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Post Approval Procedures

Date of Approval:
Chapier3 01 December 2019

Effective Date:

01 Jan2020

REVISION | REVIEW DATE | AUTHORS MAIN CHANGE

NO.

6 Sep 19,2018 RERBMembers SOPon protocol resubmission was
transferred to Chapter?2

6 Sep19, 2018 RERBMembers Removedsection on protocol
deviation —sendingof PDto national
regulatory authorities and sponsor

6 Sep19, 2018 RERBMembers Qualified representativesfor site visit
was removed — changedto Site Visit
Team assigned by Chair

6 Sep19, 2018 RERBMembers Classificationof the type of review
and assigningof primary reviewers
are added in all the management of
post-approval submission, (also
includedin the flowchart)

6 Sep19, 2018 RERBMembers Basisfor decision for termination of
study was included

6 Sep19, 2018 RERBMembers “secretariat” wasremoved asthe
authority responsibleto initiate on-
site evaluation of a study visit

6 Sep19, 2018 RERBMembers Off-site SAES/SUSARsareadded in
the processflow

6 Sep19, 2018 RERBMembers SAEsubcommittee was added to
specify who reviews the SAE/SUSARs

6 Sep19, 2018 RERBMembers Decisionwas clarified — voting

6 Sep19, 2018 RERBMembers History of changes/revisions was
added
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3.1.

Review of Protocol Amendments

3.1.1.

312

3.13.

3.14.

Purpose
To describe the RERBreview procedures for amendments of the protocol and related
documents

Scope
This SOPappliesto previously approved study protocols and related documents that are
being amended later and submitted for approval to the RERB.Anyamendment of the

study related documents may not be implemented until reviewed and approved by the
RERB.

Responsibilities
It is the responsibility of the RERBSecretariatto manage protocol amendment package
submitted by the PI.

It is the responsibility of the original primary reviewers of the protocol to review the
amendments and recommend appropriate action.

It is the responsibility of either the RERBChairto determine whether the amendment
goes to expedited or full board review. The RERBapproves the final decision for
amendments submitted by the PI.

ProcessFlow/Steps

receipt and managment of
protocol amendment Secretariat
submission

determine type of review - full _
or expedited ;assignprimary Chair
reviewers

review the protocol
amendment and related Primary Reviwers
documents

discussprotocol and present
actions and recomemndations Primary Reviewers
during board meeting
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3.1.5. Detailed Instructions

3.1.5.1 The RERBshould properly inform investigators to submit an amendment
application whenever there is any changeregarding the composition of the study
team, the study site, and the protocol related documents and procedures

previously granted by the RERB.

3.1.5.2 The RERBSecretariat checks the completeness of the amendment package

submitted by the Investigator. (Form 19)

3.1.5.3 The RERBSecretariat refers the amendment package to the original primary

reviewers of the protocol.

3.1.5.4 The original (initial) primary reviewers check the amended documents and
compare them with the previously RERBapproved documents in the protocol
files. Theycheckif the amendmentswould alter the risk/benefit ratio of the study
to make appropriate recommendations using Form 16. Amendments that may
potentially alter the risk/benefit ratio of a study are referred to full board for

discussion.

If the initial reviewers are not available or havealready resignedto do the review,
the Chair designates qualified members to review the continuing review

application and progressreport.

3.1.5.5. Protocol amendment which increasesrisk to study participants may include, but

is not limited to the following:

+ Achangein study design

+ Additional treatments or the deletion of treatments
+ Anychangein the inclusion/exclusion criteria

+  Changein method of drug intake or route of drug intake (e.g. oral changed

to intravenous)

+  Significant changein the number of subjects (increase or decreasein sample
sizethat alters the fundamental characteristics of the study)

+  Significant decrease or increase in dosageamount

3.1.5.6.If only minor changes are involved in the amendment, the reviewers’
recommendation become the basisfor the final decision of the RERBandaletter

granting approval is prepared by the RERBSecretariat.
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3.1.5.7. If major changesareinvolved in the amendment (alters the risk/benefit ratio of
the study), the amendmentis referred to full board after review by the primary
reviewers. The members discussthe issuesrelated to the amendments to arrive

at a decision.

3.1.5.8. The RERBSecretariatprepares a communication letter (Form 28) to inform the
investigators about the board decision. The Secretariatforwards the letter to the

investigatorsfor proper action.

3.1.5.9. The RERBSecretariat keeps a copy of all amendment related documents in the

protocol files.
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32 Continuing Review of Approved Protocols

3.2.1.

322.

3.2.3.

3.24.

Purpose
To describe the RERBproceduresfor the continuing review of approved protocols

Scope
ThisSOPprovidesinstructions for the review of progressreports that are required by the
RERBtobe submitted by the Plto monitor the safety of participants enrolled in a study.

This SOPappliesto the conduct of continuing review of study protocols involving human
subjects at intervals appropriate to the degree of risk but not less than once a year.
Dependingupon the degreeof risk to the participants, the nature of the studies, and the
vulnerability of the study participants and duration of the study, the RERBmaychooseto
review or monitor the protocols more frequently. The annual progressreport servesas
basisfor continuing review of protocols whose approval needsto be renewed regularly.

This SOPdescribesthe follow up of annual progressreport and continuing review reports
by the RERBSecretariatand the review of suchreports submitted by the Plby designated
members of the RERBincompliance with ICH-GCPrequirements.

Responsibility

It is the responsibility of the RERBSecretariatto remind investigators to submit the
continuing review application one (1) before due date of expiration of their protocol
approval, to forward the reports to the primary reviewers for review and comments, and
to communicate to the investigators the RERBdecision.

It is the responsibility of the Chairto determine the type of review and assignprimary
reviewers.

It is the responsibility of the primary reviewers to review the reports to check
completeness of information and ensure that the data are in accordance with the
protocols and other related documents approved by the RERB.

ProcessFlow/Steps
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reminds Plto submit continuing
review/ progressreport 1 month
prior to due date

submit continuing review
application/ annual progress
report

receipt and management of
document packageand checkfor
completeness

determine type of review; assign
primary reviewers

review of progressreport and
continuing review application

discussthe progress report/
continuing review or report
exepdited review during full board
meeting

communicate RERBdecision
to PI

file documents and update
protocol file index and protocol
database

3.2.5. Detailed Instructions

Secretariat

Principal investigators

Secretariat

Chair

Primary reviewers

Chair/ primary reviewers

secretariat

secretariat

3.2.5.1. Submissionand management of continuing review / progressreport




ChineseGeneral Hospital and Medical Center ResearchEthics | oGH\IC RERBSOP
Review Board (CGHVICRERB) Version No. 6
Date of Approval:
Chapter3 01 December 2019
Post Approval Procedures Effective Date:
01 Jan2020

+ The Secretariat checks the database and tracks due dates of continuing and
annual progress reports of study protocols approved by the RERB.

+  TheSecretariat prepares and sendsreminder letter (Form 21) addressedto the Pl
one month before the due date of the report.

+  TheSecretariat checksthe completenessof submitted report basedon the items
in ProgressReport (Form 20) and Continuing Review Application Form (Form 22)
and forwards the report to the Chair.

3.2.5.3. The Chairdetermines the type of review the progressreport/ continuing review
application should undergo and identify the primary reviewers.

3.2.5.4. The secretariat shall identify the initial primary reviewers of the protocol and
forward the protocol packageto them.

If the reviewers are not available to do the review, the Chairdesignatesqualified
membersto review the continuing review application and progressreport.

3.2.5.5. Continuing Reviewof Approved Protocols

3.2.5.5.1

3.25.5.2

3.2.5.5.3

The primary reviewers conduct review of continuing/annual reports
if they are in accordancewith the protocol and related documents
approved by the RERB.

Forhigh-risk protocols, eg.randomizedtrials including investigational
products, proponents have to submit continuing progress report
every 6 months from time of approval and an annual report of the
trial

For low-risk protocols, eg. observational studies, cross-sectional
studies, proponents have to submit continuing progress/annual
report every 12 months from time of approval

Theprimary reviewers refer to the protocol file to checkcompliance
with approval given by the RERBduring initial review and upon
submission of amendments.

Thefollowing are the key evaluation points in the review of progress
report/ continuing review application:
Risk assessment

o Therisksto the study participants are minimized
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o Therisks - benefit balance is reasonable, if any. What is

important, is the knowledge that may be gained from the
study.

Adequacyof Informed ConsentForms. Thedifferent types of
informed consent form should be provided, if applicable. It
should be the most recently approved or currently in use. d)
Appropriate and new significant findings should be provided
to the study participants since these may be related to
willingness to continue participation in the study (e.g.
important toxicity or adverseeventinformation).

*  Localissuessuchasthe following:

O

Changesin the Plscircumstances (e.g. suspensionof hospital

privileges or medical license, involvement in numerous
clinical trials).

Evaluation, investigation and resolution of complaints
related to the research,if any.

Changesinthe acceptability of the researchprotocol in terms
of institutional commitments suchaspersonnel and financial
resources, and adequacy of facilities. Changesinregulations,

applicable national law or standards of professional conduct
of practice. d) Plconcernsabout trial conduct at the site such
as study coordinator ineffectiveness, inability of subjects to

understand sections of the informed consent documents
required by institutional policies, if any.

+  Progressof the study:

O

O O O O O

Start date of the study and expectedduration

Total subject enroliment

Expectedenrollment

Actual enroliment

Enroliment issues

Withdrawal of participants:
snumber of participantswhowithdrew
=lost tofollow-up
sSummary of reasonsforwithdrawalat localsite

3.2.5.5.4.Theprimary reviewers shall give recommendations asfollows:

O

RENEWAPPROVAL: if assessment of the above evaluation
points is satisfactory.
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3.25.5.5.

3.25.5.6.

3.255.7.

Approval of the progress report is necessary to renew
approval of the protocol and allow the investigator to
continue the conduct of research.

o Plto provide additional information or submit additional
documents.

o Requestmodifications of the protocol or informed consent
form if there is any change in the original risk-benefit
assessmentor any significant issues that may change risk-
benefit balance.

o Suspend:
=enrollment of newparticipants
sresearch procedures in currently enrolled
participants

+ entire study
o Disapproverenewal of continuing review

Theprimary reviewers must complete the review and accomplish
Continuing Review Application/Progress Report Form, Section 2
(part to be filled-up by the reviewer) and shall be submitted to
the secretariat

The recommendations and significant issues identified by the
primary reviewers shall be included in the agendafor discussion
during the full board meeting to arrive at a final decision and
appropriate action.

Forreview of protocol progressreports under expedited review,
RERBaction is finalized at the level of the Chair and should be
completed within fourteen (14) days

3.2.5.6. Discussthe continuing review/ progress report or report expedited
review results to the RERBmembersduring full board meeting.

3.2.5.6.1.

3.2.5.6.2.

The primary reviewers present to full board the results of the
review, their recommendations and any significant issues
identified in relation to the progressof the study.

The board deliberates and determines the need for the Plto
elaborate, clarify or explain further any aspect of the progress
report.

3.2.5.6.3. Thefollowing are possiblereview decisions of the board:
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3.2.5.6.4.

o Renewapproval

Requestadditional information

o Recommendfurther actions (i.e. modification in protocol /
ICF, suspend study)

o Disapproverenewal

o

Forprogressreports approved under expedited review, approval
is reported to the board by the Chairor Member-Secretary.

3.2.5.7. Communicate CGHMCRERBdecisionsto PI

3.25.7.1.

32572

The Secretariat takes note of the decision and/or discussion
during the board meeting in the meeting minutes and
communicateswith the PIif further action isrequired.

The RERBSecretariat prepares the notification of RERBdecision
and sendsthe notification to the PI.

3.2.5.8. File documents and update protocol file index and protocol database

3.25.8.1.

3.25.8.2.

The RERBSecretariatkeepsa copy of the progress report package
together with the review commentsof the primary reviewersin
the protocol file folder and update the protocol file index.

The RERBSecretariat Staff files the protocol file folder in the

active study file section of the cabinet under lock and key and
updates the protocol database.
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3.3. Review of Serious Adverse Events

3.3.1.

332

3.3.3.

Purpose
To describe the RERBreview procedures for serious adverse events (SAE)

Scope
This SOPapplies to the review of SAEand SUSARreports submitted by investigators and
sponsors to the RERBto comply with ICH GCP. The RERBreviews such reports to
determine appropriate action to protect the safety of participants in anapproved study.
ICH-GCPEG6defines a serious adverse event (SAE)or aserious adverse drug reaction (ADR)
asany untoward medical occurrence that at any dose

* Resultsin death,

+ Islife threatening,

* Requireshospitalization or prolongation of existing hospitalization,

+ Resultsin persistent or significant disability or incapacity, or

+ Resultsin a congenital anomaly or birth defect.

A suspected unexpected serious adverse reaction (SUSAR)isa serious event the nature
and severity of which is not consistent with the applicable product information. In the
case of an unapproved investigational product, the event is not consistent with the
Investigator’s Brochure (IB). In the caseof a licensed product, the event is not consistent
with the approved packageinsert or summary of product characteristics.

Responsibilities

+  The primary responsibility of the RERBisto conduct an appropriate review of SAE
and SUSARreportsto ensure oversight over the safety of participants enrolled in the
study.

+  The RERBshouldalso make sure that researchers are made aware of its policies and
procedures concerning SAEreporting.

+ The RERBsetsup the necessary mechanismsto receive SAEand SUSARreports from
investigators and sponsorsof researchesthat it hasapproved.

+ The primary responsibility of the RERBiIs to receive and review SAEand SUSAR
reports from its own site and to take the necessaryaction to ensure the safety of
participants in the study.

* In multicenter studies, The RERBalso receives SAEand SUSARreports from other
siteswithin and outside the country. It is the responsibility of the RERBtobeupdated
about safety issuesrelated to studiesthat it hasapproved.

+  The RERBhasthe authority to suspendor terminate approval of researchat its site
when the safety of participants is no longer assured. When RERBtakessuch action,
it is required to provide the reasonsfor its action and to promptly report such
decision to the investigator, the sponsor, the institution and relevant regulatory
authorities.
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3.34. ProcessFlow/Steps

PROCESSFLOW

receipt and management of SAEand
SUSARreporst submisison

determines the type of review and
forward SAEreports to assigned SAE
Subcommittee reviewer

review on site and off site SAEsand
related documents

discusson site and off site SAEreports
and present actions and
recomemndations during board
meeting

communicates decision to Pl

File documentsto protocol file
folder and update SAEdatabase

3.3.5. Detailed Instructions

Secretariat

SAESubcommittee Chair

SAEsubcommitee primary
reviewer

SAEsubcommitee Chair/ primary
reviewers/ RERBmembers

Secretariat

Secretariat

3.2.5.1. The RERBshouldinform investigators that they are required to report SAEsand
SUSARstothe RERBfor all studies approved by the RERB.Theyshould use (Form
18) to report SAEs.
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3.3.5.2. Foron-site SAEsandSUSARSs,thePl/studyteam should report the incident within
24 hours from the time/day the team is notified to the sponsor. A similar
submission should be done within 7 daysto the RERB.

3.3.5.3. For off-sitte SAEsand SUSARs,the Pl/study team should submit a cumulative
notification to RERBeverymonth.

3.3.5.4. The RERBSecretariatshall be responsible for forwarding the reports to the SAE
subcommittee Chairat least 7 daysbefore full board meeting.

3.3.5.5. The SAEsubcommittee Chair determines the type of review of SAEreports

3.3.5.5. On-site SAEand SUSARreports shall be reviewed by a SAEsubcommittee
member who is assignedby the SAEsubcommitiee Chair

3.3.5.6 Off-site SAEsarereviewed through expedited processby the SAE
subcommittee Chairto note the trends in SAEoccurrences.

3.3.5.6. Criteria for the review
To review SAEreports, SAEsubcommittee members should use the same form
(Form 18) filled up by the principal investigator and fill up Section 2 that
recommends appropriate action to be done by the RERB.Thereview procedures
are asfollows:

+ If assessmentof the SAEisunlikely or unrelated to the studydrugor article:
The subcommittee chair determines if the report should be reviewed and
discussedat full board or expedited at the level of the SAEsubcommittee
Chair.

+ If assessmentof the SAEis definitely, possibly,or probably related to the
study drug or article: The report is added to the agenda for review at a
convened meeting by full Board.

+ Assessment of the SAE is unexpected/ unanticipated and definitely,
possibly,or probablyrelated to the studydrugor article: The report is added
to the agendafor review at aconvenedmeeting by full Board.

« For multi-center, international studies, note the trend of occurrence of
SAE/SUSARInstudysites in foreign countries and local sites

«  For multi-center, national studies, note the nature of SAE/SUSARwhether
related or suspected
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+  For SAEsthatoccur onsite, members should analyzethe investigator/sponsor
assessment(related, unexpected) and may need to recommend some form
of action to the investigator to ensure the safety of participants.

3.3.5.8. Discusson-site SAEreports and recommendations of SAEsubcommittee to full

board to ensure participants’ safety.

The SAEsubcommittee Chair/ primary reviewer shall present the results of SAE
subcommittee’s review and recommendation to full board.
After reviewing the report and the recommendations by the SAEsubcommittee,

the Chaircallsfor a vote on any of the following actions:

+ Nofurther action, SAEreporton file

+ Takenote and continue monitoring

+ Requestfurther information from the PI
+  Conductsite visit

+ Requestanamendmentto the protocol or the informed consentform
+  Suspendenrolment of new researchparticipants until further review of

the RERB

+ Suspendalltrial related procedures(exceptthose intended for the safety
and well-being of the participant) until further review by the RERB

+ Termination of the study

The RERBshallmake a decision to terminate a previously approved clinical trial

basedon the following considerations:

+  Safetyreports that indicate that continuing the study will worsenthe
condition of, aswell asincreasethe risks to the study participants

+  Recommendationby the Principal Investigator or the sponsor

«  Other considerationsthat impact on the risk/benefit ratio.

3.3.5.9. Communicate CGHMCRERBdecisionto PI.

3.3.5.91. The RERBSecretariatnotifies the investigator of the action taken
by the RERB.
3.3.5.9.2. The RERBMember Secretary drafts a formal letter duly signed

and dated by the Chairto the investigator to notify them of the
action they should take according to the RERBdecision.

3.3.5.10. File documents in protocol file folder and update SAEdatabase
3.3.5.10.1. Thesecretariat files the documentsin the protocol file folder and

update protocol file index
3.3.5.10.2. The secretariat updates the SAEdata
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3.4 Reviewof Protocol Violation/Protocol Deviation/ non-compliance

3.4.1.

34.2.

3.4.3.

Purpose

To describe the RERBreviewproceduresfor protocol violation/ deviation

Scope

This SOPprovidesinstructions for taking action and maintaining records of

varioustypes of protocol deviation or violations:

+ It includesinvestigators who fail to comply with the proceduresin the approved
protocol or to comply with national/ international guidelinesfor the conduct of
human research, including those who fail to respond to the RERB’srequests.

+ It also covers action taken by the RERBrelatedto protocol violation/ deviation
reports submitted by the Pl related to any event at the site that is not in
compliance with the protocol documents previously approved by the RERB.

Responsibility

It is the responsibility of the RERBSecretariatto receive protocol violation/ deviation

reports (Form 21) submitted to the RERB.

It is the responsibility of the primary reviewers to assessprotocol deviation/ non-
compliance/ violation and make appropriate recommendations/actions related to

protocol violation/ deviation.

34.4. ProcessFlow/ Steps

| Frosno

receipt and management of
protocol deviation reports

determine type of review; assign Chair
primary reviewers

Secretariat
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review of protocol deviaiton/
violation reports

Primary reviewers

discussandreport to full board
the decisionsfor information or Chair/ primary reviewers
appropriate action

communicate RERBdecision

file documents and update
protocol file index

3.4.5. Detailed instructions

secretariat

secretariat

3.4.5.1. Receipt and management of protocol Noncompliance / violation / deviation

reports.

345.1.1.

345.1.2.

345.1.3.

Reports of protocol noncompliance/violation/deviation may
come from the investigators and other parties related to any
event in the site that is not in compliance with the previous
approved protocol and related documents. (Form 24)

The Plshould document, explain and report to CGHMCRERBany
noncompliancefrom approved protocol whether minor or major

and the Pl may implement a deviation from the protocol to

eliminate an immediate hazard(s)to study participants without

prior approval by CGHMCRERB,but must submit as soon as
possible, a report of deviation, the reason for it and if

appropriate, an appropriate study protocol amendment(s).

Reportsof noncompliance/violation/deviation shall be facilitated
thru submission of Non-Compliance/ violation/ deviation
package (Form 24) together with the documents necessaryto
clarify and or justify the noncompliance.
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345.1.4.

The secretariat staff checksfor completeness of noncompliance
report package.

3.4.5.2. Determine type of review and assignprimary reviewers

345.21.

34522.

34523.

34524

The Chair classifies the submission whether it should be
subjectedto full board or expedited review.

Submissionssubjected to Expedited Review shall include minor
protocol deviation which is a non-systematic protocol
noncompliance with minor consequences,in terms of its effect
on the participants rights, safety or welfare, or does not affect
the scientific soundnessof the study protocol. Thisalsoincludes
deviations that are administrative in nature.

Major protocol violation/deviation consista persistent protocol
noncompliance with potentially serious consequencesthat could
put participants safety at risk or critically affect data analysis.
These reports shall be subjected to full board review. The
secretariat includes the protocol noncompliance in the meeting
agendafor the month.

The secretariat shall identify the initial primary reviewers of the
protocol and forward the protocol packageto them.

If the initial reviewers are not available or have already resigned
to do the review, the Chair designates qualified members to
review the continuing review application and progressreport.

3.4.5.3. The Secretariat forwards the protocol non-compliance report to the primary
reviewers who shall do the review and make recommendations to the board.

3.4.5.4. Reviewof noncompliance/ violation / deviation reports by primary reviewers

3454.1.

The primary reviewer assessesthe reports. Assessment shall
focuson whether the protocol violation/deviation impactson the
safety and rights of the participants or the integrity of the data.
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They shall recommend corrective and preventive actions
depending on the degree of seriousness of the
noncompliance/violation/deviation.

34542 Thedecision can be any of the following:
o Noted/Acknowledged - no further information or action
required

o Request additional information from the Pl to properly
evaluate the noncompliance (i.e. safety measurestaken by PI
after prohibited drugsare taken)

o Recommendfurther actions (i.e. request PI to attend fulll
board meeting to explain frequent violations)

o Corrective actions are required —the subcommittee should
specify the corrective measuresto prevent harm to current
and future researchparticipants.

o Sitevisit needed

3.4.5.5. Discussorreport to full board the SAEsubcommitteedecisionsfor information or
appropriate action.

3.455.1. The primary reviewers present their results during full board
meeting.
34552. After reviewing the report and with due consideration to the

recommendations by the primary reviewers, the RERBChaircalls
for a vote on any of the following actions:

* Inform PI that CGHMCRERBnNoted the non-compliance/violation/
/deviation and inform that the non-compliance/violation/deviation
do not occur in the future and follow the RERBrecommendations.

*  Request the Pl to attend full board meeting for additional
information.

+  Suspendthe study until additional information is made available.

+ Suspend the study unti recommendations by the RERB are
implemented by the Pland found satisfactory by the RERB.

76



ChineseGeneral Hospital and Medical Centier ResearchEthics
Review Board (CGHVICRERB)

Chapter3
Post Approval Procedures

CGHVIC RERBSOP
Version No. 6
Date of Approval:
01 December 2019
Effective Date:
01 Jan2020

+ Revokeapproval of current study when there is fraud or unresolved

serious safety issues.

+  Keepother research proposal of the Plor COlunder abeyance.

« Conductsite visit

Suspension and termination shall be based on serious violations and
repeated major violations. Suchdecision is recorded in the minutes of
meeting. Thedecisionwill be taken to ensurethat the safety and rights
of the researchparticipants are protected.

3.4.5.6. Communicate RERB’sdecisionto the PI

3456.1.

3456.2.

3.4.5.6.3.

The RERBSecretariat notifies the Pl of RERBdecision (Form 28):
Action letter to Continuing Review Application/Final
Report/Non-compliance/SAE/Site Visit signed and dated by the
Chair and sendsto the PI.

If the CGHMCRERBdecisionisNo Further Action, the secretariat
prepares a notification letter addressedto the Pl signed
and dated by the Chair.

If corrections or corrective actions are required from the PI, the
Plshall provide the information within two weeks.

3.4.5.7. Keeprecords and follow-up

345.71. Keepthe copy of the notification letter in the "noncompliance"
file.

3.4.5.7.2. Storethe file in the shelf with an appropriate label.

3.4.5.7.3. Follow up the action after a reasonabletime.

345.74. Maintain afile that identifies investigatorswho are found to be

noncompliantwith national/international regulationsor who fail
to follow protocol approvalstipulations or fail to respondto the
CGHMCRERB'srequestfor information/action.
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3.5.

Respondingto Participant’s Requests/Queries

3.5.1.

352

35.3.

3.54.

Purpose
To describe the RERBproceduresrelated to participant requests and queries

Scope
This SOPapplies to all queries and requests related to the rights and well-being of the
research participants in studies approved by the RERB.

Responsibility

A designated member of the secretariat is responsible for receiving participant queries
and requests related to their participation, refers relevant issuesto the RERBChairor
members for the RERBto take appropriate action. The Secretariat keeps records of all
actions taken by the RERB.

ProcessFlow/Steps
receivesthe request or query Secretariat

assessthe nature of the
request and refer to Chair/ vice chair
appropriate person

take action andrefer to full

board if necessary Chair/ vice-chair

communicate decision to

person who made the query Primary Reviewers

File the documents Secretariat

78



ChineseGeneral Hospital and Medical Center ResearchEthics | oGH\IC RERBSOP
Review Board (CGHVICRERB) Version No. 6
: Date of Approval:
El Chapter3 01 December 2019
Post Approval Procedures Effective Date:
01 Jan2020

3.5.5. Detailed Instructions

3.5.5.1. Receivethe request or query.

+ The RERB Secretariat receives the inquiry or requests from research
participants/patients or the community through variousforms of communication
(email, telephone call, letter, etc.)

+ Replyto the request or query, if it is within the authority of the secretariat or
refer to the Chairor RERBmemberfor appropriate action.

+ Recordthe request and information in the RequestRecord Form (Form 25) and
keep acopy in the files.

3.5.5.2. Take action
A designated RERBmembertakes appropriate action.
+ Investigatethe fact
+ Recordinformation and any action or follow-up takenin the Form 18
+  Signanddate the form and forward to the Secretariatfor filing.
+ Reportto the RERBaboutthe action taken and the outcomes.

3.5.5.3. File the request document
+  Keepthe record form in the “response”file.
+ Keepacopyin the study file.
+ Storethe file in the appropriately labeled shelf.
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3.6

Site Visits

36.1. Purpose

To describe the RERBproceduresrelated to the conduct of site visits

36.2. Scope

This SOPapplies to any visit made in CGHMCstudy sites to check compliance with GCP

and RERBapprovedprotocol and related documents.

3.6.3. Responsibility

It is the responsibility of the RERBChairand designated RERBmembersto perform on

its behalf on-site visit of the researchprojects it hasapproved.

The RERBmembers,inconsultation with the Chairmay initiate an on-site evaluation of a

study site for causeor for a routine audit.

3.64. ProcessFlow/Steps

selection of study site RERBmembers
create study site visit team RERBChair
prepare study site visit plan Study Slte Visit Team
Notify Pldate of the site visit Secretariat
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conduct site visit and debrief
study team

present site visit findings during
full board meeting and
recommednds appropriate action

communicates results of site
visit or recomemndedaction if
any to PI

files copies of documents

3.6.5. Detailed Instructions

3.6.5.1. Selectionof study

Study site visit team

Study site visit team and RERB
members

Secretariat

Secretariat

Reviewperiodically the databasefiles of the submitted/approved study

protocols.

Selectstudy neededto be monitored basedon the following criteria:

New study or new Pls

Reports of remarkable serious adverse events
Big number of studies carried out by the samePI
Frequent protocol submissionfor IRBreview
Non-compliance or suspicious conduct
Frequentlyfail to submit final reports
Frequentprotocol violations

O O O O O O

3.6.5.2. Create study site visit team

The Chair shall select members of the study site visit team and designatesthe
team leader. Members should include the primary reviewers.
The Site Visit Team members are informed of their assignment.
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3.6.5.3. Thesecretariat staff prepares the study site visit packageconsisting of the

following:

+ Latestversion of the approved protocol and informed consent documents

«  Other relevant documentssuchas: protocol deviation reports, on-site
SAEs/SUSARreports

«  Copyof Site Visit Report Form

3.6.5.4. Prepare Study Site Visit Plan

The Study Site Visit Team prepares the study site visit plan that includes the
following:

+ Date andtime of the planned visit

+ Membersof the study site visit team

+ Objectivesof the visit

+ Documentsto be reviewed

+ Personsto be interviewed

3.6.5.5. Thestudy site visit team, in consultation with the Chair, is given access
to documentsin the protocol file folder of a study for monitoring. The
team may also photocopy some parts of the files (like advertisement
materials, the informed consent form (ICF), case report form) for
comparisonwith the documents usedin the study sites.

3.6.5.5. Notify Plof date of site visit

3.6.5.4.1. The secretariat staff contacts the study site or Pl and coordinate the
date andtime for the site visit.

3.6.5.4.2. ThePlshall be given at least four (4) weeks’ notice to ensuretheir active
participation.

3.6.5.4.3. The secretariat staff prepares and sends letter to the PI, formally
informing them of the planned study site visit. Attach to the letter the
study site visit plan and report form

3.6.5.6. Conductsite visit and debrief study team
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3.6.5.5.1. Thestudy site visit team conductsthe site visit asper the study site
visit plan and additional guidance from Site Visit Report Form (Form

26).

3.6.5.5.2. The CGHMCRERBSstudysite visit team will:

O

O O O O O

Reviewfilled up informed consentdocuments to make sure that
the site is usingthe most recent version.

Reviewrandomly the subject files to ensure that subjectsare
signingthe correct informed consent.

Observe consent process, it possible.

Checkif the files are orderly and confidentiality is maintained.
Interview membersof the researchteam.

Debrief the Plabout site visit findings and comments.
Getimmediate feedback.

3.6.5.5.3. After the visit, the CGHMCRERBSstudysitevisit team will

Write a report using Site Visit Report Form within 2 weeks,
describingthe findings during the audit

Forward a copy of the site visit report to the secretariat for
inclusion in the next board meeting.

Senda copy of the report to the study site for their file.

Filethe site visit report in the protocol file.

3.6.5.6. Presentthe site visit findings during the Full Board meeting.

3.6.5.6.1.

3.6.5.6.2.

3.6.5.6.3.

Thestudy site visit team presentsthe report during the full board
meeting.

The Board decides whether the rights, safety and welfare of the
research participants are compromised and recommends
appropriate action.

Decision/Recommendedaction of the board can be any of the
following:

NO FURTHERACTION

REQUESTADDITIONAL INFORMATION

RECOMMEND FURTHERACTION

3.6.5.7. Communicateresults of site visit and the recommended actions, if any to the PI.
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The secretariat staff communicatesthe board decision to the Pl asfollows:

3.6.5.7.1.

3.6.5.7.2.

3.6.5.7.3.

If no further action is required, notify Pl

If additional information or further action is required, notify the
PIl. The PImust comply with the recommendations and submits
response to the RERB.

Secretariatstaff preparesthe report of action taken by the Pland
the member-secretaryreports it to the board.

3.6.5.8. File copies of documents

3.6.5.8.1.

Thesecretariat staff files the study site visit report, excerptof the
minutes of the meeting when report was discussed and the
notification letter (including the responseof the PI,if any)in the
protocol file folder and update the protocol file index and
protocol database.
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3.7.

Early Protocol Termination

3.7.1.

3.7.2.

3.7.3.

3.74.

Purpose
To describethe RERBproceduresrelatedto early termination of protocol implementation
Scope

This procedure describes how the RERBproceedsand managesthe premature or early
termination of a protocol when subjectenroliment is discontinued before the scheduled
end of the study. Protocols are usually terminated at the recommendation of the Data
Safety Monitoring Board (DSMB),the Scientific Director, sponsor, PI,by the RERBitselfor
other authorized bodies. Thisis done when the safety of the study participants is doubtful

or at risk.

Responsibility

It is the responsibility of the RERBtoact on any early protocol termination application. It
is also the responsibility of the RERBtowithdraw approval for any previously approved
protocol when the safety or benefit of the study participants is doubtful or at risk. All
applications are reviewed during full board meeting to decide on appropriate action.
The Secretariat is responsible for the receipt and management of the termination
documentation. The primary reviewers review the reasons for early termination and

make a recommendation to full board.

ProcessFlow/Steps
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receivesthe application or
recommendation for early study Secretariat
termination

forward notice of early termination

to primary reviwers secretariat
review the termination packageor
terminaiton issuesand make Primary reviewers
recommendation
discussandreport to full board for
appropriate decision RERBmembers
communicate I;lERBdeC|S|onto e
file copiesof documents secretariat
3.7.5. Detailed Instructions
3.7.5.1. RERBSecretariat
3.751.1. Receives application or recommendation for early study
termination.
3.75.1.2. Receives recommendation and comments from the Sponsor,

DSMB, RERBmembers, Scientific Director, or other authorized
bodiesfor study protocol termination.

3.751.3. Informs the principal investigator to prepare and submit a
protocol termination package.
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3.75.1.4.

3.7.5.1.5.

Receivesthe study protocol termination package prepared and
submitted by the principal investigator.

Checksthe completeness of the contents of the package to
include the Study Termination (Form 27). The request for
termination memorandum should contain a brief written
summary of the protocaol, its results, and accrual data.

3.7.5.2. Reviewthe submission

3.7.5.2.1

3.75.2.1.

The primary reviewers assessthe termination issue, review
safety data and make recommendation.

*it is important to note if the Termination Packagecontains a
plan of how the participants who are still active in the study will
be followed up. If no plan is noted, the CGHMCRERBshould
recommend to the Plthat such plan should be included.

Thesecretariat shallinclude the submissionfor early termination
in the agendafor full board review.

3.7.5.3. Discussat full board for appropriate action

3.7.5.3.1.

3.75.3.2.

The RERBdEeliberatesonthe effects of early study termination on
the safety and welfare of study participants.

Final decision of the application are asfollows:

APPROVAL/ NO FURTHERACTION

RECOMMEND FURTHERACTION

FURTHERINFORMATION REQUIRED/ CLARIFICATION FROM PI

3.7.5.4. Communicates the RERBdecisionto PI

3.7.5.4.1.

The RERBsecretariat prepares letter of notification signed and
dated by the Chair.

The Pl may be requested to provide additional information or
documents or implemented actions to ensure the safety and
welfare of subjectsstill active in the studly.

3.7.5.5. File pertinent documents and update protocol database
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3.7.5.5.1.

3.755.2.

3.7553.

The secretariat files the pertinent documents, excerpt of the
minutes of the meeting when it was discussed, and the
Notification Letter (Form28), including the responsefrom the P,
if any, in the protocol file folder and update the protocol file
index.

Upon approval of the Early Study Termination Application, the
study protocol is classified asinactive, the protocol code no. is
updated and the protocol file folder re-labelled and transferred
to storagefor inactive files.

The secretariat staff updates the protocol database and labels
the protocol “inactive-earlytermination.”
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3.8 Review of Final Report

3.8.1.

382

3.8.3.

3.84.

Purpose
To describe the RERBreviewproceduresfor follow-up and review of final reports for any
study previously approved by the RERB

Scope
ThisSOPaimsto provide instructions for the review of final reports that are submitted by
the Plafter completion of subject enrollment and all follow up procedures.

This SOPdescribesthe review of final reports submitted by the Plby designated members
of the RERBincompliance with ICH-GCPrequirements.

Responsibility

It is the responsibility of the RERBSecretariatto identify study protocols whose final
reports are due. The secretariat checksfor the completeness of the final report form
(Form 20).

It is the responsibility of the primary reviewers to review and present the final report
during the meeting

ProcessFlow/Steps

Receivethe Final Report package

and checkits completeness Secretariat
determine the type of review p
and assignprimary reviewers RERBChair
Forwardfinal or closure report Secretariat

to primary reviewers for review

Reviewfinal report, render

decisionand report to full board Primary Reviewers
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Communicate RERBdecision

io Pl Secretariat

File Management Secretariat

3.8.5. Detailed Instructions

3.8.5.1. Submission and management of Final Reports
+  The Secretariat checksthe database.

+  TheSecretariatreviewsthe completenessof submitted report basedon the items
in Final Report Form (Form 23) and forwards the report to the primary reviewers

for review.

3.8.5.2. The Chairdetermines the type of review the progressreport/ continuing review
application should undergo and identify the primary reviewers.

The secretariat shall identify the initial primary reviewers of the protocol and

forward the protocol packageto them.

If the reviewers are not available to do the review, the Chairdesignatesqualified
membersto review the continuing review application and progressreport.

3.9.5.3. The secretariat staff shall forward the Final report or Closurereport packageto

the primary reviewers.

The secretariat includes the final report submissionon the agendafor the next

RERBmeetingfor discussion and final decision.

3.9.5.4. Reviewof Final Reports, render decision and report to full board
Theprimary reviewerspresent the final report during the full board meeting

The RERBdecisioncan be any of the following:
APPROVE(Acknowledged/Accepted)
Requestfor additional information, specify
Recommendfurther action, specify

3.8.5.5. Communicate result of RERBdecisionto PI
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3.8.5.6. Plis notified by the secretariat staff of the RERBdecision
PImay be requestedto provide additional information or submit additional
documents, in which casethe final report maybe accepted, but action regarding
archiving maybe deferred depending on the submission of requested additional
information or documents

If the final report is approved,the Plisinformed of the following:

The study protocol is now classified as INACTIVE;Studyprotocol record will be
made available for three (3) yearsin the archives after the expiration date.

3.8.5.7. File Management
3.85.7.1. The RERBChairsigns the Final Report Form.

3.85.7.2. The secretariat staff stores the signed Final Report documents
in the study protocol file folder upon approvalof the final
report, and when no further action is expectedfrom the PI.

3.8.5.7.3. Thesecretariat staff enters relevant study protocol data into the
study protocol Databaseto signify the end of the study.

3.8.5.7.4. Thesecretariat Staff transfers the study protocol folder to the
Inactive Files.

o1



