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    Chapter 3: Post Approval Monitoring
[bookmark: page2]Policy statement 
To describe the post approval activities of the Cardinal Santos Medical Center Research Ethics Review Committee (CSMC RERC) on the events reported by the Principal Investigator during the conduct of the study. The period covered begins after approval has been granted by the CSMC RERC and will last until the completion of the study at the RERC approved site.
3.A Review of Amendments 
3.A.1 Policy Statement
	The CSMC RERC requires the submission of proposed amendments for review and approval	before their implementation. The only exception is when the changes are necessary to eliminate immediate hazards to the participants. In such cases, the actions taken are promptly reported to RERC as protocol deviations and non-compliance and approval is sought for the permanent changes. This requirement is explicitly stated in the Approval Letter.
3.A.2 Purpose 
	To ensure that the conduct of the study is in compliance with the approved protocol and that any	change, such as amendments, will not impact the safety and welfare of study participants.
3.A.3 Scope
	This SOP applies to the management and review of protocol amendments submitted by the	proponent while the study is on-going. It begins with the receipt and entry of the submission and ends with the filing of the documents and committee decision in the protocol folder.
3.A.4 Responsibilities
	It is the responsibility of the RERC Secretariat to manage the protocol amendment package 	submitted by the principal investigator.
	It is the responsibility of the original primary reviewers to review the amendments and recommend	appropriate action.
		It is the responsibility of the RERC Vice Chair to determine whether the amendments goes to expedited or full board review.
3.A.5 Workflow 

	STEP
	ACTIVITY
	RESPONSIBILITY
	TIMELINE

	1
	Receive amendments.
	Secretariat
	2 working days

	2
	Determine type of review: expedited or full board.
	RERC Vice- Chair
	1 working day

	3
	Notify primary reviewers.
	Secretariat
	1 working day

	4
	Review amendments.
	Primary Reviewers
	1 week

	5
	Communicate RERC decision to the PI.
	Secretariat
	3 days

	6
	File amendment documents and update database.
	Secretariat
	1 working day



3.A.6 Details of Procedures

Step 1- Receipt of amendment. The RERC staff receives Requirement Checklist Protocol Amendment (CSMC RERC Form 3A) and Protocol Amendment Review (CSMC RERC Form 3B) and enters the date and pertinent information in the record file of incoming documents. He/she checks the completeness of the amendment package submitted by the principal investigator.
The protocol amendment that increases the risk to study participants may include but is not limited to the following:
· a change in study design
· additional treatments or deletion of treatments
· any change in the inclusion/exclusion criteria
· change in method of drug intake or route of drug intake (e.g. oral changed to intravenous) 
· significant change in the number of subjects (increase or decrease in sample size that alters the fundamental characteristics of the study) 
· significant decrease or increase in dosage amount 
Step 2- Determine type of review: expedited or full board: The Vice Chair decides the type of review. If there are minor changes that do not increase the risk to the study participants, such as addition of investigator or study personnel in the amendment, the documents are sent to the primary reviewers for expedited review. 
If there are major changes that increase the risk to the study participants in the amendments, they are referred to full board after review by the primary reviewers. The members discuss the issues related to the amendments to arrive at a decision.
Step 3- Notification of primary reviewers: Within two days after receipt of the amendment application, the Staff notifies and sends the pertinent documents to the previously assigned Primary Reviewers who will evaluate and submit their recommendation.
Step 4 – Review of primary reviewers: The primary reviewers check the amended documents and compare them with the previously RERC-approved documents. Amendments are checked if these will alter the risk/ benefit ratio of the study. The reviewers make recommendations using CSMC RERC Form 3B. 
Amendments that may potentially alter the risk/ benefit ratio of a study are referred to full board for discussion.
Primary reviewers submit amendment reviews within 1 week.
Step 5- Communication of RERC decision: The staff prepares a draft of the committee decision based on either the Minutes of the full board meeting or the primary reviewers’ recommendations in expedited review. The Chair signs the decision letter as follows: 
· Approved
· Minor modification, subject to expedited review at the level of the RERC Chair
· Major modification, subject to full board review
· Deferred, if clarifications are required
· Disapproved

			The staff sends decision letter to the principal investigator.
Step 6- Filing of amendment documents and update the database: The Secretariat files the amendment application and copy of the committee decision in the appropriate protocol folders and update the database.
3.B Management of Protocol Deviation/ Violation Reports


3.B.1 Purpose
To describe the RERC review procedures for protocol deviation or violation.
3.B.2 Scope
A protocol deviation or violation is generally an unplanned excursion from the protocol that is not implemented or intended as a systematic change. 
This SOP provides instructions for taking action and maintaining records of various types of protocol deviation or violation.
This SOP applies to all CSMC-affiliated investigators with approved protocols conducted in and outside Cardinal Santos Medical Center.
This SOP applies to all protocols approved by CSMC RERC whose principal investigator is not affiliated with CSMC and the study is conducted outside the hospital.
Initiation and/or implementation of the study protocol or any part thereof not approved by the CSMC RERC is considered a VIOLATION.
Any ongoing non-approved study or any part thereof will be suspended until the study proponents fully comply with the RERC requirements.
3.B.3 Responsibility 
It is the responsibility of the RERC Secretariat to receive protocol deviation/ violation reports submitted to the RERC. 
It is the responsibility of the primary reviewers to make an assessment of the protocol deviation/ violation independently from the sponsor and make recommendations using CSMC RERC Form 3D.
It is the responsibility of the board to discuss the issues raised by the primary reviewers and make a decision.
3.B.4 Workflow  
	STEP
	ACTIVITY
	RESPONSIBILITY
	TIMELINE

	1
	Receive protocol deviation/violation reports (Form 3D).
	Secretariat
	1 working day

	2
	Review protocol deviation or violation.
	Primary Reviewers
	1 week

	3
	Discuss at full board and make decision.
	RERC members
	1 working day

	4
	Notify the investigator.
	Secretariat
	1 working day

	5
	Keep records in protocol folder.
	Secretariat
	1 working day



3.B.5 Details of Procedures
Step 1- Receive protocol deviation/ violation reports (CSMC RERC Form 3D): The RERC secretariat receives protocol deviation/ violation reports (Form 3D) from investigators and other parties related to any event that is not in compliance with the previously RERC-approved protocol and related documents. 
Secretariat ensures the completeness of the information.
Step 2- Review protocol deviation or violation: Protocol deviation or violation reports are forwarded to the primary reviewers for assessment and recommendations to be presented to full board for deliberation and decision.
Deviation occurs when the activities of the study diverge from the RERC approved protocol; e.g. missing a visit window because the participant is travelling. It is less serious than protocol violation.
All protocol deviations are reviewed under full board and classified accordingly:
1. Minor deviation does not affect the scientific soundness of the research nor the rights, safety, or welfare of human participants.
· Administrative deviations
· Logistical and schedule changes (reschedules or out-of-window visits, rescreening of participants, or re-administration of treatment or diagnostic procedures)
2. Major deviation represents a major change in the approved protocol.
· Exceptions to eligibility criteria
· Exceptions to the form and manner of obtaining informed consent
· Exceptions to schedule of administration of an investigational product
· Planned, non-emergent deviations


Protocol violation is any serious noncompliance that may lead to exclusion of subjects from eligibility analysis and/or his discontinuation from the study. It has material consequences, such as but not limited to: 1) reduce the quality or completeness of the data; 2) make the informed consent inaccurate; 3) impact a participant’s safety, rights, or welfare.
	Examples of protocol violations include the following:
· Inadequate or delinquent informed consent
· Inclusion/exclusion criteria not met
· Unreported serious adverse events
· Improper breaking of blinding
· Use of prohibited medication
· Incorrect or missing tests
· Mishandled samples
· Multiple visits missed or outside permissible windows
· Materially inadequate record keeping
· Intentional deviation from protocol, GCP or regulations by study personnel
· Subject repeated non-compliance with study requirements
Step 3- Discuss at full board and make decision: Issues raised by the primary reviewers are brought to full board for further deliberation.  Decision by the Board is any of the following:
· Continue study and monitor compliance 
· Request additional information (indicate information)
· Recommend further action (indicate action)
· Suspend or terminate approval of current study


Step 4- Notify the investigator: RERC secretariat prepares the Notification Letter of RERC Decision (Form 3J) signed by the Chair and forwards it to the Principal Investigator.
Step 5-Keep records in protocol folder: RERC secretariat keeps a copy of all protocol deviation-related documents in the protocol files and updates RERC database.
3.C Review of Progress Report / Continuing Review Application
3.C.1 Purpose 
The CSMC RERC requires the submission of progress reports at a frequency based on the level of risk of the study. This is to monitor the progress of the entire study to ensure continued protection of the rights and welfare of the research participants. This requirement is explicitly stated in the Approval Letter.
3.C.2 Scope 
This SOP provides instructions for the review of progress reports required by CSMC RERC to be submitted by the principal investigator and to monitor the safety of participants enrolled in a study. 
· The progress report is the basis for continuing review of protocols for renewal of RERC approval. 
· Progress report is required to be submitted to RERC annually.  Depending upon the degree of risk to the participants, the nature of the study, the vulnerability of the participants, and duration of the study, the RERC may require more frequent submission of progress reports.
· Progress report must be submitted by the principal investigator at least one (1) month before the expiry of the approval validity.
· RERC Secretariat will send a reminder letter to the principal investigator at least two (2) months before the required submission.
3.C.3 Responsibility 
It is the responsibility of the Principal Investigator to submit a progress report one (1) month before the expiration of the approval.
The primary reviewers evaluate the progress report and recommend action to full board regarding the renewal of RERC approval.
3.C.4 Workflow 

	STEP
	ACTIVITY
	RESPONSIBILITY
	TIMELINE

	1
	Receive progress report.
	Secretariat
	1 working day

	2
	Check completeness of information in report and forward to primary reviewers.
	Secretariat
	1 working day

	3
	Review progress report.
	Primary Reviewers
	1 week

	4
	Discuss at full board meeting and make decision.
	RERC Members
	1 working day

	5
	Communicate RERC decision to principal investigator.
	Chair and Secretariat
	1 working day

	6
	Filing of progress report and decision letter and update database.
	Secretariat
	[bookmark: _GoBack]1 working day



3.C.5 Details of Procedures

Step 1-Receive progress report: The RERC staff receives the progress report and continuing review application (CSMC RERC Form 3E) and enters the date and pertinent information in the record file.

Step 2-Check the completeness of information in the report and forward to primary reviewers: RERC secretariat reviews the completeness of submitted report based on the items in Form 3E and forwards to the primary reviewers.



Step 3- Review the progress report: Primary reviewers review the progress report in accordance with the protocol and related documents approved by the RERC. Recommendations are reported at the full board meeting.

Step 4- Discuss at full board meeting and make a decision: 
1. 
2. 
3. 
The Board discusses issues related to the recommendations to determine the need for the investigator to clarify any aspect of the progress report as deemed necessary. The following are the possible RERC decisions: 
· Approve
· Request information (indicate information)
· Recommend further action (indicate action)
· Deferred (if clarifications are required)
Step 5- Communicate RERC decision to the principal investigator: Secretariat prepares the Notification Letter of RERC Decision (Form 3J) and forwards it to the Principal Investigator.
Step 6- Filing of progress report and decision letter and update the protocol database: Secretariat files the progress report and a copy of the committee decision in the appropriate protocol folder and update the database.

3.D Review of Serious Adverse Events and SUSARs

3.D.1 Purpose
	
	To describe the RERC review procedures for serious adverse events and SUSARs.

3.D.2 Scope
	This SOP applies to the review of Serious Adverse Event (SAE) and Suspected Unexpected Serious Adverse Reaction (SUSAR) reports submitted by investigators and sponsors to the CSMC RERC to comply with ICH GCP. The RERC reviews such reports to determine action to be taken to protect the safety of participants in an approved study. The terminology used for the reporting of adverse drug events is based on the Suspect Adverse Reaction Report (CIOMS Form I).
	ICH-GCP E6 defines a serious adverse event (SAE) or a serious adverse drug reaction (ADR) as any untoward medical occurrence that:
·  results in death
· is life threatening
· requires hospitalization or prolongation of existing hospitalization
· results in persistent or significant disability or incapacity
· results in a congenital anomaly or birth defect

	A suspected unexpected serious adverse reaction (SUSAR) is a serious event wherein:
· 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 case of a licensed product, the event is not consistent with the approved package insert 	or summary of product characteristics.
SAE is reported using the standard terms as defined in the CIOMS Document on Reporting Adverse Drug Reactions Definitions of Terms and Criteria for their Use (Geneva, Switzerland: CIOMS. 1999).
SAE is graded according to severity based on The Common Terminology Criteria for Adverse Events v3.0 (CTCAE) as follows:
· Grade 1: Mild AE
· Grade 2: Moderate AE
· Grade 3: Severe AE
· Grade 4: Life-threatening or disabling AE
· Grade 5: Death related to AE
	SAE is assessed for causality utilizing the WHO-UMC Causality Assessment Scale:
· Certain
· Probable / Likely
· Possible
· Unlikely
· Conditional / Unclassified
· Unassessable 
This SOP discusses the role of the Adverse Events Subcommittee in reviewing the serious adverse events reported to CSMC RERC.

3.D.3 Functions and Responsibilities of CSMC RERC SAE Subcommittee
The primary responsibilities of CSMC RERC are: 
· Ensure oversight over the safety of participants enrolled in the study.
· Ensure that investigators are aware of its policies and procedures concerning SAE reporting.
· Receive and review SAE and SUSAR reports from its own site and take the necessary action to ensure the safety of participants in the study.

· Receive SAE and SUSAR reports from other sites within and outside the country. It is the responsibility of CSMC RERC to be updated about safety issues related to studies that it has approved which are also being conducted in other centers/sites.
· Conduct regular SAE Subcommittee meeting on a quarterly basis, or more often as the need arises, as determined by the SAE Subcommittee Chair.
· Inform the Board during its regular monthly meeting about onsite SAE reports received for the month.
· Report a summary listing of OFFSITE SAEs/SUSARs quarterly to the Board.
The CSMC RERC has the authority to suspend or terminate approval of research at its site when the safety of participants is no longer assured. When the committee takes such action, it is required to provide the reasons and to promptly report the decision to the investigator.
When no SAEs have been received for the month or quarter, this will be duly noted by the Board.
SAEs deemed for urgent action as determined by the SAE Subcommittee Chair may be directly discussed and deliberated upon by the RERC Board.
The responsibilities of the SAE Subcommittee members are as follows:
· Review the SAE using Serious Adverse Events (SAE) Report – On Site (CSMC RERC Form 3F)
· Participate actively in the SAE Subcommittee meetings.
· Recommend appropriate action on serious adverse events reports. 
· Participate in Site Visits and similar activities as needed.
· Present the Subcommittee findings to the Board as the Primary Reviewer.
· Maintain confidentiality of the documents and deliberations of SAE Subcommittee meetings.
· Declare any conflict of interest in general and for specific protocols under review.
· Submit an updated and signed CV at the start of each three-year term appointment.
· Do other SAE Subcommittee-related duties that may be requested by the Chair.
3.D.4 Workflow
	[bookmark: _Hlk119315994]STEP
	ACTIVITY
	RESPONSIBILITY
	TIMELINE

	1
	Submit SAE onsite report Form 3F.
	Principal Investigator
	Within 7-14 days 

	2
	Receive and screen SAE onsite reports for completeness specifically information on causality and relatedness to study drug.
	Secretariat
	1 working day

	3
	Assign primary reviewer/s.
	SAE Subcommittee Chair
	1 working day

	4
	Forward SAE onsite reports to assigned primary reviewer together with protocol summary and other supporting documents.
	Secretariat
	Within 3 working days

	5
	Evaluate SAE onsite report and give recommendations.
	SAE Subcommittee Primary Reviewer
	1 week

	6
	Include SAE onsite reports in next SAE subcommittee meeting or direct to monthly board meeting if urgent.
	Secretariat
	1 working day

	7
	Discuss SAE onsite reports and deliberate on recommendations.
	SAE Subcommittee Members
	1 working day

	8
	Compile all SAE onsite reports and documents in preparation for next scheduled RERC Board Meeting.
	Secretariat
	1 working day

	9
	Present SAE onsite report at full board meeting.
	SAE Subcommittee 
Chair or designated member
	1 working day

	10
	Discuss SAE onsite reports and deliberate on recommendations.
	RERC members
	1 working day

	11
	Communicate results to Principal Investigator/s.
	Secretariat
	1 working day

	12
	Filing of SAE onsite report and decision letters in protocol folder and update SAE database.
	Secretariat
	1 working day



3.D.5 Details of Procedures

3.D.5.1 Processing of SAE (Serious Adverse Events) and SUSAR (Suspected Unexpected Serious Adverse Reaction) Reports 

Step 1- The PI must report serious adverse advents to the CSMC RERC using standard terms as defined in CIOMS Document on Reporting Adverse Drug Reactions Definitions of Terms and Criteria for their Use (Geneva, Switzerland: CIOMS. 1999).

The PI will provide an assessment of the severity / grade of the SAE as Mild, Moderate, Severe, Life Threatening /Disabling or Death related to the SAE using the Common Terminology Criteria for Adverse Events v3.0 (CTCAE).

The PI will provide an assessment of causality of the SAE as certain, probable, likely, possible, unlikely, conditional, or unassessable according to the WHO-UMC Causality Assessment Scale.

The PI must submit the SAE or SUSAR report within seven to fourteen (7-14) days from the knowledge of occurrence. 
· Fatal or life-threatening unexpected adverse drug reactions must be reported as soon as possible but no later than 7 calendar days after first knowledge, followed by as complete a report as possible within additional 8 calendar days.

· Serious, unexpected reactions (ADRs) that are not fatal or life-threatening must be filed as soon as possible but no later than 14 calendar days after first knowledge by the sponsor that the case meets the minimum criteria for expedited reporting.

Step 2	- The Secretariat checks the initial approval date and date of last continuing review approval to identify whether the protocol has valid ethical clearance. If the ethical clearance has expired, the Secretariat will still receive the submission and also remind the PI to submit a continuing review application.

Step 3- The SAE Subcommittee Chair assigns the SAE primary reviewer/s. 

Step 4- The Secretariat forwards the onsite SAE package to the primary reviewer/s within three (3) working days of receipt of the documents:

· Serious Adverse Events (SAE) Report-On Site (CSMC RERC Form 3F)
· Protocol Summary 
· Other supporting documents
The latest Investigator’s Brochure and previously submitted onsite SAEs of the study protocol are available to the SAE primary reviewer/s upon request. 

A summary listing of offsite SAE and SUSAR reports as filed in the study protocol will serve as reference when reviewing onsite SAE/SUSAR reports.

Step 5- The SAE Subcommittee primary reviewer/s accomplish the review and return Form 3F to the Secretariat within one (1) week after receipt of the report.

If the SAE Subcommittee Chair assesses the report/s as urgent, he/she will notify the RERC Chair and call for a special meeting. 

Step 6- Secretariat includes SAE onsite reports in the next SAE subcommittee meeting. SAE onsite reports deemed urgent will be reported to the next monthly board meeting. 

Step 7- During the SAE subcommittee meeting, the Primary Reviewer presents the SAE report. 
The SAE Subcommittee discusses and deliberates on the causality and recommendations regarding the SAE. 

SAE Subcommittee recommends any of the following:
· Continue monitoring
· Request further information (Specify)
· Recommend further action (Indicate action)
· Deferred (State reason)

Step 8- The Secretariat compiles all SAE reports and documents in preparation for the next scheduled RERC meeting.

		Step 9- SAE Subcommittee Chair or designated SAE Subcommittee member presents the SAE report/s at the full board meeting.
	Step 10- During the board meeting, RERC members discuss the SAE reports and deliberate on the recommendations.
CSMC RERC recommended action is any one of the following:
· Continue monitoring
· Require further information
· Require further action (i.e. conduct site visit)
· Suspend recruitment

	Step 11- Communication of results. The PI is notified of the board decision through Notification Letter (CSMC RERC Form 3J). 
Step 12 The Secretariat files the signed SAE/SUSAR report/s and notification letter (Form 3J) in the protocol folder and update the SAE database.

	3.D.5.2 Processing of OFF-SITE Serious Adverse Events (SAE) and Suspected Unexpected Serious Adverse Reactions (SUSARs) Reports 
	
	A listing of offsite SAE and SUSAR reports is filed in the study protocol and serves as reference when reviewing onsite SAE/SUSAR reports.

The SAE Subcommittee reports quarterly to the board a summary listing of OFFSITE SAEs/SUSARS.




3.E [bookmark: page6][bookmark: page7][bookmark: page3][bookmark: page4][bookmark: page5]Conduct of Site Visits
3.E.1 Purpose 
			To describe the CSMC RERC procedures related to the conduct of site visits.
3.E.2 Scope 
This SOP applies to any visit made in any study site to check compliance with Good Clinical Practice (GCP) and CSMC RERC approved protocol and related documents.
3.E.3 Responsibility 
It is the responsibility of CSMC RERC to initiate site visit as needed for any specific study.
The Site Visit Team consists of at least two (2) members of the RERC:
1. A primary reviewer of the study
2. A member of the Adverse Event Subcommittee or RERC member assigned by the RERC 	Chair
3.E.4 Workflow
	STEP
	ACTIVITY
	RESPONSIBILITY
	TIMELINE

	1
	Select study site and inform principal investigator about planned visit.
	RERC Members and Secretariat
	1 working day

	2
	Check approval given by RERC and collect relevant information about study site.
	Site Visit Team
	1 working day

	3
	Check onsite documents and compare documents in protocol files. Interview Principal Investigator and/or research staff.
	Site Visit Team
	1 working day

	4
	Write report and make recommendation utilizing Site Visit Report form (CSMC RERC Form 3H).
	Site Visit Team
	1 working day

	5
	Present findings to full board and recommend appropriate action.
	Site Visit Team
	1 working day

	6
	Communicate RERC decision to principal investigator.
	Secretariat
	1 working day

	7
	Principal investigator implements RERC recommendation and reports to RERC.
	Principal Investigator
	7 working days

	8
	File copies of documents.
	Secretariat
	1 working day



3.E.5 Details of Procedures


[bookmark: page10]	Step 1- Select the study site and inform the principal investigator about the planned visit. 		
Selection of study site. Indications for site visit:
· Frequent protocol deviations for the same study
· Frequent failure to submit post-approval monitoring reports
· Frequent reports of serious adverse events and SUSARs 
· Many (>5) studies with deficiencies by the same Principal Investigator at the study site
· New study sites or new principal investigators
· Any other condition or situation as determined by the board that may affect continued safety of participants or compromise the integrity of data being processed at the site.
· As deemed necessary by the CSMC RERC board, SJREB, and regulatory agencies.
1. 

The secretariat sends a notification of the site visit with the following information:
· Members of the site visit team
· Date and time of site visit
· Documents to be reviewed at the site
· Members of the research team to be interviewed including the principal investigator
Step 2- Check the approval (Form 2H.1) signed by the RERC Chair.
Before the visit, the site visit team reviews the CSMC RERC files of the study, such as the documents approved by RERC.

Step 3- Check the onsite documents and compare them with the protocol files. Interview the Principal Investigator and/or research staff.
	During the visit, the site visit team uses the checklist (CSMC RERC Form 2H) and take notes of findings.
· Review the informed consent document to ensure that site is using the most recent approved version.
· Review randomly participant files to determine if the correct informed consent version was used.
· Check files are filed correctly and confidentiality maintained.
· Debrief the principal investigator about site visit findings.

Step 4- Write the report and make recommendations using the Site Visit Report (Form 3H). 
	After the visit, site visit team: 	
· Write the report (Form 3H) within one (1) week describing the findings of the visit. 
· Forward a copy of the site visit report to the secretariat for inclusion in the next board meeting. 
	


Step 5- Present findings to the full board with appropriate action. 
	The site visit team presents the site visit report to full board. RERC deliberates on the report and makes a decision which may be any of the following: 
· Continue monitoring
· Recommend further action (Revise protocol, revise informed consent, administrative actions)
· Suspend recruitment
· Terminate study
· [bookmark: page11][bookmark: page12]Other (specify)
Step 6- Communicate RERC decision to the principal investigator. Secretariat communicates the site visit findings and board decision to the principal investigator.

Step 7- The principal investigator implements the RERC recommendation and reports the action to RERC. The Principal Investigator submits a report on the course of action and implementation dates. 

[bookmark: page13][bookmark: page18][bookmark: page19]Step 8- Files copies of the documents. The Secretariat keeps a copy of all documents in the protocol files and updates RERC database.

3.F Review of Early Protocol Termination/ Withdrawal Report

3.F.1 Purpose

	To describe the RERC procedures related to early termination or withdrawal of protocol implementation.
	
3.F.2 Scope 
	This procedure describes how the RERC manages the premature or early termination or withdrawal of a protocol when participant enrolment 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, principal investigator, by RERC, or other authorized bodies. 

3.F.3 Responsibility 
It is the responsibility of the RERC to act on any early protocol termination application. It is also the responsibility of the RERC to withdraw approval for any previously approved protocol when the safety or benefit of the study participants is doubtful or at risk. All applications are reviewed at full board for action. 
The Secretariat is responsible for the receipt and management of the termination documents. The primary reviewers review the reasons for early termination and make a recommendation to the full board. 




3.F.4 Workflow

	STEP
	ACTIVITY
	RESPONSIBILITY
	TIMELINE

	1
	Receive early termination report (CSMC RERC Form 3G).
	Secretariat
	1 working day

	2
	Retrieve pertinent files and collect information.
	Primary reviewers
	1 working day

	3
	Review early termination report and make recommendation.
	Primary Reviewers
	1 week

	4
	Discuss at full board.
	RERC Members
	1 working day

	5
	Communicate RERC decision to Principal Investigator.
	RERC Chair, Secretariat
	1 working day

	6
	File copies of the documents.
	Secretariat
	1 working day



3.F.5 Details of Procedures
[bookmark: page22]Step 1- Receive early termination report (CSMC RERC Form 3G). Secretariat receives application or recommendation for early study termination/ withdrawal from the Sponsor, DSMB, Scientific Director, or other authorized bodies submitted by the principal investigator. Secretariat checks the completeness of the contents of the package, including the Early Study Termination Form 3G, brief summary of the protocol, its result, and accrual data.
	Step 2- Retrieve pertinent files and collect information. Primary reviewers check approval given	by the RERC from the protocol files and collect relevant information.
	Step 3- Review early termination report and make recommendation. Primary reviewers review	the termination issues and safety data and make recommendation. The termination package should contain plans for following up the participants who have been enrolled in the study.
	Step 4- Discuss at full board. Members discuss at full board the decision:
· Accepted 
· [bookmark: page24]Not Accepted
Step 5- Communicate the RERC decision to the Principal Investigator. Secretariat communicates the decision to the principal investigator, signed by the Chair, using the Notification Letter (CSMC RERC Form 3J).
Step 6- File copies of the documents. Secretariat keeps the files in protocol folder, archive in inactive files, and update the database. Inactive files are archived for five (5) years.
3.G [bookmark: page25]Review of Final Reports

3.G.1 Purpose
To describe the RERC review procedures for the final report.

3.G.2 Scope
	This SOP provides instructions for the review of final reports that are submitted by the principal investigator after completion of participant enrolment and all follow-up procedures.

3.G.3 [bookmark: page20]Responsibility
	It is the responsibility of the principal investigator to submit a final report after completion of the study.
	
	The Secretariat is responsible for receiving the final report, sending the report to the primary reviewers for comments, and communicating with the principal investigator.

	It is the responsibility of the primary reviewers to check the completeness of submitted information and ensure that the data are in accordance with the protocol approved by the RERC.

3.G.4 Workflow
	STEP
	ACTIVITY
	RESPONSIBILITY
	TIMELINE

	1
	Receive final report (CSMC RERC Form3I).
	Secretariat
	1 working day

	2
	Send final report to primary reviewers.
	Secretariat
	1 working day

	3
	Report to full board for evaluation.
	Primary reviewers
	1 working day

	4
	Communicate decision to principal investigator.
	RERC Chair, Secretariat
	1 working day

	5
	Submit additional information if required by RERC.
	Principal Investigator
	7 working days

	6
	File document.
	Secretariat
	1 working day






3.G.5 Details of Procedures

Step 1- Receive final report (Form 3I). The secretariat receives the final report.
Management of Final Report Package

Upon completion of the study, the investigator should submit to CSMC RERC the summary of the outcomes of the study, especially if human participants were involved.

The end-of-study reporting will be done through the submission of Form 3I together with documents deemed relevant by the investigator to clarify information indicated in the final report.

The secretariat checks the submission for completeness and logs the date of submission.

	Step 2- Send the final report to Primary Reviewers. Secretariat sends the final report package, together with a copy of the study protocol, to the primary reviewers for review.
	
Classification of Review
	The Vice Chair classifies the submission as either for full board or expedited review.
	The classification of review as expedited or full board is based on the initial review classification (i.e. final report of full-board study undergoes full board review), unless otherwise indicated by the specificities of the submitted information.
	For submission under expedited review, action is finalized at the level of the primary reviewers.
The final report package subject to full-board review is sent to the primary reviewers. The lead primary 	reviewer reports findings during the next scheduled board meeting.
	The secretariat places the final report submission on the agenda for the next full board meeting.
	The primary reviewers return the accomplished Form 3I to the secretariat a week before the scheduled board meeting, together with the final report package.

Step 3- Report to full board for evaluation. The secretariat distributes the final report 	package to RERC members.
· CSMC RERC Form 3I
· Relevant documents or attachments
	
	Step 4- Communicate the decision to the principal investigator. The principal investigator is notified of RERC decision through an action letter.

Step 5- Submit information as required by the RERC. The principal investigator may be requested to provide additional information or submit additional documents when the final report is accepted but archiving deferred pending their submission.
If the final report is approved, the principal investigator is informed of the following:
· The study protocol is classified as inactive.
· Ethical clearance has expired effective the day of RERC full board meeting.
· Study protocol will be archived for five (5) years and subsequently destroyed.

Step 6- File document. The secretariat stores the final report documents in the protocol folder upon approval of the final report.
The secretariat enters relevant data into the protocol database signifying the end of study and transfers the protocol folder to the inactive file.

3.H Participant’s Requests/ Queries/ Complaints/ Grievances 
3.H.1 Purpose
To describe the RERC procedures related to participant requests and queries. 
3.H.2 Scope 
This SOP applies to all queries and requests related to the rights and well-being of the research participants in studies approved by the RERC. 
3.H.3 Responsibility 
The Secretariat is responsible for receiving participant queries and requests related to their participation, and refers relevant issues to the RERC Chair or members for action. The Secretariat keeps records of all actions taken by the RERC.
3.H.4 Workflow
	STEP
	ACTIVITY
	RESPONSIBILITY
	TIMELINE

	1
	Receive and document request, query, complaint, grievance.
	Secretariat
	1 working day

	2
	Assess nature of request and refer to appropriate person.
	Chair/Secretariat
	1 working day

	3
	Conduct investigation.
	RERC Members
	1 working day

	4
	Take action and refer to full board if necessary.
	RERC Members
	1 working day

	5
	Communicate decision to person who made the query.
	Secretariat
	1 working day

	6
	File documents.
	Secretariat
	1 working day





3.H.5 Details of Procedures
[bookmark: page21]	Step 1- Receive and document the request, query, complaint, grievance. The Secretariat receives the inquiry or request from research participant or the community through various forms of communication (email, telephone call, letter, etc.) and fill out CSMC RERC Form 3K.
For telephone request, the individual is asked to formalize the request through email, letter, or RERC webpage. 
Step 2- Assess the nature of request and refer to the appropriate person. Secretariat and Chair assess the nature of the request and refer to the appropriate person.
Step 3- Conduct investigation. An assigned RERC member conducts an investigation.
Step 4- Take action and refer to full board if necessary. The assigned RERC member takes action and refer to full board if necessary.
The Secretariat will reply to the request or query if it is within its jurisdiction or refer to the Chair or any RERC member for action. 
The designated RERC member takes action:
· Investigate the fact
· Record information and any action or follow-up taken in Form 3K
· Report to RERC about the action taken and the outcomes
· Sign and date the form and forward to the Secretariat for filing
Step 5- Communicate the decision to person who made the query. The Secretariat communicates the decision to the person who made the query. 
Step 6- File documents in protocol folder. The Secretariat records the request and information in Form 3K, keep a copy in the file, and update database.

3.I [bookmark: page23]Policy on Non-Compliance 
3.I.1 Purpose
To describe the RERC process of disciplining erring investigators who fail to comply with the procedures set by CSMC RERC.
3.I.2 Scope 
This SOP applies to all CSMC-affiliated investigators with protocols conducted in and outside CSMC and specifies actions to ensure compliance.
Initiation and/or implementation of any non-approved study is considered a VIOLATION of the standard operating procedures of the RERC. 
Any ongoing non-registered or non-approved study will be suspended until the study proponents fully comply with the RERC requirements.
3.I.3 Responsibility 
The primary responsibility of the RERC is to ensure all investigators comply with International Conference on Harmonization Good Clinical Practice (ICH GCP) and other standard guidelines in research.
3.I.4 Workflow
	STEP
	ACTIVITY
	RESPONSIBILITY
	TIMELINE

	1
	Receive report of non-compliance and inform Chair.
	Secretariat
	1 working day

	2
	Schedule special meeting to disclose violation.
	RERC Chair
	1 working day

	3
	Recommend appropriate sanction for offense.
	RERC Members
	1 working day

	4
	Give final decision.
	RERC Chair
	1 working day

	5
	Communicate decision to principal investigator.
	Secretariat
	1 working day

	6
	Keep record of incident and decision and update database.
	Secretariat
	1 working day



3.I.5 Details of Procedures
Step 1- Receive report of non-compliance and inform the RERC Chair. Secretariat receives report of violation and ensures the completeness of information.
Step 2- Schedule special meeting to disclose the violation. Chair is informed of such violation and calls for a special meeting to deliberate on the incident. 
Step 3- Recommend appropriate sanction for the offense. RERC members discuss and recommend the sanction/s to be imposed. 
Criteria for Non-compliance 
If a non-registered study has been completed, the following sanction/s will be imposed: 
For the 1st offense:
· Prohibition from citing CSMC as the study location or institutional review center
· Non-inclusion of the study on the investigator’s list of references or bibliography
For the next offense: 
· Prohibition from participation of the investigator(s) in any other institutional research in CSMC 
Criteria for Withdrawal of Approval
Approval may be withdrawn by the CSMC RERC for the following reasons: 
· SAE directly or indirectly attributed to the research
· Breach of previously approved conduct of the research
· Major changes, deviations, and amendments to the approved protocol without another approval from CSMC RERC
Step 4- Gives the final decision. Chair gives the final decision of the board. 
[bookmark: page27]Step 5- Communicate the decision to the principal investigator. Secretariat prepares a letter to inform the investigator of the decision. The Chair signs the notification. 
Step 6- Keep record of incident and decision and update database. The Secretariat files all the documents pertaining to the violation and update the database.
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