and provide supporting information, such as reports 
of prior investigations.  The investigator should also inform the IRB whether the FDA 
has made a risk assessment and what the results of those assessments were. 
 
The IRB then will make an independent assessment of the risk of the investigational 
device to be used in the study.  If the IRB agrees that the device poses no significant 
risk to research participants, the investigator will not be required to obtain an IDE from 
the FDA to conduct the study.  If the IRB instead believes that the device poses 
significant risk to research participants, the investigator will be notified by the IRB.  The 
investigator in turn is required to notify the sponsor, within 5 business days, of the IRB’s 
decision, and the sponsor must then notify the FDA of the IRB determination regardless 
of whether the study is ultimately conducted at CDU. 
 
Investigations determined by the IRB to involve a significant risk device, will be 
reviewed according to the requirements described below. 
 
Following the IRB determination of the risk involved, the IRB will review the protocol to 
make a risk/benefit assessment and consider the acceptability of the consent form, as 
described elsewhere in this manual. 
 
Studies Involving Significant Risk Devices 
 
Sponsors are responsible for making an initial risk assessment regarding an 
investigational device.  A significant risk device by definition is an investigational 
medical device that presents a serious risk to the health or safety of the research 
participants.  Such a device is: 
 

1. Intended for use as an implant. 
2. Purported to be useful in supporting or sustaining human life. 
3. Intended for a use that is of substantial importance in diagnosing, curing, 

mitigating or treating diseases, or otherwise preventing impairment of human 
health. 

4. One that otherwise presents a serious risk to the health, safety, or welfare of 
participants. 

 
Investigators should clearly explain in their protocol whether the sponsor believes that a 
device poses a significant risk to participants when used in the context of the research 
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activity, and if so, why.  In addition, the IRB should be informed of results of any FDA 
risk assessment of the device.  Supporting information, such as reports of prior 
investigations or risk determinations, should be provided. 
 
The IRB will make an independent assessment of the risk of the investigational device 
to be used in the study.  If the IRB agrees that the device poses significant risk to 
research participants, the investigator will be required to obtain an IDE from the FDA to 
conduct the study. 
 
Following the IRB determination of the risk presented, the IRB will make a risk/benefit 
assessment and determine the acceptability of the consent form in accordance with 
normal review procedures described in this Manual.  Additional information regarding 
how to obtain an IDE from the FDA can be obtained by calling OPHS. 
 
Emergency Use of a Test Article 
 
The medical faculty often request that the IRB grant permission to treat patients, on an 
emergency basis, with experimental drugs or devices.  Since the IRB provides only 
prospective risk/benefit evaluation of research, their review activities do not extend to 
emergency use of a test article because that is viewed as medical practice. 
 
FDA regulations permit the emergency use of an investigational drug, biologic or device 
when a patient is in an immediately life-threatening situation for which no standard 
acceptable treatment is available and there is not sufficient time to obtain IRB approval 
[21 CFR 56.102(d)].  The emergency use exemption should not be confused with 
research designed to evaluate an intervention to be used in emergency situations (e.g. 
in the emergency room).  The IRB is required to prospectively review all research on 
emergency or critical care procedures. 
 
Consistent with FDA rules, the IRB reiterates the following statement: 
 
“Because research is planned in advance, and medical emergencies of course are not, 
there is NO such thing as “emergency research”. 
 
Emergencies that involve patient care are “medical emergencies” and are to be 
resolved, as always, by the physician(s)-in-charge rendering “best patient care” and 
“best medical practice.” 
 
Should the experience derived from a “medical emergency” engender a plan to treat 
additional patients in order to test the efficacy of experimental treatments, complete 
research protocols and informed consent form(s) must be submitted for CDU IRB 
review prior to the commencement of such research. 
 
The emergency use of a test article must be reported to the IRB within 5 working days 
[21CFR56.104].  Notification of an Emergency Use is not an IRB approval or an 
indication that the specific use has been reviewed by the IRB.  Formal approval of a 
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protocol requesting the use of an investigational product may be obtained only through 
full IRB review.   
 
The IRB will not review submissions seeking approval of emergency requests to 
administer experimental drugs or procedures to a patient.  Therefore, physicians are 
advised to seek written Departmental Approval for such emergency requests and to 
copy the IRB on all correspondence.  This process would bring the emergency request 
into compliance with FDA regulations [21 CFR56.104]. 
 
Procedures for Emergency Use of a Test Article 
 
Physicians must follow the procedures set forth below before administering an 
investigational product to a patient. 
 

1. Obtain authorization from the IND or IDE holder or the FDA, if an approved IND 
or IDE exists. 

2. Obtain an independent assessment and approval by the Department Chair (or a 
designee, if the Chair is involved in the patient’s care). 

3. Check with the IRB to confirm that there has been no prior emergency use of the 
test article at CDU. 

4. Obtain legally valid informed consent from the patient or legal representative. 
5. Report to the IRB within 5 working days after actually administering the test 

article.  The report should include the written confirmation of the approval of the 
Department Chair and a description of the patient’s response to the treatment. 

 
It is important to remember that for situations meeting the definition of Emergency Use 
as defined above, a physician is allowed an exemption from prior review and approval 
by the IRB.  No other term for Emergency Use is used by the CDU IRB.  Any 
subsequent use of the investigational product at CDU would require prospective review 
by the IRB, regardless of whether the same physician or a different physician wants to 
administer the investigational drug, biologic, or device. 
 
NOTE:  Providing notice to the IRB of Departmental approval of an Emergency Use 
should not be misconstrued as approval by the IRB. 
 
Occasionally, a sponsor will agree to allow the emergency use of a test article, but 
requires “an IRB approval letter” before the test article can be shipped.  If this happens, 
please call OPHS for advice on how to proceed.  The Chairperson may be able to 
provide a letter to a sponsor stating that the CDU IRB is aware of the proposed 
emergency use and that the use appears to meet the requirements of [21 CFR 
56.102(d)].  The Chairperson cannot, however, report “IRB approval” without full 
committee review of a protocol. 
 
FDA regulations governing investigational drugs, devices, and biologics are not 
intended to “limit the authority of a physician to provide emergency medical care, to the 
extent the physician is permitted to do under applicable federal, state, or local law.”  The 
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FDA regulations state that “Emergencies that involve patient care are ‘medical 
emergencies’ and are to be resolved, as always by the physician(s)-in-charge rendering 
… best medical practice.” 
 
Frequently Asked Questions 
 
What is a Treatment IND? 
 
A Treatment IND is a mechanism for providing eligible participants with investigational 
drugs (INDs) for the treatment of serious and life-threatening illnesses for which there 
are no satisfactory alternative treatments. 
 
A Treatment IND may be granted after sufficient data have been collected to show that 
the drug “may be effective” and does not have unreasonable risks.  A sponsor applies a 
Treatment IND to an existing IND.  Treatment protocols are planned and cover an 
unspecified number of patients. 
 
There are four requirements:  1) the drug is intended to treat a serious or immediately 
life threatening disease; 2) there is no satisfactory alternative; 3) the drug is already 
under investigation; 4) the sponsor is actively pursuing marketing approval. 
 
Treatment IND protocols require full IRB review.  The process or obtaining IRB approval 
is the same as that for standard research protocols. 
 
What are the rules regarding IRB review of Off Label Uses? 
 
If the physician uses or plans to use data collected from off label use of an approved 
drug or device to prove or disapprove a hypothesis, the Investigator must then follow 
the regulations and guidelines as put forth in the Code of Federal Regulations including 
obtaining FDA approval, and IRB approval. 
 
Conversely, if the use of the medication is for the “practice of medicine” and a marketed 
product is used in a manner that is not approved in the labeling, the FDA does not 
require the submission of an Investigational New Drug Application, Investigational 
Device Exemption, or review by an Institutional Review Board.  It is the physician’s 
responsibility to base off label use on firm scientific rationale and on sound medical 
evidence and to document the product’s use and effects. 
 
What is “Emergency Use”? 
 
Emergency Use is defined as the use of an investigational product in a human 
participant with a life-threatening condition in which no standard acceptable treatment is 
available and in which there is insufficient time to obtain IRB approval for an 
investigational study. 
 
The following conditions must be met to justify emergency use: 
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1. There is a high likelihood of death or serious outcomes unless the course of the 
disease is interrupted; (AND) 

2. No alternative method or recognized therapy is available that provides an equal 
or greater likelihood of saving the participant’s life; (AND) 

3. The participant is in a life-threatening situation requiring intervention before 
review at a convened meeting. 

 
The Procedures for Emergency Test Product Use 
 
The emergency use of an unapproved investigational drug requires an IND or IDE.  
Contact the manufacturer and determine if the drug or device can be made available for 
emergency use under the company’s IND/IDE. 
 
The sponsor may request acknowledgment that the IRB is aware and recognizes such 
emergency use.  If required, this acknowledgment can be obtained in an expedited 
mechanism through contact with the Sponsor’s Office of Regulatory Affairs. 
 
A circumstance may arise in which an existing IND/IDE does not exist or the 
manufacturer is unwilling to sponsor the physician under an existing IND/IDE.  In such 
situations, the FDA may issue an IND/IDE directly to the physician.  Requests for such 
authorization can be made by telephone: 
 
FDA Center for Drug Evaluation and Research (CDER) Drug Information Branch at 
(301) 827-4573 
 
Division of Emergency and Epidemiological Operations  
 Normal Business Hours 

o 301-443-4667  
o 301-443-1240 

 Off Hours  
o (202) 857-8400 
o (301) 443-1240 
o (301) 443-4667  

 
It is necessary to notify the FDA’s Investigational Drug Service that an emergency 
investigational drug has been ordered (215) 349-8817 or the off-hours pager (215) 960-
9565.  Provide the physician’s name, the patient’s name, the name of the agent to be 
used, the IND number and an office or pager number where the physician can be 
reached. 
 
A consent form must be typewritten and signed by the patient or patient’s legally 
authorized representative before the agent is administered. 
 
Exception:  There is an exception for participants who are in need of emergency 
medical intervention but cannot give informed consent because of their life-threatening 
medical condition and who do not have a legally authorized person to represent them.  
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In such circumstances, the investigator and a second physician who is not otherwise 
participating in the investigation or care of the patient must document. 
 

1. The criteria that the patient met for emergency use of investigative article 
2. AND the lack of alternatives 
3. AND the inability to obtain consent from the participant 
4. AND the methods used to reach a legally authorized representative and/or 

relatives 
5. AND the lack of sufficient time to obtain the aforementioned consent 

 
The physician must submit a report to the IRB within 5 working days after the use of the 
test product.  The report should include details of the emergency situation that 
warranted use of the test article, the protocol that was followed, a copy of the signed 
consent form, and any adverse events. 
 
FDA regulations require that any subsequent use of the investigational product have 
prospective IRB approval.  Data from emergency sue situations may not be utilized for 
investigational purposes. 
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CHAPTER 13.  STATE OF CALIFORNIA SPECIAL REQUIREMENTS 
 
State of California Cancer Reporting System 
 
In 1985 the California State Legislature enacted Assembly Bill No. 136 mandating that 
the California State Department of Health Services (CSDHS) establish a statewide 
system for “the collection of information concerning the incidence of cancer.”  The State 
of California Cancer Reporting System is now California State Law (Chapter 841, 
Statues of 1985). 
 
In accordance with this California State Law, it is required to report all cases of cancer 
(defined as a malignant neoplasms, including carcinoma in situ, which is specified in 
Volume I of the 1986 (California Cancer Reporting system Standards and as set forth in 
the International Classification of Diseases for Oncology field Trial Edition 1986) which 
are diagnosed or treated on campus.  It is mandated to report these cases regardless of 
where the patient resides. 
 
Schedule III Drug Legislation Policy (Effective March 16, 2005) 
 
As of January 1, 2005, all Schedule III substances, whether dispensed by the prescriber 
or through pharmacy, must be reported to the controlled utilization review and 
evaluation system (CURES) [Senate Bill 151; Burton, Chapter 406, States of 2003].  
Information pertaining to this may be accessed online at:   
 
http://www.leginfo.ca.gov/pub/03-04/bill/sen/sb_0151-
0200/sb_151_bill_20030917_history.html 
 
To comply with this procedure, complete names, addresses, and diagnosis code would 
be required to be reported to the CURES program, regulated by the Department of 
Justice.  Due to the concern of possible confidentiality issues by the reporting of 
dispensing of testosterone to study participants to the Department of Justice and the 
possible necessity of un-blinding study participants, the following requirements were 
made by the CDU IRB: 
 
‘Department of Justice’ is listed with other institutions that may review participant 
information under the Privacy and Confidentiality section of the study informed consent 
form.  The text within this section should read: 
 
Authorized representatives of the Food and Drug Administration (FDS) [or a funding 
agency, such as the National Institutes of Health], the manufacturer of the drug [device] 
being tested [inset name of company], and the Department of Justice [if using 
Schedule III Drugs] may need to review records of individual participants.  As a result, 
they may see your name; but they are bound by rules of confidentiality not to reveal 
your identity to others. 
 

http://www.leginfo.ca.gov/pub/03-04/bill/sen/sb_0151-0200/sb_151_bill_20030917_history.html
http://www.leginfo.ca.gov/pub/03-04/bill/sen/sb_0151-0200/sb_151_bill_20030917_history.html
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The method of reporting and to whom it will be reported must be included in the 
application for study review in Section VIII. Protocol Summery, Item 10C. 
 
Experimental Subject’s Bill of Rights 
 
California Assembly Bill 1752:  Human Experimentation, which became effective 
January 1, 1979, provides that all investigators doing a “medical experiment” must offer 
their subjects a copy of the “Experimental Subject’s Bill of Rights”.  Failure to do so may 
result in civil or criminal penalties. 
 
A medical experiment is defined in the bill as: 
 
“The severance or penetration or damaging of tissues of a human subject, or the use of 
a drug or device as defined in section 26009 of 26010 (of the Health and Safety Code), 
electromagnetic radiation, heat or cold, or a biological substance or organism, in or 
upon a human subject in the practice or research of medicine in a manner not 
reasonably related to maintaining or improving the health of such subject or otherwise 
directly benefiting such subject…” 
 
Thus, for studies classified as a medical experiment (as defined above), the 
Experimental Subject’s Bill of Rights must be given to participants along with a copy of 
the consent form or information sheet for the study and is a requirement of the CDU 
IRB.  This should be placed as the last page of the study consent document. 
 
Studies classified as Social/Behavioral will be review by the CDU IRB on a case-by-
case basis to determine whether the Experimental Subject’s Bill of Rights is required. 
 
Participant’s Social Security Number 
 
A number of states have enacted legislation that does away with the use of social 
security numbers in the public arena.  California enacted the law effective January 1, 
2003.  Although social security numbers can be used internally in a company (i.e., to 
pay claims since this is how the medical industry is based), they cannot be used 
externally.  Investigators should use some other identifier that is not the participant’s 
social security number. 
 
Informed Consent Must Identify Financial Interest or Stake 
 
California law requires a statement disclosing any financial stake or interest by the 
investigator and institution (California Health and Safety Code Section 24173) prior to 
enrolling a human participant in a research study. 
 
If an investigator on a research study has indicated a financial interest in a study, the 
following must appear in the introductory paragraph of the research study’s consent 
document. 
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“Charles R. Drew University of Medicine and Science and Drs. __________ and 
_________ are being paid by ______________ to conduct this study.” 
 
Reporting Suspected Abuse of Children, Elderly Individuals, and Others 
 
Under California law, health practitioners (among others) are required to report to 
appropriate authorities when there is good reason to believe that a child or an elderly or 
dependent adult has been abused.  They are required to also report an injury that 
indicates possible abuse of an elder or dependent child or if they have personally 
treated a patient with injuries from an apparent assault [Child Abuse and Neglect 
Reporting Act, Cal. Penal Code, Section 11165 et seq.; Elder Abuse and Dependent 
Adult Civil Protection Act, Cal. Welfare & Inst. Code, Section 15601 et seq.; Reports of 
Injuries, Cal. Penal Code, Section 11160 et seq.]. 
 
The state law differentiates between required reporting of physical abuse or injury of 
elders and dependent adults and the endangering of “emotional well-being”.  
Investigators are reminded that state law periodically changes and does vary from state 
to state.  Investigators conducting research outside of California should familiarize 
themselves with the applicable local reporting requirements. 
 
Health practitioners required to report include:  physicians, surgeons, psychiatrists, 
psychologists, dentists, residents, interns, podiatrists, chiropractors, licensed nurses, 
dental hygienists, optometrists, and any other person who is currently licensed under 
Division 2 of the Business and Professions Code.  They also include marriage, family 
and child counselors, emergency medical technicians, paramedics, and others certified 
under Division 2.5 of the Health and Safety Code, psychological assistants, marriage, 
family and child counselor trainees and interns, county public health employees who 
treat children for venereal disease or any other condition, and coroners, medical 
examiners, and others who perform autopsies. 
 
Child Abuse 
 
Any person who is employed as a child care custodian, medical practitioner, or non-
medical child care practitioner, or employee of a child protective agency who has 
knowledge of or observes a child who has been abused or reasonably suspects has 
been the victim of child abuse is required to report “the known or suspected instance of 
child abuse to a child protective agency immediately or as soon as possible by 
telephone and to prepare and send a written report thereof within 36 hours of receiving 
the information concerning the incident.” [Section 11166 of the Penal Code] 
 
Child abuse reports are confidential though reports of suspected abuse are disclosed 
under special conditions as described in Penal Code Section 1167.5. 
 
Elder Abuse 
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Investigators are required to report instances of known physical abuse, reasonable 
appearance of physical abuse, or when they are told by an elderly person or dependent 
adult that abuse has occurred.  Physical abuse of an elder and reporting requirements 
are defined as: 
 
Any elder or dependent adult care custodian, health practitioner, or employee of a 
county adult protective services agency or a local law enforcement agency, who in the 
scope of his or her employment, either has observed an incident that reasonably 
appears to be physical abuse, as observed a physical injury where the nature of the 
injury, its location on the body, or the repetition of the injury, clearly indicates that 
physical abuse has occurred, or is told by an elder or dependent adult that he or she 
has experienced behavior constituting physical abuse, shall report the known or 
suspected instance of physical abuse either to the long-term care ombudsman 
coordinator or to a local law enforcement agency when the physical abuse is alleged to 
have occurred in a long-term care facility, or to either the county adult protective 
services agency or to a local law enforcement agency when the physical abuse is 
alleged to have occurred anywhere else, immediately or as soon as possible by 
telephone, and shall prepare and send a written report thereof within 36 hours.  [Section 
15630(a) of the Penal Code] 
 
In addition, other forms of abuse inflicted upon an elder or dependent adult that 
endangers the person’s well being “…in any other way, may report such known or 
suspected instance of abuse either to a long-term care ombudsman coordinator or to a 
local law enforcement agency when the abuse is alleged to have occurred in a long-
term care facility, or to either the county adult protective services agency or to a local 
law enforcement agency when the abuse is alleged to have occurred anywhere else.”  
[Section 15630(b) of the Penal Code] 
 
Other persons may report child or elder abuse, even if they are not required to do so.  
The IRB expects all investigators, including their staff who becomes aware of possible 
abuse of a child or an elder or dependent adult to report the matter even if they are not 
a licensed health practitioners.  No supervisor or administrator may impede or inhibit 
reporting, nor may a person making a report be subject to any sanction. 
 
Definitions 
 
Abuse:  Intentionally or recklessly causing or attempting to cause bodily injury or 
causing reasonable apprehension of imminent serious bodily injury to himself, herself, 
or another 
 
Child:  A person under the age of 18 years 
 
Child Abuse or Neglect:  Includes sexual abuse, sexual exploitation, other physical or 
emotional abuse, severe or general neglect of the child’s needs (food, clothing, shelter, 
medical care, and willful cruelty or unjustifiable punishment of a child). 
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Child Care Custodian:  Includes teachers, administrative officers, supervisors of child 
welfare or attendance, or certified personnel employees of any public or private school; 
administrators of a public or private day camp; licensed day care workers; 
administrators of community care facilities licensed to care for children; Headstart 
teachers; licensing workers or licensing evaluators; public assistance workers; 
employees of a child care institution including, but not limited to, foster parents, group 
home personnel, and personnel of residential care facilities; and social workers or 
probation officers. 
 
Dependent Adult:  Any person between the ages of 18 and 64 years, who has physical 
or mental limitations that restrict his or her ability to carry out normal activities or to 
protect his or her rights including, but not limited to, persons who have physical or 
developmental disabilities or whose physical or mental abilities have diminished 
because of age.  It includes all such persons admitted to a 24-hour health facility. 
 
Elder:  Any person residing in California who is 65 years of age or older. 
 
Abuse of an Elder or a Dependent Adult:  Physical abuse, neglect, fiduciary abuse, 
abandonment, isolation, or other treatment with resulting physical harm or pain or 
mental suffering, or the deprivation by a care custodian of goods or services that is 
necessary to avoid physical harm or mental suffering. 
 
Medical Practitioner:  Includes physicians and surgeons, psychiatrists, psychologists, 
dentists, residents, interns, podiatrists, chiropractors, coroner, licensed nurses, dental 
hygienists, or any other person who is licensed under Division 2 (commencing with 
Section 500) of the Business and Professions Code. 
 
Non-medical Practitioner:  Includes state or county public health employees who treat 
minors for venereal disease or any other condition; paramedics; coroner, marriage, 
family, or child counselors; and religious practitioners who diagnose, examine, or treat 
children. 
 
Neglect of an Elder or Dependent Adult:  The negligent failure of any person having 
the care or custody of an elder or a dependent adult to exercise that degree of care 
which a reasonable person in a like position would exercise.  Neglect includes, but is 
not limited to: 
 

1. Failure to assist in personal hygiene, or in the provision of food, clothing or 
shelter; 

2. Failure to provide medical care for physical and mental health needs; 
3. Failure to protect from health and safety hazards; and 
4. Failure to prevent malnutrition. 

 
Reasonable Suspicion:  An objectively reasonable suspicion that a person would 
entertain, based upon facts that could cause a reasonable person in a like position, 
drawing when appropriate upon his or her training and experience, to suspect abuse. 
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Reporting Abuse or Neglect of a Child:  Reports of known or suspected child abuse 
or neglect should be reported immediately, by telephone, to a child protective agency 
and be followed by a written report within 36 hours. 
 
Confidentiality:  The identity of persons filing reports is confidential, but may be made 
known to appropriate licensing, law enforcement, and protective service agencies. 
 
Protection from Liability:  No health professional or other mandated report will be 
subject to civil or criminal liability for filing a report of known or suspected abuse.  Non-
mandated reporters are protected as well, unless it is shown that the person knowingly 
filed a false report. 
 
Immunity from Liability and Legal Fees:  Reports of child or elder abuse/neglect are 
confidential.  In addition, health professionals are immune from civil or criminal liability 
for making required reports.  Other individuals who file reports (but who are not required 
to do so) are immune if they acted in good faith.  Health professionals who are sued for 
filing a required report of child or elder abuse/neglect will be reimbursed up to $50,000 
for legal expenses incurred while defending the suit, if the judge dismisses the action or 
if they prevail at trial.  The billing rate reimbursed may not exceed the hourly rate 
charged by the state Attorney General. 
 
Failure of a health professional to file a required report is a misdemeanor, punishable by 
a fine of up to $1,000 or confinement in the county jail for up to six months, or both. 
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CHAPTER 14.  VULNERABLE POPULATIONS 
 
POLICY 
 
Research involving vulnerable populations at CDU will be reviewed and conducted 
according to regulations of the Department of Health and Human Services (DHHS) – 
Subpart B (pregnant women, human fetuses, and neonates), Subpart C (prisoners), and 
Subpart D (children) of the DHHS regulations (45CFR46) and FDA regulations 
(21CFR50) Subpart D, as well California State law governing such research. 
 
GUIDANCE 
 
Vulnerable populations include those whose diminished autonomy compromises their 
ability to give informed consent to participate in research.  Children, pregnant women, 
fetuses, neonates, mentally handicapped, prisoners, and economically or educationally 
disadvantaged are among the groups most often identified as being vulnerable.  
However, depending on context or circumstances, students, employees, patients in 
emergency rooms, institutionalized persons and people who are not fluent in English 
may also be considered vulnerable.  As a rule, anyone in a situation where his or her 
ability to give informed consent is compromised or eliminated should be considered 
vulnerable.   
 
14.1  RESEARCH INVOLVING CHILDREN 
 
GUIDANCE 
 
Children are considered vulnerable research population because their emotional and 
intellectual capacities may be limited and they are not of a legal age to give informed 
consent.  The IRB is responsible for assuring that Principal Investigators conducting 
research with children comply with additional requirements as set forth by the DHHS in 
45CFR46 Subpart D and FDA regulations at 21CFR50 Subpart D.  During its 
deliberations, the IRB will consider the degree of risk and potential benefit of the 
proposed activity and whether it is appropriate to obtain the assent of the minor. 
 
Applicable Terms and Definitions 
 
Assent:  A child’s affirmative agreement to participate in research.  Mere failure to 
object should not, absent affirmative agreement, be construed as assent.  (See Assent 
by Children). 
 
Children:  Persons who have not attained the legal age to give consent for their own 
medical or dental care.  A person is deemed to be a minor in California, if he/she is less 
than18 years old (age of majority is reached the day prior to the individual’s birth date). 
 
Emancipated Minor:  A legal status conferred upon persons who have not yet attained 
the age of legal competency as defined by California law (18 years of age), but who are 
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entitled to treatment as if they had by virtue of assuming adult responsibilities, such as 
self-support, marriage, or procreation. 
 
Guardian:  An individual who is authorized under applicable State or local law to 
consent on behalf of a child to general medical or dental care.  
 
Minimal Risk:  The probability and magnitude of harm or discomfort anticipated in the 
research are not greater, in and of themselves than those ordinarily encountered in daily 
life or during the routine physical or psychological examinations or tests. 
 
Parent:  A child’s biological or adoptive parent. 
 
Permission:  The agreement of parent(s) or guardian to the participation of their child 
or ward in research. 
 
Categories of Risk 
 
Depending on the risk/benefit ratio, research involving children is divided into four 
categories of risk. 
 
 Categories of Risk Protocol Requirements 

1 Research not involving greater 
than minimal risk. [45CFR46.404] 

Protocol must contain adequate provisions 
for soliciting the assent of the children (or 
waiver of assent if applicable) and the 
permission of their parents or guardians. 

2 Research involving greater than 
minimal risk but presenting the 
prospect of direct benefit to the 
individual subject [45CFR46.405]. 

Protocol must detail how: 
• The risk is justified by the anticipated 

benefit to the subject; 
• The relation of the anticipated benefit to 

the risk is at least as favorable to the 
subjects as that presented by available 
alternative approaches; and 

• Adequate provisions are made for 
soliciting the assent of the children (or 
waiver of assent if applicable) and 
permission of their parents/guardians 

3 Research involving greater than 
minimal risk and no prospect of 
direct benefit to individual subjects, 
but likely to yield generalizable 
knowledge about the subject’s 
disorder or condition. 

Protocol must detail how: 
• The risk represents a minor increase 

over minimal risk; 
• The intervention or procedure presents 

experiences to the subjects that are 
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[45CFR46.406] reasonably commensurate with those 
inherent in their actual or expected 
medical, dental, psychological, social or 
educational situations; 

• The intervention or procedure is likely to 
yield generalizable knowledge about the 
subject’s disorder or condition which is of 
vital importance for the understanding or 
amelioration of the subject’s condition; 
and 

• Adequate provisions are made for 
soliciting assent of the children and 
permission of their parents or guardians. 

4 Research not otherwise 
approvable which presents an 
opportunity to understand, prevent 
or alleviate a serious problem 
affecting the health or welfare of 
children. [45CFR46.407] 

Research that does not meet the 
requirements in 1-3 may be conducted only if 
the IRB determines 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, in which case the assent of the 
children and the permission of their 
parents or guardians are to be obtained; 
and 

• The Secretary of DHHS, after 
consultation with a panel of experts in 
pertinent disciplines (e.g. science, 
medicine, education, ethics, law) and 
following opportunity for public review 
and comment, that the research in fact 
satisfies the above criteria, or 
1. The research presents a reasonable 

opportunity to further the 
understanding, prevention or 
alleviation of a serious problem 
affecting the health and welfare of 
children; 

2. The research will be conducted in 
accordance with sound ethical 
principles;  

3. Adequate provisions are made for 
soliciting the assent of the children 
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and the permission of their parents or 
guardians. 

 
NOTE:  The IRB will make the final determination regarding category of risk and will 
review accordingly. 
 
Permission by Parents or Guardians 
 
When children are involved in research, federal regulations require the permission 
(consent) of the parent(s) or legal guardian(s).  Where parental permission is to be 
obtained, the IRB may find that the permission of one parent is sufficient for research to 
be conducted under Categories 1 and 2 (45 CFR 46.404 or 46.405).   
 
Where research is covered by Categories 3 and 4 (46.406 and 46.407) and permission 
is to be obtained from parents, both parents must give their permission unless one 
parent is deceased, unknown, incompetent, or not reasonably available, or when only 
one parent has legal responsibility for the care and custody of the child. 
 
If the research is designed for conditions or for a participant population for which 
parental/guardian permission is not a reasonable requirement to protect the participants 
(i.e. neglected or abused children), the IRB may waive the consent requirement but 
must provide an appropriate mechanism for protecting the children. 
 
Assent by Children 
 
Although they are legally incapable of giving informed consent, children (generally 7-9 
years of age or older) may possess the ability to assent, or refuse participation in a 
research study.  Assent is a child’s affirmative agreement to participate in a research 
study.  Failure to object to participation cannot be construed as assent 
[45CFR46.402(b)] and assent is not valid if coerced. 
 
Assent is always required when the research: 
 
Does not involve interventions with the prospect of benefit to the participant, and the 
child is able to comprehend and appreciate what it means to be a volunteer for the 
benefit of others. 
 
A plan for obtaining assent (or justification for a waiver of assent) must be included as 
part of the protocol for any study involving children. 
 
A child who is asked to assent should be given an explanation of the proposed research 
procedures in a vocabulary and language that is appropriate to the child’s age, 
experience, maturity, and medical condition.  This explanation should include a 
discussion of any discomforts and inconvenience the child may experience if he or she 
agrees to be in the study. 
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Assent must be respected.  If assent is solicited, the investigator must abide by the 
child’s decision.  If the child refuses to assent to participation in a study, and the IRB 
has determined that assent of the child is required, the child’s parent(s) or legal 
guardian may not override the child’s decision. 
 
To obtain valid written assent, the investigator must use an IRB approved assent form.  
Upon reaching age 18, the participant should sign the IRB approved adult consent from 
for the study. 
 
NOTE:  While federal regulations do not require that the participant, upon maturity, sign 
the adult consent form, the IRB recommends that this be done to respect the 
participant’s autonomy. 
 
The IRB will determine that adequate provisions are made for soliciting the assent of 
children, when, in their judgment, the children are capable of providing assent.  In order 
to make that judgment, the IRB will consider the ages, maturity and psychological state 
of the participants.  This judgment may be made for all children to be involved in 
research under a particular protocol, or on an “as appropriate” basis for each child, as 
the IRB deems appropriate. 
 
Documentation of Permission and Assent 
 
In cases where permission of a parent/guardian is required, it must be documented in 
accordance with informed consent requirements (see Informed Consent).  For research 
where assent is also required, the IRB will determine whether and how it is to be 
documented.  Generally, the use of an assent form is appropriate. 
 
Waiver of Assent 
 
If an investigator believes that assent is not appropriate, a waiver must be specifically 
requested, described, and justified in the protocol. 
 
If the IRB determines that the capability of some or all of the children is so limited that 
they cannot reasonably 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 
the children is not a necessary condition for proceeding with the research.  Even where 
the IRB determines that the participants are capable of assenting, the IRB may still 
waive the assent requirement under the same circumstances in which consent may be 
waived (see Policy 7.4 on Waiver of Informed Consent Requirement). 
 
Emancipated Minors 
 
Individuals under the age of 18 who are considered emancipated minors by California 
State may be able to consent to research participation for themselves.  Although not 
specifically addressed by California statute, there may be instances where participation 
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in a clinical trial is the participant’s only way to receive a particular form of treatment that 
may be beneficial.  The IRB shall consider the inclusion of emancipated minors in 
research, absent parental or guardian consent, on a case-by-case basis.  The IRB shall 
consider the participant’s ability to comprehend what is being proposed, and the 
intervention or procedure involved in the research must offer a prospect of direct benefit 
that is important to the health or well-being of the minor and is not available outside the 
context of the research protocol. 
 
Children Who are Wards  
 
Children who are wards of the State or other agency, institution or entity, can be 
included in research under categories 1 and 2 without any additional requirements 
posed by their status. 
 
However, they may only be included in research under categories 3 and 4 if such 
research is: 
 

1. Related to their status as wards; or 
2. Conducted in schools, camps, hospitals, institution, etc., in which the majority of 

the children involved are not wards. 
 
Research approved under categories 3 and 4 shall require the appointment of an 
advocate for each child who is a ward, in addition to any other individual acting on 
behalf of the child as guardian or IN LOCO Parentis.  The IRB will be responsible for 
appointing an individual who has the background and experience to act in, and agrees 
to act in, the best interest of the child for the duration of the child’s participation in the 
research.  The advocate must not be associated in any way (except in the role as 
advocate) with the research or clinical investigation, the investigator(s), or the guardian 
organization.  When circumstances allow, a member of the IRB may serve as an 
advocate.  One individual may act as advocate for more than one child.  Research 
involving wards of the court may require an order from the judge in addition to the 
permission from the person in charge of taking care of the child. 
 
The advocate must be present during the informed consent process and be available 
throughout the duration of the research to address any questions or concerns 
encountered by the participants.  The PI will send reports on the participant’s 
participation to the advocate at regular intervals.  The IRB will determine the frequency 
of that reporting based on issues including the level of risk to participants, on a protocol-
by-protocol basis. 
 
PROCEDURES 
 
Submission Requirements for Protocols Involving Children to the IRB 
 
The principal Investigator (PI) must submit the following in addition to all other required 
documents for protocol submission to IRB. 
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Complete Application for Study Review and check off “Minors” under Section VIII. 
Summary Information, Item 2 (Subject Population) 
 
For protocols that will require assent from the participant, an assent form and parental 
consent form must be included as part of the submission packet. 
 
IRB Review of Research Involving Children 
 
Protocols involving children will be assigned to reviewers with the appropriate expertise 
to evaluate the use of the procedure/intervention in a pediatric population.  The IRB will 
determine which category of risk is applicable to an individual protocol and conduct its 
review accordingly. 
 
14.2  RESEARCH INVOLVING PREGNANT WOMEN, HUMAN FETUSES, AND 

NEONATES 
 
POLICY 
 
All research involving pregnant women, human fetuses, and neonates shall be 
conducted and reviewed in compliance with the additional DHHS requirements as set 
forth in 45 CFR 46 Subpart B. 
 
GUIDANCE 
 
Applicable Terms and Definitions 
 
Dead Fetus:  A fetus that exhibits neither heartbeat, spontaneous respiratory activity, 
spontaneous movement of voluntary muscles, nor pulsation of the umbilical cord (if still 
attached). 
 
Delivery:  Complete separation of the fetus from the woman by expulsion or extraction 
or any other means. 
 
Fetus:  The product of conception from implantation until delivery.   
 
Neonates:  A newborn. 
 
Nonviable neonate:  A neonate after delivery that, although living, is not viable. 
 
Pregnancy:  The period of time from implantation until delivery.  A woman shall be 
assumed to be pregnant if she exhibits any of the pertinent presumptive signs of 
pregnancy, such as missed menses, until the results of a pregnancy test are negative or 
until delivery. 
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Viable:  Being able, after delivery, to survive (given the benefit of available medical 
therapy) to the point of independently maintaining heartbeat and respiration. 
 
Research Involving Pregnant Women or Fetuses 
 
Pregnant women or fetuses may be involved in research if ALL of the following 
conditions are met: 
 

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

 
2. If the research offers the prospect of direct benefit for the pregnant woman or 

the fetus where, 
 

(a) The risk to the fetus is caused solely by the research interventions or 
procedures and 

(b) The risk to the fetus is NOT more than minimal risk and 
(c) The risk is the least possible to achieve the objectives of the research and 
(d) Informed consent is obtained from the pregnant woman in accord with the 

provisions of Subpart A. 
 

3. If the research offers the prospect of direct benefit solely for the fetus where: 
 

(a) The risk to the fetus is caused solely by the research interventions or 
procedures and 

(b) The risk to the fetus is NOT more than minimal risk and 
(c) The risk is the least possible to achieve the objectives of the research and 
(d) Informed consent is obtained from the pregnant woman and the father in 

accord with the provisions of subpart A. 
 

NOTE:  The father’s consent need not be obtained if he is unable to consent 
because of unavailability, incompetence, temporary incapacity or the pregnancy 
resulted from rape or incest. 

 
4. If the research offers no prospect of direct benefit for the pregnant woman or the 

fetus where:  The research is the development of important biomedical 
knowledge which cannot be obtained by any other means; and  

 
(a) The risk to the fetus is caused solely by the research interventions or 

procedures and 
(b) The risk to the fetus is NOT more than minimal risk and 
(c) The risk is the least possible to achieve the objectives of the research and 
(d) Informed consent is obtained from the pregnant woman in accord with the 

provisions of Subpart A. 
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5. Each individual providing consent under paragraph (2), (3) or (4) of this section is 

fully informed regarding the reasonably foreseeable impact of the research on 
the fetus or neonate; 

 
6. No inducements, monetary or otherwise, will be offered to terminate a pregnancy 

 
7. Individuals engaged in the research will have no part in any decisions as to the 

timing, method, or procedures used to terminate a pregnancy; and 
 

8. Individuals engaged in the research will have no part in determining the viability 
of a neonate. 
 

9. Assent and permission will be obtained from children who are pregnant in 
accordance with the provisions of subpart D.  

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

1. Scientifically appropriate, preclinical and clinical studies have been conducted 
and provided data for assessing potential risks to neonates. 

 
2. Each individual providing consent is fully informed regarding the reasonably 

foreseeable impact of the research on the neonate. 
 

3. Individuals engaged in the research will have no part in determining the viability 
of a neonate. 

 
4. The requirements of the following sections, “Neonates of Uncertain Viability” and 

“Nonviable Neonates”, have been met as applicable. 
 
Neonates of Uncertain Viability 
 
Until it has been ascertained whether or not a neonate is viable, a neonate may not be 
involved in research covered by this subpart unless the following additional conditions 
have been met: 
 

1. The IRB determines that: 
 

(a) The research holds out the prospect of enhancing the probability of survival of 
the neonate to the point of viability, and any risk is the least possible for 
achieving that objective, or 
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(b) The purpose of the research is the development of important biomedical 
knowledge which cannot be obtained by other means and there will be no 
added risk to the neonate resulting from the research; and  

 
2. The legally effective informed consent of either parent of the neonate or, if 

neither parent is able to consent because of unavailability, incompetence, or 
temporary incapacity, the legally effective informed consent of either parent’s 
legally authorized representative is obtained in accord with 45CFR 46 subpart A 
of this part, except that the consent of the father or his legally authorized 
representative need not be obtained if the pregnancy resulted from rape or 
incest. 

 
Nonviable Neonates 
 
After delivery nonviable neonates may not be involved in research covered by this 
subpart unless all of the following additional conditions are met: 
 

1. Vital functions of the neonate will not be artificially maintained; 
2. The research will not terminate the heartbeat or respiration of the neonate; 
3. There will be no added risk to the neonate resulting from the research; 
4. The purpose of the research is the development of important biomedical 

knowledge that cannot be obtained by other means; and 
5. The legally effective informed consent of both parents of the neonate is obtained 

in accord with subpart A, except that the waiver and alteration provisions of Sec. 
46.116(c) and (d) do not apply.  However, if either parent is unable to consent 
because of unavailability, incompetence, or temporary incapacity, the informed 
consent of one parent will suffice. 

 
NOTE:  The consent of the father need not be obtained for research involving a 
nonviable neonate if the pregnancy resulted from rape or incest. 
 
The consent of a legally authorized representative of either or both of the parents of a 
nonviable neonate will not suffice. 
 
Viable Neonates 
 
A neonate, after delivery, that has been determined to be viable may be included in 
research only to the extent permitted by and in accord with the requirements of 
45CFR46 Subparts A. 
 
Research Involving, after Delivery, the Placenta, the Dead Fetus or Fetal Material 
 

1. Research involving, after delivery, the placenta; the dead fetus; macerated fetal 
material; or cells, tissue, or organs excised from a dead fetus, shall be conducted 
only in accord with any applicable Federal, State, or local laws and regulations 
regarding such activities. 
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2. If information associated with material described in paragraph (a) above is 

recorded for research purposes in a manner that living individuals can be 
identified, directly or through identifiers linked to those individuals, those 
individuals are research participants and all pertinent subpart of 45 CFR 46 are 
applicable. 

 
Research Not Otherwise Approvable Which Presents an Opportunity to Understand, 
Prevent, or Alleviate a Serious Problem Affecting the Health or Welfare of Pregnant 
Women, Fetuses, or Neonates 
 
The Secretary will conduct or fund research that the IRB does not believe meets the 
requirements of Sec. 46.204 or Sec. 46.205 only if: 
 

1. The IRB finds that the research presents a reasonable opportunity to further the 
understanding, prevention, or alleviation of a serious problem affecting the health 
or welfare of pregnant women, fetuses or neonates; and 

 
2. The Secretary, after consultation with a panel of experts in pertinent disciplines 

(for example:  science, medicine, ethics, law) and following opportunity for public 
review and comment, including a public meeting announced in the Federal 
Register, has determined either: 

 
(a) That the research in fact satisfies the conditions of Sec. 46.204, as 

applicable; or  
(b) The following: 

 
(1) The research presents a reasonable opportunity to further the 

understanding, prevention, or alleviation of a serious problem affecting the 
health or welfare of pregnant women, fetuses or neonates; and 

(2) The research will be conducted in accord with sound ethical principles; 
and 

(3) Informed consent will be obtained in accord with the informed consent 
provisions of subpart A and other applicable subparts of this part. 

 
PROCEDURES 
 
All Principal Investigators proposing such research activities will include, as part of their 
presentation to the IRB, assurances as to the following: 
 

1. Appropriate studies on animals and non-pregnant individuals have been 
completed; 

2. Except where the purpose of the activity is to meet the health needs of the 
mother or the particular fetus, the risk to the fetus is minimal and, in all cases, is 
the least possible risk for achieving the objectives of the activity; 
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3. Individuals engaged in the activity will have no part in: (i) any decisions as to the 
timing, method and procedures used to terminate the pregnancy, and (ii) 
determining the viability of the fetus at the termination of the pregnancy; 

4. No procedural changes which may cause greater than minimal risk to the fetus or 
the pregnant women will be introduced into the procedure for terminating the 
pregnancy solely in the interest of the activity; 

5. No inducements monetary or otherwise, may be offered to terminate pregnancy 
for the purposes of the activity. 

 
14.3  RESEARCH INVOLVING PRISONERS  
 
POLICY 
 
All research involving prisoners shall be conducted and reviewed in compliance with the 
special DHHS requirements as set forth in 45CFR46 Subpart C. 
 
GUIDANCE 
 
The IRB is responsible for assuring that Principal Investigators conducting research with 
prisoners comply with special requirements as set forth in 45 CFR Subpart C.  Prisoners 
may be under certain constraints because of their incarceration, which could affect their 
ability to make a truly voluntary and un-coerced decision whether or not to participate as 
participants in research.  Therefore, additional safeguards exist in order to further 
protect prisoners involved in research activities. 
 
Applicable Terms and Definitions 
 
Prisoner:  Any individual involuntarily confined or detained in a penal institution. The 
term is intended to encompass individuals sentenced to such an institution under a 
criminal or civil statue, individuals detained in other facilities by virtue of statues or 
commitment procedures which provide alternatives to criminal prosecution or 
incarceration in a penal institution, and individuals detained pending arraignment, trial or 
sentencing. 
 
Minimal Risk:  The probability and magnitude of physical or psychological harm that is 
normally encountered in the daily lives or in the routine medical, dental, or psychological 
examination of healthy person [45CFR46.303(d)]. 
 
Permitted Research Involving Prisoners 
 
Biomedical or behavioral research involving prisoners as participants may only be 
conducted if the IRB has approved the research under the regulations as outlined 
above, and the Secretary, DHHS, determines that the proposed research involves 
solely the following: 
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1. A study of the possible causes, effects, and processes of incarceration, and of 
criminal behavior, provided that the study presents no more than minimal risk 
and no more than inconvenience to the subjects; 

2. Study of prisons as institutional structures or of prisoners as incarcerated 
persons, provided that the research presents no more than minimal risk and no 
more than inconvenience to the participants; 

3. Research on conditions particularly affecting prisoners as a class (for example, 
vaccine trials and other research on hepatitis which is much more prevalent in 
prisons than elsewhere; and research on social and psychological problems such 
as alcoholism, drug addiction, and sexual assaults).  The study may proceed only 
after the Secretary of DHHS has consulted with appropriate experts including 
experts in penology, medicine, and ethics, and published notice, in the Federal 
Register, of his intent to approve such research; or 

4. Research on practices, both innovative and accepted, which have the intent and 
reasonable probability of improving the health or well-being of the subject.  In 
cases in which those studies require the assignment of prisoners in a manner 
consistent with protocols approved by the IRB to control groups which may not 
benefit from the research, the study may proceed only after the Secretary has 
consulted with appropriate experts, including experts in penology, medicine and 
ethics, and published notice, in the Federal Register, of the intent to approve 
such research. 

 
PROCEDURES 
 
Protocol Requirements for Research Involving Prisoners 
 
Protocols involving prisoners submitted for approval to the IRB must include the 
following: 
 

1. Justification for the use of prisoners in the study 
2. Study objectives or study aims 
3. Study procedures 
4. Customary treatment or services at the prison (or alternative to incarceration) 

research site(s) for the condition being studied 
5. Description of how risks specific to a prison (or alternative to incarceration) 

setting are minimized 
6. Whether a Certificate of Confidentiality will be obtained by the Principal 

Investigator (PI) of the study 
7. Description of recruitment procedures in the specific prison (or alternative to 

incarceration) setting 
8. Description of how the consent form was modified for use with a prison 

population or specific prisoner and whether a participant who is incarcerated 
subsequent to enrollment in a study will be re-consented. 

 
In addition, the Principal Investigator must submit all other required documents for 
protocol submission to IRB (See Policy 2:  How to Submit a Protocol to the IRB). 
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IRB Review of Research Involving Prisoners 
 
In addition to satisfying the requirements of 45CFR46.116 and 46.117, the IRB will 
comply with the following requirements when reviewing protocols involving prisoners as 
participants: 
 

1. A majority of the IRB (exclusive of prisoner members) shall have no association 
with the prison(s) involved, apart from their membership on the IRB.  
45CFR46.304(a). 

2. At least one member of the IRB will be a prisoner, or a prisoner representative 
with appropriate background and experience to serve in that capacity.  
45CFR46.304(b). 

 
The IRB shall consider the following when reviewing research involving prisoners: 
 

1. The research must fall under one of the permissible categories outlined above 
(See Permitted Research Involving Prisoners). 

2. Any possible advantages accruing to the prisoner through his/her participation in 
the research, when compared to the general living conditions, medical care, 
quality of food, amenities and opportunity for earnings in the prison, are not of 
such a magnitude that his/her ability to weigh the risks of the research against 
the value of such advantages in the limited choice environment of the prison is 
impaired; 

3. The risks involved in the research are commensurate with risks that would be 
accepted by non-prisoner volunteers; 

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

5. The information is presented in language that is understandable to the subject 
population; 

6. Adequate assurance exists that parole boards will not take into account a 
prisoner’s participation in the research in making decisions regarding parole, and 
each prisoner is clearly informed in advance that participation in the research will 
have no effect on his/her parole; and 

7. Where the IRB finds there may be a need for follow-up examination or care of 
participants after the end of their participation, adequate provision has been 
made for such examination or care, taking into account the varying lengths of 
individual prisoners’ sentences, and for informing participants of this fact. 

 
Participants Who Become Prisoners After Enrollment in Research 
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When a participant becomes a prisoner or is detained in an alternative facility in lieu of 
prison after enrollment in a research, the PI must notify the IRB immediately. 
 
If the relevant research protocol was NOT reviewed and approved by the IRB in 
accordance with the requirement of HHS regulations at 45CFR Part 46, all research 
interactions and interventions with, and obtaining identifiable private information about, 
the now-incarcerated prisoner- participant must cease until the requirements of subpart 
C have been satisfied. 
 
NOTE:  In special circumstances in which the PI asserts that it is in the best interests of 
the participant to remain in the research study while incarcerated, the IRB Chairperson 
may determine that the participant may continue to participate in the research until the 
requirements of subpart C are satisfied. 
 
Upon receipt of notification that a previously enrolled research participant has become a 
prisoner, the IRB will promptly re-review the protocol in accordance with the 
requirements of subpart C if the PI wants to have the prisoner participant continue to 
participate in the research. 
 
Prisoner Research Certification 
 
All research involving prisoners conducted or supported by the Department of Health 
and Human Services (DHHS) must be certified by letter from the IRB to the Office for 
Human Research protections (OHRP) that the research was reviewed and approved 
under the requirements of 45CFR46, Subpart C.  The letter will indicate which of the 
four categories of permissible research involving prisoners in 45CFR46.306(a)(2) is 
applicable to the proposed research. 
 
Prisoner- participants may not be enrolled or involved in a study until the IRB receives a 
letter from OHRP that acknowledges receipt of the prisoner certification and indicates 
OHRP’s determination regarding the 45CFR46.306 category.  The IRB will contact the 
PI upon receipt of OHRP’s determination. 
 
14.4  RESEARCH INVOLVING INCAPACITATED OR DECISIONALLY IMPAIRED 

PARTICIPANTS 
 
POLICY 
 
Individuals with diminished autonomy deserve added protection in order to maintain 
their rights and welfare.  For all research involving patients who lack capacity or are 
decisionally-impaired participants, the capacity of the potential research participant shall 
be assessed prior to their enrollment and then periodically throughout the course of the 
research; it will never be presumed that a patient’s condition renders him/her 
incompetent.  A legally authorized representative may consent to an individual’s 
participation in research under the appropriate circumstances.  Under limited 
circumstances, as determined by the IRB and based on risk, potential benefit, and the 
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urgency of initiating treatment, approval for consent to be given by a surrogate such as 
next-of-kin may be granted for a protocol.  Approval for the use of surrogate consent will 
be considered by the IRB for individual protocols in accordance with current Federal 
and State regulations and guidance. 
 
GUIDANCE 
 
Applicable Terms and Definitions 
 
Cognitively Impaired:  Having either psychiatric disorder (e.g., psychosis, neurosis, 
personality or behavior disorders), an organic impairment (e.g., dementia) or 
developmental disorder (e.g., mental retardation) that affects cognitive or emotional 
functions to the extent that capacity for judgment and reasoning is significantly 
diminished.  Others, including persons under the influence of or dependent on drugs or 
alcohol, those suffering from degenerative disease affecting the brain, terminally ill 
patients, and persons with severely disabling physical handicaps, may also be 
compromised in their ability to make decisions in their best interests. 
 
Competence:  Technically, a legal term, used to denote capacity to act on one’s own 
behalf; the ability to understand information presented, to appreciate the consequences 
of acting (or not acting) on that information, and to make a choice (See also:  
Incompetence, Incapacity).  Competence may fluctuate as a function of the natural 
course of a mental illness, response to treatment, effects of medication, general 
physical health, and other factors.  Therefore, mental status should be re-evaluated 
periodically.  As a designation of legal status, competence or incompetence pertains to 
an adjudication in court proceedings that a person’s abilities are so diminished that his 
or her decisions or actions (e.g., writing a will) should have no legal effect.  Such 
adjudications are often determined by inability to manage business or monetary affairs 
and do not necessarily reflect a person’s ability to function in other situations. 
 
Decisionally Impaired:  State of diminished mental capacity that interferes with the 
ability to make sound, informed judgments regarding medical treatment, or, in the 
context of research, regarding participation in research studies. 
 
Health Care Proxy:  Someone a person appoints to make health care decisions on 
his/her behalf in the event that he/she becomes unable to make those decisions for 
him/herself. 
 
Incapacity:  Refers to a person’s mental status and means inability to understand 
information presented, to appreciate the consequences of acting (or not acting) on that 
information, and to make a choice.  Often used as a synonym for incompetence. 
 
Incompetence:  Technically, a legal term meaning inability to manage one’s own 
affairs.  Often used as a synonym for incapacity. 
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Institution:  A residential facility that provides food, shelter, and professional services 
(including treatment, skilled nursing, intermediate or long-term care, and custodial or 
residential care).  Examples include general, mental, or chronic disease hospitals; 
inpatient community mental health centers; halfway houses and nursing homes; alcohol 
and drug addiction treatment centers; homes for the aged or dependent, residential 
schools for the mentally or physically handicapped; and homes for dependent and 
neglected children. 
 
Legally Authorized Representative:  An individual or judicial or other body authorized 
under applicable law to consent on behalf of a prospective subject to the subject’s 
participation in the procedure(s) involved in the research (45CFR46.102).  In the case of 
children, this would be a parent or legal guardian.  For adults, a legally authorized 
representative would have durable power of attorney for health care for the subject or 
some other court order authorizing him/her to be the legal representative. 
 
Next of kin:  The person who is (or persons who are) most closely related to a given 
person. 
 
There are a number of situations where research participants may be or may become 
unable to consent for their own participation in a research protocol.  These guidelines 
include but are not necessarily limited to the following categories of studies: 
 

1. Neurological/Psychiatric studies, where it is anticipated (but not presumed) that 
patients may be or become decisionally impaired. 

 
2. Clinical protocols involving medical conditions which often (but not always) 

render a person physically unconscious or decisionally impaired (i.e. stroke, 
unstable or serious cardiac conditions, shock, mental status changes due to 
fever/infections or other reversible conditions, emergency, trauma and ICU 
research, drug abuse, etc.) 

 
3. All other research that may include participants who might experience fluctuating 

decisional capacity (due to dementia, emotional distress, etc.) 
 
Individuals in a wide variety of situations may have impaired decision-making capacity.  
For example, impairment may occur at times of great stress.  Impaired capacity is not 
limited to individuals with neurologic, psychiatric, or substance abuse problems; 
conversely, individuals with neurologic, psychiatric, or substance abuse problems 
should not be presumed to be decisionally impaired.  Some research questions may be 
answered only by research that involves persons with impaired decision making 
capacity; precluding this research would contribute to needless suffering. 
 
Unlike research involving children, prisoners, pregnant women, and fetuses, no 
additional Department of Health and Human Services (DHHS) regulations specifically 
govern research involving persons who are cognitively impaired.  While limited decision-
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making capacity should not prevent participation in research, it is important to keep in 
mind that additional scrutiny is warranted for research involving this population. 
 
The NIH offers guidance (see Research Involving Individuals with Questionable 
Capacity to Consent:  Points to Consider) to assist IRBs and clinical investigators in 
their effort to protect participants in research who are, or may be, or may become 
decisionally impaired, salient points of which are included below. 
 
Conflicting Roles 
 
Potential and actual research participants, especially those with permanent or transient 
cognitive impairments, may find it difficult to understand the difference between 
research and treatment, and to understand researchers’ multiple roles, making 
“therapeutic misconceptions” particularly problematic, and possibly creating confusion 
among participants and their families.  It is essential that the consent process (including 
consent documents) clearly indicate differences between individualized treatment and 
research and also between clinician and clinical investigator. 
 
Assessing Capacity to Consent 
 
Individual’s capacities, impairments, and needs must be taken into account in order to 
develop practical and ethical approaches to enable them to participate in research.  A 
clear understanding of the implications of various cognitive impairments, along with a 
careful consideration of proposed clinical research methodology, is required.  
Assessment is complex; simply answering a certain number of factual questions about a 
protocol may not be an adequate assessment.  A key factor in participants’ decision 
making is their appreciation of how the risks, benefits, and alternatives to participation in 
the study apply to them personally. 
 
Limited decision-making capacity covers a broad spectrum.  A healthy person in shock 
may be temporarily decisionally impaired.  Another may have been severely mentally 
retarded since birth, while yet a third who has schizophrenia may have fluctuating 
capacity.  Researchers should be sensitive to the differing levels of capacity and use 
assessment methods tailored to the specific situation.  Furthermore, researcher should 
carefully consider the timing of assessment to avoid periods of heightened vulnerability 
when individuals may not be able to provide valid informed consent. 
 
Both IRBs and clinical investigators must keep in mind that decision-making capacity 
may fluctuate, requiring ongoing assessment during the course of the research.  The 
consent process should be ongoing.  The IRB, at its discretion, may require an outside 
witness to observe the consent process. 
 
Determining Who May Consent for Incapacitated or Decisionally Impaired Participants 
 
Federal Regulation allows for consent by a legally authorized representative when a 
research participant is incompetent.  For research purposes, a legally authorized 
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representative is the parent or legal guardian of a minor, someone who is explicitly 
defined in a Health Care Proxy as being able to consent on behalf of the individual to 
participate in research, or someone who is court-appointed as such. 
 
NOTE:  Although Federal and State laws are not specific, there are certain 
circumstances where it may be appropriate to allow a next-of-kin, who may not be a 
legally authorized representative to provide consent on behalf of an individual.  The 
determination as to whether or not it is appropriate to accept consent by a next-of-kin is 
considered for individual protocols by the IRB, and is based on the risk/benefit ratio and 
the implications of delaying study participation for the amount of time it would take to 
appoint a legal guardian.  The following categories for research involving children, 
defined in the Federal regulations in 45CFR46.404, 405, 406, 407, are used as a 
guideline by the IRB in making this determination. 
 
Research not involving greater than minimal risk 
 
Consent should be sought from a legally authorized representative, if reasonably 
available.  If not, a family member, who is aware of the patient’s values and believes the 
participant would have consented to participate may consent to their participation.  The 
relationship between the participant and next-of-kin should be documented in the 
patient’s research/medical record.  (The following order should be used when seeking 
next-of-kin:  Spouse, adult children, parents, adult siblings, grandparents, close friend). 
 
Research involving greater than minimal risk but presenting the prospect of 
direct benefit to the individual participants 
 
A legally authorized representative may consent on behalf of an individual for 
participation in this category of research.  A request for approval of surrogate consent 
(i.e. consent by a family member who is not a legally authorized representative) may be 
considered by the IRB if the research could not otherwise be carried out, and if 
exclusion of those individuals without a legally authorized representative denies them 
access to a potentially beneficial treatment where no other comparable treatment is 
available, and there is genuine uncertainty about the effectiveness of standard care (i.e. 
there is clinical equipoise).  This may include placebo-controlled trials (when the 
research is above and beyond standard of care).  In order to protect the rights and 
welfare of the research participant, the use of a surrogate to consent on behalf of 
another individual in research involving greater than minimal risk will be determined for 
individual protocols by the IRB after careful consideration of the research protocol and 
in accordance with current Federal and State regulations. 
 
The process for determining the appropriate surrogate should be carefully justified by 
the Investigator for review by the IRB at the time of initial submission and, if granted, 
documented in the patient’s medical/research record. 
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Research involving greater than minimal risk and no prospect of direct benefit to 
individual subjects, but likely to yield generalizable knowledge about the 
subject’s disorder or condition 
 
Only a legally authorized representative may consent on behalf of an individual for 
participation in this category of research. 
 
Research not otherwise approvable which presents an opportunity to understand, 
prevent or alleviate a serious problem affecting the health or welfare of humans  
 
Requests under this category of research are extremely rare.  Surrogate consent is 
never acceptable for participation in research falling under this category of research. 
 
In addition to considering the risk/benefit ratio, the IRB will consider the following issues 
when making a determination regarding surrogate consent for a particular protocol in 
any/all categories of research. 
 

1. Will patient care be compromised by restricting participation to those with legally 
authorized representatives? (i.e. could a potentially beneficial treatment be 
denied to patients?) 

2. Will restricting the use of surrogates significantly affect study accrual for a 
beneficial study?  (i.e. could the study practicably be carried out without the use 
of surrogates?) 

3. Is there time to go to court and appoint a guardian? 
 
Comprehension 
 
The determination of a participant’s ability to understand the implications of the decision 
to participate in research is best made by the clinician/investigator.  In most cases, it will 
be the clinician/investigator who is in the ideal position to evaluate the participant’s 
ability to understand the implications of the research and whether the participants is 
making a rational decision to participate.  Likewise, in most studies, it is the 
clinician/investigator who can best make a judgment of the participant’s ability to 
understand and follow the protocol. 
 
In developing the consenting process, the investigator is obligated to incorporate any 
special accommodations necessary to assure that the participant population or their 
surrogates comprehend the nature and purpose of the study.  Useful techniques may 
include simplified consent documents, supplemental summary sheets, Q & A sessions 
for the participants and surrogate and/or family, and waiting periods after the initial 
discussion before the prospective participants actually enrolls. 
 
There is no universally accepted test or standard for making a determination of 
comprehension.  This process should operate in research studies in much the same 
manner as the informed consent process in clinical treatment that does not involve 
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research.  Investigators may use the Comprehension Evaluation Form to assist them 
with participant assessment. 
 
For further guidance, investigators are encouraged to access the following: 
 

1. Guidelines for Assessing the Decision-Making Capacities of Potential Research 
Subjects with Cognitive Impairment form the American Journal of Psychiatry, 
155:11, November 1998; and  

 
2. Research Involving Persons with Mental Disorders that May Affect Decision-

making Capacity a comprehensive report published by The National Bioethics 
Advisory Commission (NBAC). 

 
Assent of the Decisionally Impaired 
 
The IRB may determine that the assent of the individual should be sought.  For certain 
populations where the incapacity of the participant may be temporary, the IRB may 
determine that the consent from the individual is necessary to continue their 
participation in the study once capacity has been restored. 
 
The IRB may require that a health care proxy be identified for future decision-making on 
behalf of a particular group of participants whose capacity is expected to diminish over 
time.  For instance, participants who are asked to participate in a research study on 
Alzheimer’s disease who are capable of consenting for themselves, but whose capacity 
is most likely to deteriorate during the course of the research, may be asked to assign a 
health care proxy for future decision making as a condition of being enrolled or 
continuing in the study. 
 
All provisions for additional protections (e.g. assent, surrogate consent, capacity 
assessments, etc.) required by the IRB for the conduct of a particular protocol involving 
patients who lack capacity or decisionally impaired participants will be outlined in the 
individual approval letters for each protocol. 
 
14.5  ADDITIONAL SPECIAL CLASSES OF PARTICIPANTS 
 
POLICY 
 
In addition to the vulnerable populations discussed separately (children, pregnant 
women/human fetuses/neonates, prisoners, incompetent/decisionally impaired), the IRB 
shall provide additional protection to other potentially vulnerable populations.  This 
special class of participants may include, but is not limited to, terminally ill patients, 
elderly/aged persons, minorities, student/employees/normal volunteers, economically or 
educationally disadvantaged persons, and international research participants. 
 
GUIDANCE 
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Much of the following information concerning special classes of participants is taken 
from the OHRP IRB Guidebook (Chapter VI). 
 
Terminally Ill Patients 
 
Terminally ill patients are those who are deteriorating from a life-threatening disease or 
condition for which no effective standard treatment exists.  It is generally considered 
unacceptable to ask such persons to participate in research for which alternative, not 
similarly burdened, populations of participants exist.  Nevertheless, it may often be 
necessary to involve terminally ill patients in research concerning their disease and its 
treatment.  Further, terminally ill persons should not be excluded from research in which 
they may want to participate simply because of their status.  One can imagine that 
altruism and a desire to bring good from adversity may well motivate persons suffering 
from life-threatening illnesses to become involved in biomedical or behavioral research.  
Still, terminally ill individuals are a vulnerable population of research participants, and 
therefore, require additional protection against coercion and undue influence 
[45CFR46.111(b)]. 
 
The FDA has a program of Expanded Access that permits individuals who have serious 
or life-threatening disease for which there are no alternative therapies to have access to 
investigational drugs and devices that may be beneficial to them (e.g. Treatment INDs, 
Parallel Track). 
 
In many contexts, research on terminal illness and its treatment requires the 
involvement of terminally ill patients when alternative populations for study do not exist 
or when involving alternative populations would be ethically unjustifiable. 
 
Two important reasons for concern regarding research involving terminally ill persons 
are: 
 

1. They tend to be more vulnerable to coercion or undue influence than healthy 
adult research participants and 

 
2. Research involving the terminally ill is likely to present more than minimal risk. 

 
The risk of coercion and undue influence may be caused by a variety of factors.  In 
addition to the fact that severe illness often affects a person’s competence (see 
Research Involving Incapacitated or Decisionally Impaired Participants), terminally ill 
patients may be vulnerable to coercion or undue influence because of a real or 
perceived belief that participation is necessary to receive continuing care from health 
professionals or because the receipt of any treatment is perceived as preferable to 
receiving no treatment.  Although terminally ill patients should be protected from an 
understandable tendency to enroll in research under false hopes, IRBs should not take 
too protective an attitude toward competent patients simply because they are terminally 
ill.  Some terminally ill patients may find participation in research a satisfying way of 
imparting some good to others out of their own misfortune. 
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It is important to distinguish between risks that may be justified by anticipated benefits 
for the research participants and risks associated with procedures performed purely for 
research purposes.  A particularly difficult issue relating to research involving terminally 
ill patients arises in connection with the conduct of Phase I drug trials in which the drugs 
involved are known to be particularly toxic (e.g. a new form of cancer chemotherapy).  
In some of these studies, any benefit to the participant is, at best, highly unlikely.  
Despite the “therapeutic intent” (the research physician’s intent to provide some benefit 
to improving the participants condition) of the investigators to benefit the participant, 
participants may in fact experience a decline in health status, no improvements in terms 
of quality of life, or lengthened life for only a short time.  It is extremely important that 
prospective participants be clearly informed of the nature and likelihood of the risks and 
benefits associated with this kind of research.  The challenge to the investigator and the 
IRB is to provide patients with an accurate description of the potential benefits without 
engendering false hope. 
 
Elderly/Aged Persons 
 
As the American population ages, research on the aging process and conditions and 
diseases that disproportionately affect the elderly has become increasingly important.  
The participation of older participants in research poses several issues for IRBs; 
primarily among them is the question of whether and when the elderly need special 
protections.  IRBs must maintain the balance between the need for protection and the 
need to provide respect for persons. 
 
While the federal regulations call for additional protections for vulnerable populations, 
there are no specific regulations governing research with elderly participants.  It is 
generally agreed, however, that the elderly are, as a group, heterogeneous and not 
usually in need of special protections, except in two circumstances:  cognitive 
impairment and institutionalization.  Under those conditions, the same considerations 
are applicable as with any other, non-elderly participant in the same circumstances (see 
Research Involving Incapacitated or Decisionally Impaired Participants). 
 
There is no age at which prospective participants should become ineligible to participate 
in research.  Most older people are neither cognitively impaired nor live in institutional 
settings.  Nevertheless, investigators may avoid elderly participants because of 
recruiting/retention difficulty, hearing/vision impairment (making the consent process 
more difficult), memory impairment, etc.  However, inclusion of older persons in 
research is important, and they should have the opportunity to share in the benefits of 
burdens of research. 
 
In the past, persons in nursing homes or other institutions have been selected as 
participants because of their easy accessibility.  It is now recognized, however, that 
conditions in institutional settings increase the chances of coercion and undue influence 
because of the lack of freedom inherent in such situations.  Research in these settings 
should therefore be avoided, unless the involvement of the institutional population is 
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necessary to the conduct of the research (e.g. the disease or condition is endemic to 
the institutional setting itself). 
 
Minorities 
 
The inclusion of minorities in research is important, both to ensure that they receive an 
equal share of the benefits of research and to ensure that they do not bear a 
disproportionate burden. 
 
Most disease affects all population groups, minority and non-minority alike.  For 
generalizability purposes, investigators must include the widest possible range of 
population groups.  Sometimes, however, minorities are subject to a differential risk.  
Some research, for example, relates to conditions that specifically affect various 
minority groups (e.g. sickle cell anemia or Tay Sachs disease), so that involvement of 
the relevant minority groups is imperative.  Other research focuses on characteristics of 
diseases or effectiveness of therapies in particular populations (e.g. HIV transmission, 
treatment for hypertension), and conditions or disorders that disproportionately affect 
certain racial or ethnic groups.  Exclusion or inappropriate representation of these 
groups, by design or inadvertence, would be unjust.  Further, to the extent that 
participation in research offers direct benefits to the participants (in HIV research, for 
example, the receipt of a promising new drug), under-representation of minorities 
denies them, in a systematic way, the opportunity to benefit.  A glaring example of 
abuse of minority populations’ bearing the burden of research can be found in the 
Tuskegee study, in which a group of African-American men suffering from syphilis were 
left untreated, despite the availability of penicillin, in order to study the natural course of 
the disease. 
 
The manner in which participants are selected bears directly on the problem of inclusion 
of minorities.  The choice of geographic area for recruitment may affect the 
representation of racial and ethnic groups in study populations.  Also, to the extent that 
minorities are reliant on public rather than private health care systems, recruitment of 
participants from private physicians will tend to exclude minorities and recruitment from 
public health clinics will tend to over-include them.  In fact, recruiting participants from 
any health care system assumes that appropriate participants have access to and 
exercise their ability to access a health care system, which may contribute to the 
homogeneity of the study population.  Some writers have suggested that investigators 
change recruitment strategies so that they recruit participants through community-based 
institutions such as churches and neighborhood organizations, rather than solely 
through health care institutions.  In many studies, several institutions collaborate, 
thereby enrolling participants from different geographic locations.  Such collaborations 
may also provide a mechanism for ensuring appropriate representation of women and 
minorities in the study population. 
 
One justification that is offered for research with homogeneous populations is that it is a 
simpler, less costly way to conduct clinical trials.  The more diverse the study 
population, the larger the participant pool must be (to achieve statistical significance 
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when controlling for differences in race, gender, and ethnicity) and the more variables 
must be accounted for in analyzing the data.  Nonetheless, when homogeneous 
populations are used, study results are then limited in their applicability to the precise 
population involved in the study, and may in fact hide inaccuracies. 
 
Normal Volunteers 
 
Special concerns surround the involvement of normal (i.e., healthy) persons who 
volunteer to participate in research.  Primarily, the principles involved are beneficence 
and respect for persons.  In the Belmont Report, the National Commission for the 
Protection of Human Subjects of Biomedical and Behavioral Research stated the two 
general rules that describe beneficent actions as: (1) do not harm; and (2) maximize 
possible benefits and minimize possible harms. 
 
Volunteers for whom no therapeutic benefit can result from participation in research 
should, therefore, be exposed to risks that are minimized to the greatest extent 
possible.  While the minimization of risks is an important requisite for any research 
involving human participants, the altruistic motivation of the normal volunteer’s 
agreement to participate (i.e., of contributing to scientific knowledge for the benefit of 
society) heightens the concern for the risks to which such participants should ethically 
be exposed. 
 
The principle of respect for persons requires that research participants are, where 
capable of doing so, allowed to act autonomously and to express their right of self-
determination.  These principles are effectuated through the process of informed 
consent, which involves providing participants with all relevant information about the 
study, including the risk and benefits involved, in clear and simple language, and 
ensuring that the information is understood and appreciated.  Furthermore, the 
agreement to participate must be voluntary; the consent negotiations must be free from 
elements of coercion or undue inducement to participate.  In research involving normal 
volunteers, particularly where the research involves more than minimal risk, IRBs must 
ensure that any monetary payments to participants are not so great as to constitute an 
undue inducement.  This issue may be particularly difficult for IRBs to deal with.  Since 
participants who volunteer to participate in such studies are usually compensated for 
their time and discomfort, IRBs should seriously scrutinize the payment schedules to 
ensure that any compensation offered is commensurate with the time, discomfort, and 
risk involved.  Even so, where a research procedure involves serious discomfort and/or 
the real, though slight, possibility of serious harm (e.g. studies that involve the insertion 
and positioning of catheters in veins or the heart), one can easily imagine that the 
motivation of persons who volunteer to participate may be monetary.  IRBs should pay 
particular attention to the proposed study population and whether it may comprise 
persons who are likely to be vulnerable to coercion or undue influence, such as persons 
who are educationally or economically disadvantage.  The federal regulations require 
that IRBs employ special safeguards under such circumstances [45CFR46.111(b)]. 
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One area where normal volunteers are employed in research is in Phase 1 drug trials.  
The justification for the involvement of normal, healthy participants is the need for 
volunteers whose experience with the trial materials is more easily analyzed because of 
the existence of few confounding factors.  While Phase 1 trials are the first use of 
experimental drugs and devices in humans, preliminary studies involving animals 
provide investigators with data indicating a high likelihood of safe use in humans.  
Studies have indicated that the risk of injury from participating in Phase 1 studies is 
small, about the same as the risk of being injured while working as an office secretary 
[Levine (1982)].  The likelihood of risk, including the availability of animal data, should 
be scrutinized by IRBs. 
 
Normal volunteers, like students and employees, should be recruited through general 
announcements or advertisements, rather than through individual solicitations.  
Personal solicitations increase the likelihood that participation will be the result of undue 
influence, either because of the relationship between the recruiter and the prospective 
participant, or methods of communication employed by the recruiter that may act to 
persuade prospective participants to participate, thus compromising the voluntariness of 
the agreement to participate. 
 
Investigators and IRBs should carefully consider what will happen if and when a normal 
volunteer should become sick or be injured during the research.  As with any research 
involving human participants, such issues should be clearly spelled out in the informed 
consent document, and should be reviewed carefully with the prospective participants.  
For example, participants should be told:  whether any medical treatments will be made 
available should injury occur and, if so, what they consist of; whom to contact should a 
research-related injury occur; and that they may discontinue participation at any time 
without penalty or loss of benefits to which they would otherwise be entitled 
[45CFR46.116(a)(6-8)].  In addition, where appropriate, participants should be told 
whether they will be dropped from the study in the event of  injury or illness, and 
whether they will be required to pay for treatment of research-related injuries or illness 
[45CFR46(b)(2-3)].  Where illness in healthy volunteers does occur, particularly during a 
drug study, investigation by an independent physician may be warranted (Fazackerly, 
Randall, and Pleuvry, 1987). 
 
The issues raised by the involvement of healthy participants in genetic research is 
discussed in “Guidebook Chapter 5, Section H, Human Genetic Research”. 
 
Students 
 
Universities, and the association of investigators with them, provide investigators with a 
ready pool of research participants:  students.  Many IRBs have faced the question of 
whether and in what way students may participate in research.  Two questions that 
have been posed are whether students – medical students, in particular – should be 
allowed to participate in biomedical research (and whether special protections should be 
adopted to restrict their participation), and whether participation in research can 
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appropriately be included as a course component for course credit.  The latter practice 
is commonly employed in psychology departments. 
 
The problem with student participation in research conducted at the university is the 
possibility that their agreement to participate will not be freely given.  Students may 
volunteer to participate out of a belief that doing so will place them in good favor with 
faculty (e.g., that participating will result in receiving better grades, recommendations, 
employment, or the like), or that failure to participate will negatively affect their 
relationship with the investigator or faculty (i.e., by seeming “uncooperative”, not part of 
the scientific community).  Prohibiting all student participation in research, however, 
may be an over protective reaction.  An alternative way to protect against coercion is to 
require that faculty-investigators advertise for participants generally (e.g., through 
notices posted in the school or department) rather than recruit individual students 
directly.  As with any research involving a potentially vulnerable subject population, 
IRBs should pay special attention to the potential for coercion or undue influence and 
consider ways in which the possibility of exploitation can be reduced or eliminated. 
 
Whether medical students in particular require special protections has been hotly 
debated.  Some universities have either prohibited their participation or severely 
restricted it to, for instance, research involving minimal risk and minimal interruption of 
time.  Strong arguments have been made against such protections, including claims 
that as future physicians (and possibly researchers) they may be obliged to participate.  
Angoff has argued that protecting medical students to a greater degree than protecting 
other normal volunteers smacks of elitism.  Angoff (1985) states, “One may wonder why 
it is acceptable to ask the masses to accept risk in the name of science but not the very 
people whose futures are linked to the successful perpetuation of biomedical research” 
[p.10].  Nolan (1979), Levine (1984), Angoff (1985), and other have argued that medical 
students are in a particularly good position to participate in some biomedical research 
because of their ability to comprehend the procedures involved in studies and evaluate 
the risks involved, which may not be possible to achieve with other normal volunteers.  
Angoff and others have also argued that it is acceptable to pay medical students as one 
would any research participant. 
 
Requiring participation in research for course credit (or extra credit) is also 
controversial, though common in the social and behavioral sciences.  The justification 
offered for requiring student participation is educational benefit [Gamble (1982); Cohen 
(1982)].  Clearly, however, participation of students is seen by faculty-investigators as 
necessary to the conduct of their research.  Grant budgets often do not allow 
investigators to pay participants; giving course credit or extra credit as a means of 
obtaining sufficient participation rates.  Again, the issue for IRBs is whether such 
arrangements for selecting participants are fair and non-coercive. 
 
Participation in studies might be mandatory or for extra credit.  Students in beginning 
psychology courses, for instance, might be required to serve as participants for a given 
number of hours of research or in a given number of research projects.  Or they might 
be given the option of participating for additional grade credit.  Several mechanisms 
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have been suggested for diminishing or eliminating the coercive aspect of student 
participation for course credit that IRBs might find useful.  Gamble (1982) describes a 
departmental guideline for research involving students where extra credit is offered for 
participation.  Students are to be given other options for fulfilling the research 
component that were comparable in terms of time, effort, and educational benefit:  “for 
example, short papers, special projects, book reports, and brief quizzes on additional 
readings” [p.7].  Cohen (1982) describes a similar policy.  To fulfill the research 
component, students can participate in five hours of research, write a brief research 
paper, or attend faculty research colloquia.  The paper is not graded, and students who 
attend the colloquia have only to show up.  If students do choose to participate in 
studies, the policy seeks to increase the likelihood that participation is freely chosen by 
requiring:  that students be given several studies to choose from and may not be 
required to volunteer for any particular study; that the studies must not involve more 
than minimal risk; that students can withdraw from the study at any time without losing 
the extra credit [p.11]. 
 
Another concern raised by the involvement of students as participants is confidentiality.  
As with research involving human participants, IRBs should be aware that research 
involving the collection of data on sensitive subjects such as mental health, sexual 
activity, or the use of illicit drugs or alcohol presents risks to participants of which they 
should be made aware and from which they should be protected, to the greatest extent 
possible.  The close environment of the university amplifies this problem. 
 
Where students are likely to be participating in research, IRBs should consider including 
a student member or consulting with students where appropriate. 
 
Employees 
 
The issues with respect of employees as research participants are essentially identical 
to those involving students as research participants:  coercion or undue influence, and 
confidentiality.  As medical students seemed as ideal participants by biomedical 
researchers, employees of drug companies have been seen by investigators as ideal 
participants in some ways, because of their ability to comprehend the protocol and to 
understand the importance of the research and compliance with the protocol.  Meyers 
(1979) provides a good summary of the structure of employee volunteer research 
programs.  As student participation raises questions of the ability to exercise free choice 
because of the possibility that grades or other important factors will be affected by 
decisions to participate, employee research programs raise the possibility that the 
decision will affect performance evaluations or job advancement.  It may also be difficult 
to maintain the confidentiality of personal medical information or research data when the 
participants are also employees, particularly when the employer is also a medical 
institution [Meyers (1979)]. 
 
International Research Participants 
 



 162 

The regulations recognize that “the procedures normally followed in the foreign 
countries (in which the research will take place) may differ from those set forth in this 
policy” [45CFR46.101(h)].  Research may be approved, therefore, if “the procedures 
prescribed by the foreign institution afford protections that are at least equivalent to 
those provided in this policy.”  The foreign country’s procedures may then be substituted 
for the procedures required by the federal regulations.  Approval of the substitution is to 
be given by the relevant federal department or agency head after review of the foreign 
procedures; notice of actions taken on such reviews are to be published in the Federal 
Register (or elsewhere, as provided for in department or agency procedures).  [Note 
that the FDA has not adopted this provision for research that it regulates.  All FDA-
funded research, however, must comply with DHHS and FDA regulations.] 
 
The procedure for approving DHHS-supported research with a foreign component 
begins with the domestic institution with which the U.S. investigator(s) are affiliated.  If 
the U.S. institution has an approved FWA on file with DHHS, the proposed research 
must be reviewed and approved by the institution’s IRB before submission for funding, 
as with any research involving human participants.  If DHHS funds the research, each 
foreign institution should, upon request, submit an appropriate Assurance to OHRP.  
Since, at the present time, no international code prescribes exactly the same 
procedures for protecting human participants as do the U.S. regulations, OHRP reviews 
the actual procedures detailed by the foreign institution as the primary basis for 
negotiating acceptable Assurances.  International codes will, however, be taken into 
consideration in the negotiations.  If the institution’s practices are not equivalent to the 
U.S. regulations, OHRP can require that particular procedures be followed before 
recommending approval of the substitution. 
 
If the U.S. institution holds a FWA, but the research is funded by a non-DHHS source, 
DHHS is less involved in review of the protocols for human subjects protections.  
Rather, as required by 45CFR46.103, the FWA-holding institution retains responsibility 
for protecting the rights and welfare of all human participants involved in research under 
the institution’s auspices. 
 
One difficult issue is determining what constitutes “protections that are at least 
equivalent” to the federal regulations.  In the case of DHHS, this determination is made 
by OHRP.  The broad policy outlines of international standards, such as the Declaration 
of Helsinki or the Nuremberg Code, are a starting place, but are not alone sufficient.  
Written descriptions of the specific procedural implementation of such policies that have 
been adopted by the foreign institution are required. 
 
Departments and agencies other than DHHS follow different procedures for reviewing 
and approving research with foreign components.  IRB should consult the particular 
department or agency involved. 
 
PROCEDURES 
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The IRB shall pay careful attention to research involving such special classes of 
participants, and shall consider requiring special procedures for protecting the rights 
and well-being of these participants on a case-by-case basis.  The IRB shall evaluate 
the risks and benefits of the research, and ensure that the consent form properly 
conveys the nature, magnitude and probability of the risks and benefits clearly and 
accurately.  The IRB will pay careful attention to the consent process to ensure that 
participants are properly informed and not misled.  All of the requirements for Informed 
Consent must be met.  (See Policy 7:  Informed Consent).  Where necessary, in order 
to screen participants for sufficient comprehension and recall of information presented 
during the consent process, a questionnaire may be required by the IRB that involves a 
test of the participant’s comprehension and recall of the information presented in the 
first part. (e.g. for elderly participants whose comprehension is questionable). 
 
The IRB shall evaluate the study population to ensure proper representation.  Research 
designs that include diverse study populations will be encouraged.  Investigators who 
wish to include a homogeneous study population must provide a justification for doing 
so.  Recruitment methodology will be carefully reviewed to ensure that the appropriate 
mix of populations will be reached with information about the study.  The IRB shall 
safeguard the rights and welfare of study populations by placing additional safeguards 
for studies that may present possible coercion or undue influence on such populations.  
The consent process will be evaluated to ensure proper communication between 
researcher and participants, and consent forms will be available in other languages as 
appropriate to the study population(s).  The IRB may require additional safeguards as it 
deems appropriate.  
 
14.6  ADDITIONAL PROTECTIONS FOR VULNERABLE POPULATIONS 
 
There are a number of research populations described in the federal regulations as 
“vulnerable” or that require additional consideration or protection.  “Vulnerable” or 
special classes of participants include children, prisoners, pregnant women, mentally 
disabled persons, or economically or educationally disadvantaged persons 
[45CFR46.111].  In addition, the regulations provide an outline of specific provisions for 
research involving fetuses, pregnant women and human neonates [45CFR46 Subpart 
B]; prisoners [45CFR46 Subpart C]; and children [45CFR46 Subpart D].  Exemption 
from full IRB review does not apply to research involving vulnerable populations or 
special classes of participants.  The following section is a brief discussion regarding 
some “vulnerable” subject populations. 
 
Human Fetuses and In Vitro Fertilization 
 
Research involving the human fetus poses special concerns for the IRB.  The fetus is 
unique and yet has an inextricable relationship to the mother.  A fetus cannot consent to 
participate as a research subject.  In the early 1970’s congress required that the 
National Commission for the Protection of Human Subjects study the subject of fetal 
research.  The Commission, in its findings, did not define the “personhood” of the fetus; 
however, it did recognize the genetic heritage and vulnerability of the fetus and affirmed 
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that it should be treated respectfully and with dignity, regardless of its life prospects.  
The Commission also affirmed the legitimacy and importance of fetal research for 
improving the health of fetuses both in the present and future.  The DHHS has fully 
implemented the recommendations of the National Commission [45CFR46 Subpart B]. 
 
In addition to the general requirements for review of research by the IRB, prior research 
with animal subjects and, if reasonable, research with non-pregnant persons should 
form the basis of the risk/benefit assessment for fetal research.  Investigators who 
propose research involving human fetuses are required to assure the IRB that they are 
seeking information not obtainable in any other fashion.  Types of fetal research are 
categorized in the following manner: 
 
Research Directed Toward the Fetus In Utero 
 
Three circumstances may affect in utero research.  In the first, the study is directed 
toward pregnant women, in which the fetus is indirectly involved in the research, while in 
the second, the study is directed toward the fetus.  Finally, there are situations where 
both the pregnant woman and the fetus are the subjects of the research activity.  The 
IRB may only approve in utero research when one of the following two criteria are met 
in addition to all other applicable institutional, federal, State and local requirements: 
 

1. The purpose of the research is to meet the health needs of the fetus and is 
conducted in a way that will minimize risk (for example a new technique for fetal 
transfusion for Rh incompatibility); or  

 
2. The research poses no more than minimal risk to the fetus and the purpose of 

the activity is the development of important biomedical knowledge that is 
unobtainable by other means. 

 
 
Research Involving the Fetus Ex Utero 
 
The federal regulations indicate that an ex utero (delivered) fetus is viable if, in the 
judgment of physicians, it is likely to survive to the point of sustaining life independently, 
given the benefit of available medical therapy.  If the expelled or delivered fetus is 
viable, the regulations for research involving children will apply. 
 
A nonviable fetus is defined by the federal regulations as “an expelled or delivered fetus 
which, although it is living, cannot possibly survive to the point of sustaining life 
independently, even with the support of available medical therapy.  Although it may be 
presumed that an expelled or delivered fetus is nonviable at a gestational age less than 
20 weeks and weight less than 500 grams, a specific determination as to viability must 
be made by a physician in each instance.”  Research involving a nonviable fetus that 
would either artificially maintain vital functions or hasten their failure is forbidden by the 
federal regulations.  Ethical considerations require respect for the dignity of a dying 
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human participant and an avoidance of unseemly intrusions into the process of dying for 
research purposes. 
 
Consent of Research Involving Fetuses In Utero and In Vitro Fertilization 
 
Because of the father’s continuing responsibility for his offspring, the consent of both 
parents generally is required for research involving a fetus.  The consent of the father is 
not required, however, in the following circumstances: 
 

1. The research is designed to meet the health needs of the pregnant woman; or 
2. The father is not competent; or 
3. The father’s identity or whereabouts cannot reasonably be ascertained; or 
4. The father is not reasonably available; or 
5. The pregnancy resulted from rape. 

 
Research involving the products of human in vitro fertilization requires the consent of 
the donors of both the sperm and the ova to be used in the specific research that is 
planned. 
 
Research Involving Human In Vitro Fertilization 
 
The federal regulations require that all investigators proposing research involving 
human in vitro fertilization with or without embryo transfer must submit a full protocol to 
the IRB for review.  In order to obtain federal funding for the research, the project must 
receive review by a national Ethics Advisory Board [45CFR46.204(d)].  The IRB may 
consult with the American College of Obstetricians and Gynecologists (ACOG) and/or 
the American Fertility Society (AFS) when reviewing protocols involving human in vitro 
fertilization. 
 
The greatest problem regarding in vitro fertilization for the IRB involves the use of 
“spare” embryos.  Consent forms for all in vitro fertilization procedures should address 
what will happen to embryos that are not used in the particular embryo transfer 
procedure for which they were created (e.g., will they be used for research purposes, 
will they be implanted into another woman, or will they be destroyed?). 
 
Research with Dead Fetuses, Fetal Material, and the Placenta 
 
The use of dead fetuses, fetal material, and the placenta is gaining considerable 
attention due to the lifting of a moratorium on federally-funded research involving the 
therapeutic transplantation into humans of fetal tissue obtained from induced abortions.  
This moratorium, issued by the Assistant Secretary for Health in 1988, was lifted by a 
Presidential memorandum published in the Federal Register 58:7457 (February 5, 
1993).  Interim guidelines for the support and conduct of therapeutic human fetal tissue 
transplantation research were published in the NIH Guide for Grants and Contracts 22 
(No. 11, March 19, 1993). 
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Investigators are required to conduct research involving human fetuses, fetal material, 
and the placenta according to the following regulatory requirements: 
 

1. Separating Abortion from Research 
 

• The decision to terminate a pregnancy and procedures of abortion must be 
kept independent from the retrieval and use of fetal tissue. 

 
• The timing and method of abortion should not be influenced by the potential 

uses of fetal tissue for transplantation or medical research. 
 

2. Prohibiting Payments and Other Inducements 
 

• Payments and other forms of remuneration associated with the procurement 
of fetal tissue are prohibited, except payment for reasonable expenses 
occasioned by the actual retrieval, storage, preparation, and transportation of 
the tissue. 

 
3. Informed Consent 

 
a. Potential recipients of fetal tissues, as well as research and health care 

participants, should be informed about the source of the tissues in 
question.  This information should be provided to prospective participants 
in the informed consent form. 

 
b. The decision and consent to terminate pregnancy must precede 

discussion of the possible use of the fetal tissue in research and any 
request for such consent that might be required for that use. 

 
c. Fetal tissue from induced abortions should not be used in medical 

research without the prior consent of the pregnant woman.  Her consent to 
donate fetal remains is sufficient for the use of fetal tissue. 

 
d. Consent should be obtained in compliance with state law and with the 

Uniform Anatomical Gift Act. 
 

4. Prohibiting Directed Donations 
 

a. The pregnant woman should be prohibited from designating the transplant 
recipient of the fetal tissue. 

 
b. Anonymity between donor and recipient should be maintained, so that the 

donor does not know who will receive the tissue, and the identity of the 
donor is concealed from the recipient and transplant team. 
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c. Experimental transplants performed with fetal tissue from induced 
abortions provided by a family member, friend, or acquaintance should be 
prohibited. 

 
5. Ethical Review of Research 

 
a. The federal regulations require IRB review of all protocols proposing the 

use of fetal tissue for transplantation or in research obtained prospectively 
or after submission of an IRB application. 

 
6. Determining When Progress to Clinical Studies is Justified 

 
a. Investigators should provide the IRB with as much information as possible 

regarding animal experimentation and previous clinical experience for any 
proposed transplantation research including the use of fetal tissue.  It is 
difficult to determine when enough information exists to ensure safety 
regarding this type of activity.  A well established historical foundation will 
facilitate the process of IRB review. 

 
7. Research in Anticipation of Abortion 

 
a. After lengthy review, the National Commission determined that there is no 

difference between the moral status of a fetus destined for abortion and 
that of a fetus which is expected to be carried to term.  Therefore, only 
those research procedures that are acceptable for a fetus going to term 
may be performed in anticipation of abortion, to preserve the mother’s 
right to change her mind about ending the pregnancy.  Please see the 
section entitled “Research Directed Toward the Fetus In Utero” indicated 
above. 

 
Women 
 
Historically, in order to avert harm to a developing fetus in an unsuspected pregnancy, 
physicians and the lay community have expressed concerns regarding the participation 
of women of child-bearing potential in research.  As a result, federal agencies 
developed special guidelines ostensibly for the protection of the developing fetus that 
excluded women of child-bearing potential from participation in some research.  In 
1977, for example, the FDA published a guideline that excluded most women of child-
bearing potential from early phase of drug trials.  An exception was made for studies 
involving women with serious and life-threatening diseases. 
 
Over the past decade, questions raised by grass roots, professional, consumer, and 
governmental groups regarding the adequacy and fairness in the distribution of the 
benefits and risks of research resulted in changes to the regulations for the involvement 
of women in research.  At the same time improved pregnancy tests and methods of 
contraception became widely available.  In 1988, the FDA issued guidelines that called 
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for safety and efficacy profiles for women, elderly, and diverse racial groups as part of 
new drug applications (NDAs).  Then in 1993, following broad public discussion about 
participation of women in clinical trials, the FDA issued a new guideline that eliminated 
restrictions on women of child-bearing potential participating in all phases of drug trials.  
The guideline detailed procedures for minimizing the risks of pregnancy in women 
participants, such as contraceptive counseling, pregnancy tests, timing of short term 
studies in relation to the menstrual cycle, and the process of informed consent.  Though 
the FDA emphasized the importance of risk/benefit determinations for participants 
entering various phases of clinical trials, they underscored that initial determinations 
regarding whether risks to a fetus were adequately addressed were best left to patients, 
physicians, local IRB, and study sponsors.  The new guideline also called for gender 
analysis with special attention to factors affecting the role of the menstrual cycle and 
exogenous hormone therapy in relation to the drug, as well as the influence of the drug 
on oral contraceptives. 
 
The DHHS has also carefully examined the issue of participation of women, in research.  
Since the primary aim of clinical trials is to provide scientific evidence leading to a 
change in health policy or a standard of care, it is imperative to determine if the 
intervention or therapy being studied affects men and women differently.  As stated in 
its guideline, NIH Outreach Notebook of the Inclusion of Women and Minorities in 
Biomedical and Behavioral Research (1994) the NIH has concluded that the inclusion of 
women in research is sufficiently important that the only justifiable reason to exclude 
non-pregnant women of child-bearing potential from research is compelling evidence 
that the proposed project would be inappropriate with respect to the health of the 
participant or the purpose of the research. 
 
The policy statement referenced above pertains primarily to the inclusion of women as 
participants in clinical trials, i.e., medical research testing new treatments.  However, the 
inclusion of women in behavioral research is also important and should be 
accomplished unless there is a compelling rationale which establishes that inclusion is 
inappropriate with respect to the health of the participants or the purpose of the 
research. 
 
Significant portions of the text below are presented verbatim as published in the Code of 
Federal Regulations and the Federal Register. 
 
Pregnant Women as Human Research Participants 
 
Drug research using pregnant women as participant is governed by the federal 
regulations [45CFR46, Subpart B]. 
 
In accordance with [45CFR46.207(a)], “No pregnant woman may be involved as a 
subject in a human clinical research project unless: (1) the purpose of the activity is to 
meet the health needs of the mother and the fetus will be placed at risk only to the 
minimum extent necessary to meet such needs, or (2) the risk to the fetus is minimal.” 
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Research involving pregnant women is permitted only if the mother and father are 
legally competent and both have given their consent after having been fully informed 
regarding the possible impact on the fetus, except that the father’s consent need not be 
secured if (1) the purpose of the activity is to meet the health needs of the mother; (2) 
his identity or whereabouts cannot reasonably be ascertained; (3) he is not reasonably 
available; or (4) the pregnancy resulted from rape (45CFR46.207(b)]. 
 
Women of Childbearing Potential as Human Research Participants 
 
Non-pregnant women should not be excluded from any phase of research unless the 
science of the project or the health of the participant will be compromised.  Regarding 
clinical drug research, Phase I, II and III trials should have the proportion of women in 
the study which at least reflects the proportion of women in the population which will 
receive the drug when it is marketed, and should enroll numbers adequate to detect 
clinically significant sex differences in drug metabolism and response. 
 
Risk of Fertility 
 
It is expected that both male and female participants will be informed about potential 
risks to their fertility including the development of any abnormalities or abnormalities in 
function of reproductive organs as a consequence of the proposed study intervention. 
 
“Where abnormalities of reproductive organs or their function (spermatogenesis or 
ovulation) have been observed in experimental animals as a consequence of the 
proposed study intervention, the decision to include patients of reproductive age in a 
clinical study should be based on a careful risk/benefit evaluation, taking into account 
the nature of the abnormalities, the dosage needed to induce them, the consistency of 
findings in different species, the severity of the illness being treated, the potential 
importance of the drug, the availability of alternative treatment and the duration of 
therapy. 
 
“Where [subjects] of reproductive potential are included in studies  of drugs showing 
reproductive toxicity in animals, the clinical studies should include appropriate 
monitoring and/or laboratory studies to allow detection of these effects.  Long-term 
follow-up will usually be needed to evaluate the effects of such drugs in humans.”  
(Federal Register, Vol. 58, NO. 139, p.39411, H, Thursday, July 22, 1993) 
 
Risks to Fetus and/or Infant 
 
General Guidelines:  “Appropriate precautions should be taken in research studies to 
guard against inadvertent exposure of fetuses to potentially toxic agents and to inform 
subjects and patients of potential risk and the need for precautions.  In all cases, the 
informed consent document and investigator’s [drug information] brochure should 
include all available information regarding the potential risk of fetal toxicity.  If animal 
reproductive toxicity studies are complete, the results should be presented, with some 
explanation of their significance in humans.  If these studies have not been completed, 
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other pertinent information should be provided such as general assessment of fetal 
toxicity in drugs with related structures or pharmacological effects.  If no relevant 
information is available, the informed consent should explicitly note the potential for fetal 
risk. 
 
“In general, it is expected that reproductive toxicity studies will be completed before 
there is large-scale exposure of women of child-bearing potential, i.e., usually by the 
end of Phase II and before any expanded access program is implemented.” (Federal 
Register, Vol. 58, No. 139, p 39411, G, Thursday, July 22, 1993). 
 
Minimizing the Possibility of Fetal Exposure 
 
“Pregnancy testing may be used to detect unsuspected pregnancy prior to initiation of 
study treatment.  Timing of the start of the study to coincide with or immediately follow 
the onset of menses is also an adequate indication that the subject is not pregnant.  The 
investigator should ascertain that the subjects will responsibly employ a reliable method 
of contraception or abstinence for the duration of the drug or treatment exposure, which 
may exceed the length of the study.  If requested, the investigator should be able to 
refer the subject to a knowledgeable counselor or physician for contraceptive advice.” 
 
Inclusion of Women in Early Clinical Trials (Phase I and Early Phase II) 
 
“In some cases, there may be a basis for requiring [inclusion] of women in early studies.  
when the disease under study is serious and affects women, and especially when a 
promising drug for the disease is being developed and made available rapidly under 
FDA’s accelerated approval or real access procedures, a case can be made for 
requiring that women [be allowed to] participate in clinical studies at an early stage.  
When such a drug becomes available under expanded access mechanism (for 
example, treatment IND or parallel track) or is marketed rapidly under subpart E 
procedures because an effect of survival or irreversible morbidity has been shown in the 
earliest controlled trials), it is medically important that a representative sample of the 
entire population likely to receive the drug has been studied, including representatives 
of both genders.  Under these circumstances, clinical protocols should not place 
unwarranted restrictions of participation of women.” (Federal Register, Vol. 58, No. 139, 
p. 39409, G, Thursday, July 22, 1993) 
 
Risk to Infant of Nursing Mother 
 
The potential for harm from exposure to a drug with unknown risks exists for nursing 
infants as well as fetuses.  Therefore, this policy applies to breast feeding female 
participants who are potential subjects in a drug trial in the same manner in which it 
applies to gestating women. 
 
Active Recruitment of Women 
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In order to assure that adequate numbers of women are included, researchers are 
encouraged to actively recruit women into clinical trials.  For specific outreach 
methodologies, researchers should refer to the NIH Outreach Notebook of the Inclusion 
of Women and Minorities in Biomedical and Behavioral Research (1994). 
 
Sample Informed Consent Statement to be Included for a Potentially Toxic Drug Study 
 
The following language is recommended when women of child-bearing potential (non-
pregnant) will be enrolled into a potentially toxic drug study: 
 
“If you are a woman who is able to become pregnant, it is expected that you will use a 
medically accepted method of birth control [outline the recommended forms of birth 
control] to prevent exposing a fetus to a potentially dangerous agent with unknown risk.  
If you are pregnant or currently breast feeding, you may not participate in this drug 
study.  If you are pregnant, if you become pregnant, or if you are breast-feeding during 
this study, you or your child may be exposed to an unknown risk.  There are also known 
risks to you or your unborn baby, including [state the specific risks]. 
 
“To confirm to the extent medically possible that you are not pregnant, you are required 
to agree [to have a pregnancy test done before beginning this research study] [to begin 
the study after the onset of your next menstrual period] [or describe other measures to 
assure that the participants are not pregnant].  You must agree to avoid sexual 
intercourse or use a birth control method judged to be effective by the investigator and 
which will not interfere with the proposed investigation.  Pregnancy could still result 
despite the responsible use of a reliable method of birth control while participating in this 
research study.  You agree to notify the investigator as soon as possible of any failure 
of your birth control method, or if you become pregnant, either of which may result in 
your being withdrawn from the study.”  Prior to enrollment, investigators are required to 
discuss with participants what will happen if pregnancy occurs. 
 
Minorities 
 
In addition to requiring the equitable selection of women as research subjects, federal 
regulations require the equitable selection of minorities as research subjects 
[45CFR46.111(a)(3)].  The inclusion of minorities in research is important both to ensure 
that they receive an equal share of the benefits of research and to ensure that they do 
not bear a disproportionate burden. 
 
Most diseases affect all population groups.  In order to contribute to the pool of 
generalizable knowledge, investigators are required to include the widest possible range 
of population groups in their research.  However, sometimes minorities are subject to a 
different risk.  For example, some research pertains to conditions such as sickle cell 
anemia or Tay Sachs disease that specifically affect only a few minority groups.  Other 
research focuses on characteristics of diseases or effectiveness of therapies in 
particular populations (e.g., HIV transmission, treatment for hypertension), and 
conditions or disorders that disproportionately affect a certain racial or ethnic group.  



 172 

Exclusion or inappropriate representation of these groups, by design or inadvertence, 
would be unjust.  Further, to the extent that participation in research offers direct 
benefits to the participants (in HIV research, for example, the receipt of a promising new 
drug), under-representation of minorities denies them, in a systematic fashion, the 
opportunity for direct benefit.  A glaring example of this type of research abuse of 
minority populations’ bearing the burden of research can be found in the Tuskegee 
syphilis study, in which a group of African-American men suffering from syphilis were 
left untreated, despite the availability of penicillin, in order to study the natural course of 
the disease. 
 
Due to these concerns, the federal regulations require that research design include 
diverse populations.  Investigators submitting protocols for IRB review which do not call 
for heterogeneous study populations are required to justify, in writing, in their 
submissions, why a homogeneous study population has been chosen. 
 
After a heterogeneous population has been chosen, investigators should pay careful 
attention to the following two issues. 
 
Special vulnerabilities:  The DHHS recognizes that certain subject populations may 
require additional protections because they are economically or educationally 
disadvantaged.  The IRB will attempt to safeguard every participant’s rights and welfare 
by making sure that any possible coercion or undue influence is eliminated (e.g., 
compensation that is not commensurate with risk, discomfort, or inconvenience 
involved, or recruiting in institutional settings where voluntary participation might be 
compromised).  Investigators should address these issues specifically when submitting 
protocol information to the IRB for review. 
 
Consent Form Presentation:  Effort should always be made to ensure that the consent 
process and the relationship between the investigator and prospective participants are 
safeguarded.  The federal regulations require the translation of consent documents into 
the language which is most easily understood by research participants; the possibility of 
illiteracy should be accounted for, as should the need for communicating in non-English 
languages.  The FDA indicated in October 1995, that non-English speaking subjects 
must have informed consent form information presented in a written language that they 
understand. [21CFR50.20-27 and FDA Information Sheets, October 1, 1995, p.49].  A 
potential participant’s inability to read or to read English is not an appropriate basis for 
exclusion from most research. 
 
The IRB approved informed consent documents should be available in English and 
other languages as appropriate to the participant population(s).  For investigators 
proposing to use non-English language consent documents, quality assurance 
procedures should be developed such as translation of the consent document from 
English to the second language and then back to English, to ensure that the information 
is correctly conveyed.  The IRB is required to review all non-English consent forms and 
recruitment tools.  The role of cultural norms of participants should also be addressed.  
This information should be provided in a clearly identifiable form to the IRB for review. 
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Children 
 
The legal mandate of the IRB is to protect the rights and welfare of human participants.  
This task becomes more difficult when considering children and minors as research 
participants.  The federal regulations provide for “Additional Protections for Children 
Involved as Subjects of Research” [45CFR46 Subpart D]. 
 
Parental Permission and Research of Minimal Risk 
 
Parental permission is required in most circumstances for the participation of children in 
research.  Investigators are required to gain parental permission from at least one of the 
child’s parents or guardians if the research involves only minimal risk. 
 
Parental Permission and Research of More than Minimal risk 
 
If the research poses more than minimal risk and no direct benefit to the child, the 
investigator is required to gain permission from both parents or the child’s guardian in 
order for the child to participate in the research. 
 
If the research poses more than minimal risk but may directly benefit the child, only one 
of the child’s parents or guardian need give permission. 
 
The investigator is not required to gain permission from both parents, if one of the 
parents is not reasonably available, deceased, unknown, legally incompetent, or from a 
parent who does not have legal responsibility for the care and custody of the child.  This 
caveat does not exempt the investigator from obtaining the permission from at least one 
parent who has legal responsibility for the child. 
 
The IRB is required to make additional considerations for the inclusion of children in 
research who are wards of the state or any other agency or institution.  For research 
that involves more than minimal risk with no prospect of direct benefit to the individual 
subjects or for research that requires approval of the HHS Secretary, the study must 
either be (1) related to the subject’s status as a ward, or (2) be conducted in schools, 
camps, hospitals, institutions, or similar settings in which the majority of children 
involved as subjects are not wards. [45CFR46.406-409]. The IRB is required to appoint 
an advocate for each child who is a ward.  The advocate is required to have the 
background and experience to act in, and agrees to act in, the best interests of the child 
for the duration of the child’s participation in the research and who is not associated in 
any way with the research, the investigator, or the guardian organization.  The 
requirement for an advocate is in addition to gaining permission from any other person 
acting on behalf of the child as guardian or in loco parentis.  Research involving wards 
of the court may require an order from the judge in addition to the permission from the 
person in charge of taking care of the child. 
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Subpart D of the federal regulations requires the IRB to classify research involving 
children into one of four categories relating to the risks and benefits of the proposed 
research: 
 
Research involving no greater than minimal risk 
 
Research involving greater than minimal risk, but presenting the prospect of direct 
benefit to individual subjects 
 
Research in this category is approvable by the IRB, provided: (a) the risk is justified by 
the anticipated benefit to the subjects; (b) the relationship of risk to benefit is at least as 
favorable as any alternative approach; and (c) adequate provisions are made for 
soliciting the assent of the children and permission of their parents and guardians. 
 
Research involving greater than minimal risk and no prospect of direct benefit to 
individual subjects, but likely to yield important generalizable knowledge about the 
subject’s disorder or condition 
 
Research in this category is approvable, by the IRB, provided: (a) the risk represents a 
minor increase over minimal risk; (b) the intervention or procedure presents experiences 
to subjects that are reasonably commensurate with those inherent in their actual or 
expected medical, dental, psychological, social, or educational situations; (c) the 
intervention or procedure is likely to yield generalizable knowledge about the subjects’ 
disorder or condition which is of vital importance for the understanding or amelioration 
of the subjects’ disorder or condition; and (d) adequate provisions are made for 
soliciting assent of the children and permission of their parents or guardians. 
 
Research not otherwise approvable which presents an opportunity to understand, 
prevent, or alleviate a serious problem affecting the health or welfare of children 
 
This section provides a mechanism for the approval of research not falling under 
categories 1-3.  the research must be approved by the Secretary of the Department of 
Health and Human Services (DHHS) if it is to be funded by the DHHS, after consultation 
with a panel of experts, and the panel must find that the research presents a reasonable 
opportunity to further the understanding, prevention, or alleviation of a significant 
problem affecting the health and welfare of children. 
 
When assessing risk to children and evaluating a research project proposing to involve 
children the IRB will consider the following issues: 
 

1. Is the participation of children as research subjects justified in this particular 
instance? 
 

2. If this research question can be addressed initially in adults, has this work been 
conducted? 
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3. Have results from any adult research indicated that the proposed research would 
benefit, or at least would not be harmful to children? 
 

4. Has every effort been made to ensure that a parent is present when the research 
intervention is conducted?  This will not only comfort the child but will enable the 
parent to exercise the right to end the child’s participation in the research project 
at any time.  Investigators should note that in some cases (e.g. research into 
sensitive personal matters, physical examinations of adolescents, research into 
abuse, etc.) it may not be appropriate to have a parent present.  If a parent will 
not be present during the course of the project, has the investigator clearly stated 
why in the protocol? 
 

5. Are the personnel involved in the research, and the facility in which the research 
will be conducted, knowledgeable about and sensitive to the physical and 
psychological needs of the children and their families? 
 

6. Have the investigators taken into account the child-subject’s previous experience 
with illness and medical interventions?  Some children may be able to cope with 
stresses of research better than others as a result of previous experiences with 
medicine.  Younger, “less experienced” children may be unprepared for 
participation in medical research. 
 

7. How the investigator determined the number of children to be enrolled for the 
study.  Investigators should justify the number of subjects they propose to study.  
Biomedical investigators should always plan to involve the fewest number of 
children necessary to obtain statistically significant data from which valid 
conclusions can be drawn. 
 

8. Whether the proposed techniques are the least invasive (physically and 
psychologically) in order to obtain the information for the study. 
 

9. Have the investigators clearly defined how the assent of the child-subjects will be 
obtained? 

 
For research involving medical interventions the Committee will consider previous 
research with animals.  The investigator should indicate whether the animal research is 
completed and the results to date. 
 
All personnel working with children should be familiar with State laws requiring reports 
of suspected child abuse or neglect. 
 
The IRB cannot approve research that exposes children as participants to more than 
minimal risk and does not satisfy the conditions outlined above.  The federal 
regulations, however, provide a process for seeking approval for such research from the 
DHHS Secretary. 
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Terminally Ill Patients 
 
Patients with a terminal illness may be willing to “try anything” that might offer hope of 
either a cure or a slowing of the disease process.  Others, aware that nothing further 
can be done to cure their disease, might fear abandonment by the medical 
establishment and agree to participate in research as a means of maintaining contact 
with physician experts in treating their condition.  On the other hand, many terminally ill 
individuals are willing to submit to considerable discomfort and risk for the possible 
benefit of future patients suffering from the same condition, and will volunteer for Phase 
1 clinical trials or basic research about their particular condition in hopes of helping 
other, similarly situated patients in the future. 
 
Investigators should be sensitive to these matters and explain with care and clarity the 
likelihood (or lack thereof) that research participants will experience any personal 
medical benefit from their participation in a particular study.  This is especially important 
in Phase 1 drug studies, since the research is designed to evaluate a potential 
treatment for their illness and as a result, may obscure the fact that the dosage 
participants will be given is not expected to produce a therapeutic result. 
 
At the same time, it is important not to treat terminally ill patients as incompetent or 
incapable of autonomous decision-making, just because they are critically ill.  The IRB 
can provide guidance in the form of suggested readings, previously approved consent 
documents, and consultation. 
 
Cognitively Impaired Patients 
 
Effective January 1, 2003, the State of California has become one of the few states in 
the nation to enact a law that specifies a variety of persons who can serve as the 
surrogate for the interests of a potential research participant and provide informed 
consent when a person does not have the capacity to decide for themselves.  The law 
[California law AB2328, codified as California Health and Safety Code Section 24178] 
includes a number of restrictions on the types of studies and types of research 
participants for which surrogate consent can be used.  The IRB will use the following 
criteria when determining whether to permit the use of surrogate consent for 
participation in a research study: 
 
Surrogate consent may be considered only in research studies relating to the cognitive 
impairment, lack of capacity, or serious-life threatening diseases and conditions of 
research participant. 
 
The Investigator should include in the IRB application/modification form a protocol-
specific plan for the sequence of steps that will be employed to acquire and document 
surrogate consent provided by a legally authorized representative. 
 
Whenever possible, investigators will attempt to obtain informed consent directly from 
the participant.  If the potential research participant is obtunded, unconscious or 
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otherwise obviously lacking in decision-making capacity, the investigator should 
document that observation in the research record and in the participant’s medical 
record.  If the potential research participant has questionable capacity to consent but is 
not unresponsive, the investigator should describe the research to the participant, 
consistent with current regulations and CDU policies, in a manner that the individual 
would understand.  Perform and document an assessment of the participant’s 
decisional-capacity relevant to the information provided about the research study. 
 
The phrase “decision-making capacity” refers to a potential participant’s ability to make 
a meaningful decision about whether or not to participate.  It is generally thought to 
include at least the following four elements: 
 

1. Understanding (i.e. the ability to comprehend the disclosed information about the 
nature and purpose of the study, the procedures involved, as well as the risks 
and benefits of participating versus not participating). 
 

2. Appreciation (i.e. the ability to appreciate the significance of the disclosed 
information and the potential risks and benefits for one’s own situation and 
condition). 
 

3. Reasoning (i.e. the ability to engage in a reasoning process about the risks and 
benefits of participating versus alternatives). 
 

4. The ability to express a choice about whether or not to participate. 
 
“Decision-making capacity” should not be confused with the legal concept of 
“competence”.  Incompetence is a legal determination made by a court of law.  While 
the court may consider information about a patient’s decision-making capacity in making 
competency determination, the terms are not synonymous.  For example, someone who 
is judged legally incompetent to handle their financial affairs may retain sufficient 
decision-making capacity to make meaningful decisions about participating in a 
particular research protocol.  As well, persons who have normal cognitive functioning 
may be put into circumstances where their decision-making capacity is temporarily 
impaired by severe pain or overwhelming anxiety or confusion. 
 
Decision-making capacity is protocol-specific and situation-specific.  Thus, a participant 
may have capacity to consent to a low-risk research protocol in usual circumstances, 
but not have the capacity to consent to a high-risk protocol or when he or she is 
confused or under duress. 
 
The assessment of decision-making will be protocol specific.  Thus, participants’ 
capacity to understand, appreciate, reason with, and express a choice about the 
specific protocol to which they are being enrolled must be determined.  This can be 
done with at least one of the following methods: 
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A standardized and validated instrument that can be tailored to the specific study 
protocol, such as the MacArthur Competence Assessment Tool – Clinical Research 
(MacCAT-CR) developed by Appelbaum and Grisso (1995). 
 
A post-consent quiz documenting the participants’ knowledge of critical elements in the 
informed consent form (i.e. nature of the illness being studied, voluntary nature of 
participation, ability to withdraw at any time, consequences of withdrawing, possible 
risks and benefits of participation, procedures involved, time required, confidentiality, 
and whom to call with any questions) may be appropriate.  For participants who score 
less than perfect on the initial presentation, educational procedures may be employed to 
raise their understanding to sufficient levels for them to make a meaningful choice about 
participating.  Such procedures may include simple repetition of the relevant information 
in the consent form or more detailed explanations of items that the participant has 
difficulty understanding.  For examples of educational procedures and the content of 
such quizzes, see Carpenter et al. (Arch Gen Psychiatry, 2000, 57:533-538), Dunn and 
Jeste (Neuropsychopharmacology, 2001, 24:595-607), Dunn et al. (Am J. Psychiatry, 
2001, 18:1911-1913), Dunn et al. (Am J Geriatric Psychiatry, 2002, 10(2):207-211), or 
Wirshing et al. (Am J. Psychiatry, 1998, 155:1508-1511). 
 
The study investigators may develop and suggest alternative procedures for evaluating 
the presence of decision-making capacity (e.g. someone outside the research team 
making the evaluation as to the potential participant’s decisional capacity).  Such 
procedures must be reviewed and approved by the IRB prior to enrollment of 
participants in the protocol. 
 
If the lack of decisional capacity is evident, the investigator should inform the potential 
research participant of the investigator’s intent to obtain surrogate consent.  If the 
participant expresses resistance or dissent to participation or to the use of surrogate 
consent by word or gesture, the participant shall be excluded from the research study.  
If no resistance or dissent is expressed by the potential research participant, the 
investigator should document this fact, and document that the description of the 
research project was communicated to the participant by placing a note in the medical 
record and in the research record. 
 
Identifying Persons to Provide Surrogate Consent 
 
In a non emergency room environment, surrogate consent may be obtained from any of 
the following potential surrogates who has reasonable knowledge of the participant, in 
the following descending order of priority: 
 

1. The person’s agent designated by an advance health care directive. 
2. The conservator or guardian of the person having the authority to make health 

care. 
3. The spouse of the person. 
4. The domestic partner of the person as defined by Section 297 of the Family 

Code. 
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5. An adult son or daughter of the person. 
6. A custodial parent of the person. 
7. Any adult brother or sister of the person. 
8. Any adult grandchild of the person. 
9. An available adult relative with the closest degree of kinship to the person. 

 
 

 
 
 
 
Prisoners 
 
Prisoners are considered vulnerable because they are in a restrictive, institutional 
environment that affords little opportunity for making choices, earning money, 
communicating with outsiders, or obtaining medical care.  The National Commission for 
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the Protection of Human Subjects found that prisoners often volunteer for medical 
research as a means of access to a competent medical examination, because health 
care is woefully inadequate in most prisons. 
 
Because their autonomy is limited, prisoners may participate only in certain categories 
of research, and special precautions are needed to assure that their consent to 
participate in the research is both knowing and voluntary [45CFR46.302]. 
 
Categories of Research in Which Prisoners May Participate 
 
Prisoners may participate in the following kinds of research: 
 

1. Studies of the possible causes, effects, and process of incarceration and criminal 
behavior, if those studies present no more than minimal risk or inconvenience to 
the subjects; 

2. Studies of prisons as institutions, or of prisoner as incarcerated person, if those 
studies present no more than minimal risk or inconvenience to the subjects; 

3. Research on conditions affecting prisoners as a class (e.g. research on hepatitis, 
drug addiction, sexual assaults, and other conditions more prevalent in a prison 
population than elsewhere), but only after the Secretary of HHS, has consulted 
with experts in medicine, ethics, and penology and published a notice approving 
the proposed research in the Federal Register; and 

4. Research on practices that are intended, and reasonably likely, to enhance the 
well-being of the subjects; however, if some of the prisoners will be assigned to 
control groups which will not benefit from the research, then the study must first 
be approved by the Secretary, HHS, after consultation with appropriate experts, 
as described above. 

 
Additional Duties of the IRB 
 
When the IRB reviews research that will involve prisoners they are required to first 
confirm that the proposed study fits within one of the permissible categories of research 
described above.  Then, it must determine: 
 

1. Any advantages that prisoners will realize as a result of participating in the 
research, when compared to the general living conditions within the prison, are 
not so great as to impair prisoners’ ability to weight the risks and benefits of 
participation and freely choose whether or not to participate; 

2. The risks involved in the research are commensurate with risks that would be 
accepted by non-prisoner volunteers (usually demonstrated by enrolling non-
prisoner subjects from the community, as well); 

3. Procedures for selecting subjects within the prison are fair, and free from 
arbitrary manipulation by prison authorities or prisoners; 

4. Control subjects will be selected randomly from among the group of eligible 
volunteers, unless the principal investigator justifies a different procedure; 
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5. The information presented during recruitment and consent procedures is in a 
language, and level of complexity, understandable to the subject population; 

6. The IRB is assured that the parole board will not take research participation into 
account in making decisions about parole, and each prisoner is informed in 
advance that participation will have no effect on the possibility of parole, and 

7. If medical follow-up is necessary to protect the health and welfare of the subjects, 
adequate provision is made for such care, taking into account the varying length 
of prisoners’ sentences; 

8. Finally, the IRB reviews is required to have at least one member who is either a 
prisoner, or a prisoner representative; and a majority of the IRB members can not 
be in any way associated with the prison(s) involved. 

 
Students and Employees 
 
Students 
 
Medical students traditionally have served as participants for biomedical research and 
psychology students have often participated as participants in behavioral research.  The 
obvious concern is that their participation may not be truly voluntary, because of a 
desire to appear particularly cooperative or highly motivated, or because participation in 
research is a course requirement.  IRB requires a letter in support of the Office of the 
Dean for student participation in a research study.  This letter should be included in the 
submission to the IRB for initial review. 
 
Various procedures have been suggested to reduce the possibility of unintended 
coercion, while still permitting students to participate as participants in research.  These 
include: 
 

1. Posting IRB approved advertisements throughout the university to recruit 
participants from a broad base of students. 

2. Avoiding any personal solicitations of students by faculty, graduate assistants, or 
fellow students. 

3. Providing a number of research projects from which to chose, if participating as a 
participants in research can be used as a course requirement; 

4. Providing alternative and equal methods for meeting course credit (or extra 
credit) requirements, such as attending a series of research presentations by 
faculty, writing a brief paper, conducting one’s own research. 

 
Employees 
 
University employees, such as office staff, lab technicians, and post-doctoral fellows, 
are similar to students in that they are vulnerable to perceived, even if not intended 
pressures to appear cooperative and supportive of their supervisor’s work.  Accordingly, 
many of the same procedures (described above) to reduce the likelihood of coercion in 
recruiting student volunteers apply equally to university employees.  It is CDU policy not 
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to approve recruitment procedures that include employees from the investigator’s own 
lab or office. 
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CHAPTER 15:  APPENDIX – DEFINITIONS 
 
45CFR46.102 Definitions 
 
(a) Department or agency head means the head of any federal department or agency 
and any other officer or employee of any department or agency to whom authority has 
been delegated. 
 
(b) Institution means any public or private entity or agency (including federal, state, and 
other agencies). 
 
(c) Legally authorized representative means an individual or judicial or other body 
authorized under applicable law to consent on behalf of a prospective subject to the 
subject's participation in the procedure(s) involved in the research. 
 
(d) Research means a systematic investigation, including research development, testing 
and evaluation, designed to develop or contribute to generalizable knowledge. Activities 
which meet this definition constitute research for purposes of this policy, whether or not 
they are conducted or supported under a program which is considered research for 
other purposes. For example, some demonstration and service programs may include 
research activities. 
 
(e) Research subject to regulation, and similar terms are intended to encompass those 
research activities for which a federal department or agency has specific responsibility 
for regulating as a research activity, (for example, Investigational New Drug 
requirements administered by the Food and Drug Administration). It does not include 
research activities which are incidentally regulated by a federal department or agency 
solely as part of the department's or agency's broader responsibility to regulate certain 
types of activities whether research or non-research in nature (for example, Wage and 
Hour requirements administered by the Department of Labor). 
 
(f) Human subject means a living individual about whom an investigator (whether 
professional or student) conducting research obtains 
 

(1) Data through intervention or interaction with the individual, or 
(2) Identifiable private information. 
 

Intervention includes both physical procedures by which data are gathered (for 
example, venipuncture) and manipulations of the subject or the subject's environment 
that are performed for research purposes. Interaction includes communication or 
interpersonal contact between investigator and subject. Private information includes 
information about behavior that occurs in a context in which an individual can 
reasonably expect that no observation or recording is taking place, and information 
which has been provided for specific purposes by an individual and which the individual 
can reasonably expect will not be made public (for example, a medical record). Private 
information must be individually identifiable (i.e., the identity of the subject is or may 
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readily be ascertained by the investigator or associated with the information) in order for 
obtaining the information to constitute research involving human subjects. 
 
(g) IRB means an institutional review board established in accord with and for the 
purposes expressed in this policy. 
 
(h) IRB approval means the determination of the IRB that the research has been 
reviewed and may be conducted at an institution within the constraints set forth by the 
IRB and by other institutional and federal requirements. 
 
(i) Minimal risk means that the probability and magnitude of harm or discomfort 
anticipated in the research are not greater in and of themselves than those ordinarily 
encountered in daily life or during the performance of routine physical or psychological 
examinations or tests. 
                                                                      
(j) Certification means the official notification by the institution to the supporting 
department or agency, in accordance with the requirements of this policy, that a 
research project or activity involving human subjects has been reviewed and approved 
by an IRB in accordance with an approved assurance. 
 


	IRB Membership
	Continuing Review by the Convened IRB
	4. What is a 510(k) pre-market notification submission?
	11. What statute and regulations apply to medical device clinical investigations?
	(1) Significant Risk Device Studies
	(2) Non-Significant Risk Device Studies
	(3) Exempt Studies
	9 This guidance may be found at: http://www.fda.gov/MedicalDevices/DeviceRegulationandGuidance/GuidanceDocuments/ucm080202.htm


