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Each/IRB mustielloniprecedures ior:

. andicontinting of
research and forreportingiitsifindings and
actions te thelinvestigator andthe mstitution

 For ensuring prompt reporting to the IRB of
changes in research activity.

« For ensuring that changes in approved
research may not be initiated without IRB
review and approval except where
necessary to eliminate apparent immediate
hazards to the human subjects
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EachiIRB mustiollovsrecediiestior:

» Conductmg mitiallandicontintinglreview: of
researchiandforreporting itsifindings and
actions te the investigatorr andithe institution

» For ensuring prompt reporting to the IRB of
changes in research activity:

 For ensuring that changes in approved
research may not be initiated without IRB
review and approval except where
necessary to eliminate apparent immediate
hazards to the human subjects

Initialfreview eiresearchimust e conducted
by fullfbeard reviewunless:

» ResearchiactiVities presentinormore than
minimal risk terhiumanrsubjects
» Not conducted under anjinvestigational
new drug application
s Examples:

— Behavioral studies

— Quiality of life studies

— Some specimen submission studies

At intenvalsiappropriaietortie degree of:
risk but netlessithan GRCE PErYEar.

s Fullfbeardiunless enerefithe following
applies:
— Initial review qualified for expedited review

— No subjects have been enrolled and no
additional risks have been identified

— Research is permanently closed and all
subjects have completed treatment

— The remaining research activities are limited
to data analysis




Continuing reviewiolengrenmfellow-up
where thefresearchiisipermanently closed
and all subjects have completeditreatment

+ OHRP allews a single umbrella proetocol to
simplify and streamline continuing review for
multiple protocols

» S9808, “Long Term Eollow-Up: Protocol:
An Administrative Tool

* List of applicable protocols available on
the CRA Workbench

Changesinresearchractivityadistributed via:
s Amendments

s Revisions

s Memos

« Safety reports

s Closure notices

Note: Other group’s terminology includes
addendum, updates, etc.

Memorandum: Explanation of a study concept or
other information about the study that do not
change the study itself (Expedited review
allowed / no review required).

Memorandum/Safety Reports (Expedited review
allowed).

Permanent/Temporary Closure Notice: Planned
and unplanned end to accrual (Full board

required / expedited review allowed).
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» Conductmg mitiallandicontintinglreview: of
researchiandforreporting itsifindings and
actions te the investigatorr andithe institution

* For ensuring

 For ensuring that changes in approved
research may not be initiated without IRB
review and approval except where
necessary to eliminate apparent immediate
hazards to the human subjects

AmendmentAlchangertortherprotocol that
directly affects patient careror treatment and
may substantivel\ increase the patient’s
risk/bengfit ratiol (Eullfbeard reguired).

Revision: Anjadministrative or editorial
change that does not affect patient care or
treatment, or a scientific or medical change
that does not substantively increase the
patient’s risk/benefit ratio (Expedited review
allowed).

Each IRB must follow procedures for:
 Conducting initial and continuing review of
research and for reporting its findings and
actions to the investigator and the institution

* For ensuring prompt reporting to the IRB of
changes in research activity

* For

except where
necessary to eliminate apparent immediate
hazards to the human subjects




Changes may not be initiated without IRB review
and approval

* When a proposed change is not minor (e.g.
procedures involving increased risk or discomfort
are to be added), then the change must receive
full board review

» Expedited review allowed for minor changes in
ongoing previously approved research

» Some editorial or administrative changes need
no review

s Increased riski(E;or neW sk
information), changesiter eligibility’ to
allow’ a higher risk pepulation)

s Complete study redesign

s Addition of specimeni submission
requirements

» Minor: editorialferadministrative
changes

* Memos; (e.g). drug distribution, holiday
hours, proetocol clarifications, etc.)

s Form changes
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» When thepretecolfchanoES EGUIre revision
of the informed consentdoctiment, the IRB
should have arsystempthatidentifies the
revised consent decument te preclude the
use of the older version.

* An IRB stampis not reguired.

¢ A system that correlates to IRB review dates
or amendment dates is recommended.

» Miner changesinipiieviously reviewed
research

s Safety reponts

* New or modified risk infermation that
represents a minor alteration in the
overall risk-benefit for new participants
in order to minimize the suspension of
accrual

Each IRBImUSTHGleoWARNeCEdUES for:

» Conducting mitalfandicontinuing review, of
researchandiorrepeningiisiindings and
actions te the investigator and'the institution

» For ensuring prompt reporting to the IRB of

changes in research activity.

» For ensuring that changes in approved
research may not be initiated without IRB
review and approval




« Signifcantnewsindinosideveloped
during| thercourse offthe research that
may. relate te a subject'siwillingness to
continue participation must be provided
to subjects (i.e. Action| Letters)

s There is no reguirement for IRB review
and approval of such information before
it is provided to already enrolled
subjects

OHRP Guidance"onsAENREporting, Jan. 15, 2007

FDA Guidance on AE"Reporting, January 2009

FDA and OHRP guidance onradverse event
reporting|to IRBS state that' unanticipated

problems involving risks torhumani subjects must
be reported

— Related or possibly related
— Unexpected

— Places subjects or others at greater risk of harm
than was previously known

Q: WhordetenmnesiRBNYeviewreguirements?

A: Reviewlreguirementsiarerdetermined by the
protocoll coerdinaterwithiinput from QA based
upon SWOG policiesiandl©@HRP guidance.

Q: What is the timeframe for review?

A: All protocol updates requiring review
whether full board or expedited must be
reviewed and approved within 90 days.
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» New/ riskiniiormaioRNmusie
communicated prompiyA(@t the next
scheduled visit) teralieady enroelled subjects

* Documentation off such communication
must be made in the research record

* The IRB must be provided with a copy of
significant new findings provided to
subjects

» NCI reguiresithanwerenyard all safety.
reports that they/send o s

» NClfreguires salety/ reporis e submitted
within 90 days unlessithelocal IRB policy
does not mandate reporting of external
safety reports

*» SWOG encourages sites to implement
an alternate policy for reporting of safety
reports to the IRB

Q: What i thelocallNRBroverrules the SWOG
reguirementioriuliNseardierexpedited
review?

A: Local IRB policy may/ differ with SWOG's
interpretation of required review. Ifiyour local
IRB has different written SOPS or provides a
rationale at the time of the review, that is
acceptable.




Q: When dees; CliEPNEquIiesuspension of
enrollment?.

A: In the past, CIEP allowed enrallment of new.
patients to continue after verballcommunication of
new risk information; after IRB notification but prior

to official IRB review andiapproval of this
information. OHRP recently infermed CTEP this is
not in compliance with OHRP regulations and that
new patients cannot be enrolled until an amended
protocol and informed consent have been
reviewed and approved.
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However, iittherchiangesiorthe protocol and
informed ConSeEntERIESENtNOIMore than a

minor alterationiinitheroveralliskelbenefit for

patients, the amendment canundergo
expedited review at thie discretion of the Chair
of the designated IRB.

Note: Suspension of accrual until the protocol
update and consent have been approved will
be monitored as part of the audit process



