MODULE TWO: The Role of the Institutional Review Board

Modul e two reviews the role of the institutional review board in the protection
of the human participants in research, focusing on the federal regulations
governing research activity. Further discussion of investigator
responsibilities are found in Mddule 3 (research integrity and conflict of

i nterest) and Module 4 (proper conduct of clinical trials). The Children's
Hospi tal Phil adel phia (CHOP) Institutional Review Board functions under a
Mul ti pl e Project Assurance|negotiated with the federal O fice for Hunan Research
Protecti ons (OHRP) [ which requires that all research performed at CHOP be

revi ewed according to a uniformstandard. That standard is found in 5 CFR 46
(a.k.a. "The Common Rule"). 1In addition, research involving drugs, devices, and
bi ol ogi cs may be subject to FDA regul ations found in 21 CFR 50 and 56| These
regul ations are consistent with respect to basic IRB protections and infornmed
consent. However, the FDA has no regul ations that are specific to children such
as that found in Bubpart D of 45 CFR 46| Neverthel ess, CHOP applies the
additional protections for children as research participants found in Subpart D

to all research reviewed at CHOP. It is inpossible in this training programto
address all of the pertinent regulations that nmay apply to a given research
project. |If a specific question is not addressed upon review ng the avail abl e

regul ati ons and gui dance avail able on the Internet, the investigator should cal
the Office of Research Regul atory Affairs|at 215-590-2830 for specific advice.

Any research activity involving human subjects that is conducted by a CHOP

i nvestigator or enployee, regardless of location, is subject to review and
approval by the CHOP IRB. In addition, any research activity involving human
subjects that occurs within a CHOP facility, regardless of who perforns it, is
subject to review and approval by the CHOP IRB. The first question then is

whet her or not an activity constitutes research with human subjects. Research
is defined as "a systematic investigation, including research devel oprment,
testing and eval uation, designed to develop or contribute to generalizable

know edge" (45 CFR 46.102d). A human subject is defined as "a living

i ndi vi dual about whom an investigator conducting research obtains [either] data
through intervention or interaction with the individual, or identifiable private
i nformati on" (45 CFR 46.102f). At tinmes, it may be difficult to deternine

whet her any given activity constitutes research. |If an investigator interacts
with an individual, or collects data about that individual, for other than the
sol e purpose of providing clinical care, that activity nmay constitute research
and should be discussed with the IRB office. Also, the evaluation conponent of
an exi sting denonstration and/or service program may include research activities
that should be reviewed by the IRB. Wen in doubt, ask

The regul ations specify a nunber of research activities that are considered
exenpt fromIRB review (45 CFR 46.101b). However, CHOP policy states that only
the I RB can determ ne whether a specific research activity is exenpt, based on a
witten request fromthe investigator. Exenpt research activities include: (1)
research conducted in established or conmonly accepted educational settings,

i nvol ving normal educational practices; (2) research involving the collection or
study of existing data, docunments, records, pathol ogical specinmens, or

di agnostic specinmens, 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 Iinked to the subjects;
and (3) some research and denonstration projects which are designed to eval uate
public benefit or service prograns.

For exanple, the review of nmedical records would be considered exenpt if the
i nvestigator was not able to link the data collection sheet with the specific
nmedi cal record once data collection was conpleted. As npbst investigators want
to be able to return to the specific nedical record to verify data, a sinple
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i nclusion of a case nunmber linked to a nedical record nunber renders the
research ineligible for exenption. |In addition, to be considered exempt, all of
the data, docunents or specinmens needs to exist at the start of the study. Any
prospective collection of data, docunents or specinens woul d disqualify the
study for exenption. There is an additional category of exenpt research which

i nvol ves the use of educational tests, survey procedures, interview procedures
or observation of public behavior, provided that the research does not place the
subjects at risk of crimnal or civil liability or other personal injury. This
cat egory, however, does not apply to research involving children (45 CFR

46. 401b). The determination that certain research activities are exenpt from

I RB review can only be made by the I RB upon witten request by the investigator
If exenpt, the research is not subject to continuing |IRB review, provided that
there is no change in the research

There are al so sone categories of research that nay be reviewed by the I RB using
an expedited review procedure. Expedited review neans that the review can be
performed either by the I RB chairperson and/ or desi gnee who nay either approve
the research or refer it to the full IRB (45 CFR 46.110b). Oher than the
nunber of copies required, there is no difference between expedited and full IRB
review with respect to the IRB protocol application required of the investigator
(such as the face sheet, narrative summary, inforned consent form other
pertinent forms such as biol ogical specinmens or genetic testing, the full grant
application or sponsor protocol, and the investigator brochure). For research
to be considered expedited, it rmust neet both of two conditions. First, it nust
present no nore than mnimal risk to hunan subjects. Mninmal risk is defined as
"the probability and nmagnitude of harmor disconfort anticipated in the research
are not greater in and of thenselves than those ordinarily encountered in daily
life or during the performance of routine physical or psychol ogi cal exam nations
or tests" (45 CFR 46.102i). Second, it nust fit into one of the
esearch categories|that are eligible for expedited review, as established by
the Secretary of HHS. These categories include: limted clinical studies of
approved drugs and/or nedical devices; linmted collection of blood sanples;

noni nvasi ve prospective collection of biological specinens; collection of data

t hr ough noni nvasi ve procedures routinely enployed in clinical practice

(excl udi ng general anesthesia, sedation, x-rays or mcrowaves); research

i nvol vi ng data, docunents, records or specinmens that have been or will be

coll ected solely for nonresearch purposes; collection of data from voice, video,
digital or inage recordings; and research on individual or group characteristics
or behavior (including, but not linmted to, research on perception, cognition
notivation, identity, |anguage, conmunication, cultural beliefs or practices,
and soci al behavior) or research enpl oying survey, interview, oral history,
focus group, program eval uation, human factors evaluation or quality assurance
nmet hodol ogi es.

For prospective blood collection using children to be considered expedited, the
anount drawn nmay not exceed the |lesser of 50 nL or 3 nL per kilogramin an

ei ght -week period and collection nmay not occur nore frequently than two times
per week. Larger amounts of blood may be pernmitted by the IRB; however, such
research woul d need to be reviewed and approved by the full IRB. It is expected
that medical record research, or research involving |aboratory testing of

bi ol ogi cal speci nens, can be revi ewed and approved using expedited IRB
procedures unless the information being recorded or devel oped presents greater
than minimal risk. Oher than the anmount of bl ood specified, there is no
difference in the application of expedited | RB procedures between research

i nvol ving adults and research involving children. All decisions that are nade
by expedited review are reported to and endorsed by the full IRB at the next
appropriate neeting.
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The federal regulations specify specific criteria that an IRB nust use in
revi ewi ng and approving research (45 CFR 46.111). \Whether or not the | RB uses
an expedited or full review process, the research nmust satisfy the foll ow ng
requi renents:
> the risks to subjects are mninized by using procedures which are
consistent with sound research desi gn and whi ch do not unnecessarily
expose subjects to risk, and whenever appropriate, by using
procedures al ready being perforned for diagnostic or treatnent
pur poses;
> risks to subjects are reasonable in relation to antici pated
benefits, if any, to subjects, and the inportance of the know edge
that may reasonably be expected to result;

> sel ection of subjects is equitable;

> when appropriate, there are adequate provisions for nonitoring the
data collected to ensure the safety of subjects; and

> when appropriate, there are adequate provisions to protect the

privacy of subjects and to maintain the confidentiality of data.

There are additional requirenents that the research nust satisfy if it involves,
for exanple, prisoners (A5 CFR 46, Subpart C) or children (A5 CFR 46, Subpart|
D). If the research involves "any individual involuntarily confined or
det ai ned" (45 CFR 46.303c), the research may be subject to the additiona
protections defined in Subpart C. The investigator should contact the IRB office
to discuss these specific requirenments. |In general, if children are involved,
research that does not offer the prospect of direct benefit is restricted either
to mnimal risk research (45 CFR 46.404), or to research that involves only a

m nor increase over mnimal risk, provided that (a) the intervention or
procedure presents experiences to the child that are reasonably commensurate
with those inherent in their actual or expected nedical, dental, psychol ogic,
social, or educational situations; and (b) the intervention or procedure is
likely to yield generalizable know edge about the child's disorder or condition
which is of vital inportance for the understanding or anelioration of the
child' s disorder or condition (45 CFR 46. 406)

Research which offers the prospect of direct benefit to the individual child may
i nvol ve greater than mniml risk, provided that the risk is justified by the
anticipated benefit to the child, and the relation of the anticipated benefit to
the risk is at least as favorable to the child as that presented by avail able
alternative approaches (45 CFR 46.405). |If research involving children cannot
be approved by the I RB under one of these three categories, it can be referred
to the Secretary of HHS for a deternination of whether the research presents a
reasonabl e opportunity to further the understandi ng, prevention, or alleviation
of a serious problemaffecting the health and wel fare of children, and will be
conducted in accordance with sound ethical principles (45 CFR 46.407). The |IRB
nmust nake all of these determ nations based on the information provided by the

i nvestigator in the narrative summary of the protocol. |In addition, the IRB
must judge the qualifications of the investigator, and revi ew any data
collection forms, interview scripts, surveys or questionnaires. It is

absol utely essential that the investigator provide the necessary information for
the IRB to make the above determ nations. The nost conmon reason for either
deferral or rejection of a protocol is the lack of information concerning one or
nore of the above requirenents.

The final two requirenents for | RB approval are that inforned consent will be
sought and appropriately docunented, unless the IRB allows for a nodification or
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wai ver of either informed consent or docunentation of informed consent. The
federal regul ations provide nmuch detail about the specific elenments that are
required for inforned consent (45 CFR 46.116). This, conbined with the
attention that IRBs often spend on the review and editing of informed consent
docunents, leads to the misinpression that informed consent is either the
docunent or the noment in tine when that docunment is signed. Inforned consent
shoul d be considered a process of dial ogue between the investigator and research
partici pant that begins before, continues during, and persists after the
research. The docunent does not replace, and should be seen as an adjunct to,
this dialogue. This dialogue should take place under circunstances that provide
t he prospective subject sufficient opportunity to consider participation
mnimzes the possibility of coercion or undue influence, and in | anguage t hat

i s understandable (45 CFR 46.116). In addition, the infornmed consent docunent
(and verbal consent if witten docunmentation is waived) needs to include certain
required elenents. These required el enents include:

» a statenment that the study involves research;

» an explanation of the purposes of research

» the expected duration of the subject's participation

» a description of the procedures to be followed and identification of
any procedures which are experinmental;

» a description of any reasonably foreseeable risks or disconforts to

t he subj ect;

» a description of any benefits to the subject or to others which may
reasonably be expected fromthe research

» a disclosure of appropriate alternative procedures or courses of
treatment, if any, that m ght be advantageous to the subject;

» a statenent describing the extent, if any, to which confidentiality
of records identifying the subject will be nmaintained

» for research involving nore than mnimal risk, an explanation as to
whet her any conpensation and an expl anati on as to whet her any
medi cal treatnents are available if injury occurs and, if so, what
t hey consist of, or where further information may be obtai ned;

» an explanation of whomto contact for answers to pertinent questions
about the research and research subject’s rights, and whomto
contact in the event of a research-related injury to the subject;
and,

» a statenent that participation is voluntary, and that refusal to
participate or a decision to withdraw fromthe study woul d not
jeopardi ze the subject's relationship with CHOP or his or her
nmedi cal care.

There are sone additional elenents of infornmed consent that should be included,
when appropriate (45 CFR 46.116):
» a pregnancy statenment involving possible risks to the fetus and
preventi on of pregnancy;
» circunstances under which the subject participation nay be
term nated by the investigator;
» any additional costs to the subject that may result from
participation in the research
» any consequences of the subject decision to withdraw if the
wi t hdrawal may involve risks that require an orderly term nation of
partici pation;
» a statenment about sharing significant new findings that may rel ate
to the subject's willingness to continue participation; and
» the approximate nunber of subjects involved in the study.
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The consent form needs to be signed by the subject or by the subject's legally
aut hori zed representative, and a copy given to the person who signed the form
(45 CFR 46.117a). Further instructions about drafting an inforned consent
docurment can be found on the Stokes Intranet| The CHOP IRBis in the process of
devel opi ng an informed consent tenplate that will suggest standardi zed | anguage
for many of the required elenents and further assist in the devel opnent of an

i nfornmed consent docunment. Al of the requirenents for informed consent also
apply to parental permi ssion (45 CFR 46. 408).

There are certain conditions under which the | RB nay approve a consent or

perm ssion procedure which alters or omits one or all of the required el ements,
or waive the requirenent for informed consent altogether. The research nust

i nvol ve no nore than nminimal risk, the waiver or alteration will not adversely
affect the rights and welfare of the subjects, the research could not
practicably be carried out without the waiver or alteration, and, whenever
appropriate, the subject will be provided with additional pertinent information
after participation (45 CFR 46.116d). Generally, research involving existing
data, documents or specinmens may qualify for a waiver of informed consent,
provided that the research will not result in any informati on that shoul d be
shared with the subject. |In addition, parental perm ssion can be waived if the
| RB deternmines that a research protocol is designed for conditions or for a
subj ect popul ati on for which parental or guardian permi ssion is not a reasonable
requirenent to protect the subjects (for exanple, neglected or abused children).
An appropriate nmechanismfor protecting the children who will participate as
subjects in the research needs to be provided, and the waiver nay not be

i nconsistent with federal, state, or local |aw (45 CFR 46.408e). GCenerally,
certain studies of adol escent behavi or (such as contraception and/or sexua
activity) may qualify for such a waiver. Finally, an IRB may nodify or waive
written docunentation of infornmed consent. The regulations allow for the use of
a nodified “short formwitten consent docunent” conbined with an ora
presentation of the required el enents provided that, anong other requirenents,
there is a witness to the oral presentation, and the oral presentation foll ows
an | RB approved script (45 CFR 46.117b). Witten docunentation of inforned
consent can be waived entirely if (1) the only record Iinking the subject and
the research would be the consent docunent, and the principal risk would be
potential harmresulting froma breach of confidentiality; or (2) the research
presents no nore than mnimal risk of harmto subjects and involves no
procedures for which witten consent is normally required outside of the
research context (45 CFR 46.117c). Exanples where the witten consent form may
present a risk of confidentiality include data collection fromindividuals who
are H V-positive, or observational and interview research with individuals
engaged in illegal behavior. Investigators who anticipate performng this type
of research can obtain a [Certificate of Confidentiality|fromthe Departnent of
HHS, which provides additional protections to the data fromlegal subpoena.
Exanpl es of mininal risk research which involve procedures that do not normally
require witten consent nmay include survey or questionnaire research

partici pant observation or interviews. It is inportant to remenber that the
wai ver of witten docunmentation does not absolve the investigator of the
responsibility to obtain informed consent.

Al t hough Subpart D requires that "adequate provisions are nade for soliciting
the assent of the children," there is no stipulation of any required el enents
for assent other than the fact that assent "means the child's affirmative
agreenment to participate in research.” Furthernore, "nere failure to object
shoul d not, absent affirmative agreement, be construed as assent" (45 CFR

46. 402b). The requirenent for assent can be waived either if "the capability of
some or all of the children is so linmted that they cannot reasonably be
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consul ted" or "the intervention or procedure involved in the research holds out
a prospect of direct benefit that is inportant to the health or well-being of
the children and is available only in the context of the research" (45 CFR
46.408a). This latter determination should be made at the tine of initial IRB
review, and reflects the parental role in nmaking decisions concerning the
child's health or well-being. Unless the assent of the child is specifically
wai ved by the IRB either due to linited capacity or potential benefit
unavai l abl e outside of the research, the dissent of a child to either initial or
continued research participation nust be respected. Although nany IRBs require
separate assent forms for children, the current CHOP IRB policy is to allow for
an oral presentation and then docunentation by the investigator that assent was
obt ai ned.

In addition to the initial review and approval of a protocol and consent form
all nodifications in existing approved protocols nmust be reviewed by the | RB
prior to inplenentation unless necessary to elininate apparent i medi ate hazards
to the subject (45 CFR 46.103b4 and 109a). M nor changes in previously approved
research may be approved using expedited review procedures (45 CFR 46. 110b). The
i nvestigator is responsible for pronptly reporting to the IRB "any unanti ci pat ed
probl ens involving risks to subjects or others or any serious or continuing
nonconpl i ance with the requirements or deterninations of the IRB" (45 CFR
46.103b5). The IRB is also responsible for conducting continuing review of
research appropriate to the degree of risk, but not less than once per year (45
CFR 46.109e). The continuing | RB revi ew of research nust be substantive and
meani ngful . I n conducting continuing review of research not eligible for
expedited review, all IRB nenbers should at |east receive and revi ew a protocol
summary and a status report on the progress of the research, including:

» the nunber of subjects accrued;

» a description of any adverse events or unantici pated probl enms
involving risks to subjects or others and of any wi thdrawal of
subjects fromthe research or conplaints about the research

» a sumary of any recent literature, findings obtained thus far
amendrments or nodifications to the research since the |ast review,
reports on nulti-center trials and any other rel evant information,
especially information about risks associated with the research; and

» a copy of the current infornmed consent docunent.

Conti nui ng revi ew can be conducted by the | RB using expedited revi ew procedures
if the research qualifies for expedited review (as discussed above), or, for
research which does not initially qualify for expedited review, expedited
procedures nmay be used if the research remains open for followup or data

anal ysis only, or no subjects have been enrolled and no new risks identified
since the last continuing review In addition, the IRB may determ ne at the
initial review that the research presents no nore than ninimal risk and can be
subsequently revi enwed usi ng expedited procedures, assuning that no additiona
ri sks have been identified. Finally, the IRB has the authority to observe, or
have a third party observe, the consent process and/or research (45 CFR

46. 109e) .

I nvestigators participating in FDA-regul ated clinical research involving drugs,
bi ol ogi cal s and/ or devices should be faniliar with the applicable regul ations.
Al t hough the FDA regul ations on infornmed consent (R1 CFR 50} and institutional

revi ew boar ds ( are simlar to 45 CFR 46, there are specific

regul ations pertaining to investigational new drug applications (BT CFR 317),

investigational device exenptions (R1 CFR 812), biol ogical products (R1 CFR 312]
and EOO , and financial disclosure for investigators (R1 CFR 54). Although it

is inmpossible to cover all the regulations in this nodule, there are severa
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i mportant points worth enphasi zi ng. The FDA has published a nunber of

I nformati on Sheets that provide guidance for IRBs and clinical investigators on

a number of issues, and is available on the Internet (JNFORVATI ON SHEETS - -

(Gui dance for Institutional Review Boards and Cinical Investigators, 1998 |
pdate). First, although the FDA does not regulate the "off |abel” medical use

of otherw se approved drugs, devices and/or biologics, the use of an approved

drug or biologic in a clinical investigation (21 CFR 312.3b) may require an

| nvestigational New Drug application] (I ND) or Jnvestigational Device Exenption

(IDE) if the study involves “a route of adm nistration or dosage level, use in a

subj ect popul ation, or other factor that significantly increases the risks (or

decreases the acceptability of the risks)” (21 CFR 312.2b1l). Second, the FDA

requi res subnission of an | DE application for only gignificant risk devices| A

significant risk device presents a potential for serious risk to the health,

safety, or welfare of the subject and is either (1) inplanted, (2) used in

supporting or sustaining human life, (3) of substantial inportance in

di agnosing, curing, nitigating or treating di sease or otherw se prevents

i mpai rment of human health, or (4) otherw se presents serious risk to the

heal th, safety, and welfare of the subject (21 CFR 812.3m). Third, the FDA

allows for the pnergency use of an iInvestigational biologic, drug or device|

wi t hout prior I RB approval, provided that the patient is in a life-threatening

situation, no standard acceptable treatnment is available, and there is

insufficient tine to obtain IRB approval (21 CFR 56102d). The FDA requires

notification to the IRB within five working days or in accord with institutiona

policy (21 CFR 56.104C). It has been the policy at CHOP for the IRB to concur

wi th the energency waiver of prior |IRB approval before the use of the

i nvestigational drug or device. Finally, investigators participating in

i ndust ry-sponsored research usually nust certify that they will conduct the

research in accord with |'good clinical practice” — an iInternational standard

devel oped by the International Conference on Harnoni zati on[for the conduct of

clinical research. This standard will provide the framework for discussing

i nvestigator responsibilities in conducting clinical research in Mdule four

I nvestigators are encouraged to consult with the Ofice for Research Regul atory
Affairs prior to submtting a protocol, especially if the research design and/or
consent process may vary dependi ng upon the interpretation and application of
the rel evant regul ati ons.
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