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	SOP Title:
	Periodic Safety Reports

	
	Project/study:
	MSF projects treating patients with drug resistant (DR) tuberculosis (TB) with new drugs, novel drug regimens or extensively-drug resistant TB treatments,

All endTB sites: post-marketing DR TB drug use and observational study (Output 1 – MSF, PIH, IRD),

Interventional clinical trials: TB-PRACTECAL, endTB clinical trial & endTBQ.


Table of Contents

11
Scope and application


12
Responsibilities


23
Procedure


23.1
Periodic Safety Reports format


2Interventional clinical trials


2Post-marketing


23.2
Periodic Safety Reports periodicity


3Post-marketing


33.3
Periodic Safety Reports preparation


33.3.1
Preparation of ASR for CTs


43.3.2
Preparation of periodic safety reports (covering <1 year) for CTs


43.3.3
Preparation of periodic safety reports for post-marketing


53.4
Periodic Safety Reports submission


6Post-marketing


63.5
Regulatory questions or feedback on Periodic Safety Reports


6Post-marketing


63.6
Archiving


63.7
Compliance management


64
Definitions and Acronyms


75
Records and Annexes


76
Document History




1 Scope and application

	In compliance with the national requirements in the countries where the interventional clinical trials (CTs) on TB products combinations sponsored by MSF are approved, a single Annual Safety Report (ASR) summarizing all relevant safety data collected over the period of 1 year is prepared and submitted by MSF Pharmacovigilance unit. Depending on the national requirements, some countries additionally require more frequent Study Periodic Safety Reports (usually every 6 months). In the post-marketing setting, quarterly safety reports for the endTB project and other periodic safety reports per national requirements are prepared. This procedure aims at defining the roles, responsibilities, format and timelines for the preparation and submission of periodic safety reports.


2 Responsibilities

	Function
	Activities

	Pharmacovigilance Officer and deputy (PVO)
	· Plan and organize the production of periodic safety reports including ASRs,

· Lead the preparation of the periodic safety reports,

· Ensure proper review and signature of periodic safety reports,

· Create and maintain up-to-date reporting guideline detailing submission process of periodic safety reports for each country,

· Transmit submission-ready periodic safety reports (in English) for reporting to local Ethics Committees (EC) and National Regulatory Agencies (NRA) or Ministries of Health (MoH) or national active drug safety monitoring and management (aDSM) coordination as applicable,
· Submit periodic safety reports to central ECs and Data & Safety Monitoring Boards (DSMBs), as applicable,

· For interventional studies, train Site Principal Investigators (PI) and Site Clinical Research Coordinator (CRC) on periodic safety report submission,
· With the support of the various functions detailed below for CT and post-marketing, address queries (e.g. from NRA/MoH) on periodic safety reports.

	Periodic safety reports for interventional CTs

	Site Principal Investigator (PI)
	· Submit, with the support from the CRC, periodic safety reports for CTs to local ECs and NRA/MoH/ National aDSM coordination, as appropriate,
· With support from the PVO, the Central PI, the CTM, and the CRC, address all queries raised by local ECs or MoH/NRA/National aDSM coordination.

	Site Clinical Research Coordinator (CRC) 
	· Organize translation of CT reports in local languages and preparation of cover letters as appropriate,

· Support Site PI in addressing queries raised by local EC and MoH/NRA/National aDSM coordination,

· Maintain proper site documentation in relation to safety reporting.

	Central Principal Investigator (PI)
	· Support actively the writing of the periodic safety reports including contribution and review,

· Approve periodic safety reports,

· Support CRC, CTM, PVO and Site PI in addressing queries (e.g. from NRA/MoH) on periodic safety reports.

	Central CT Medical Monitor (MM)
	· Review periodic safety reports.

	CT Manager (CTM)
	· Support CRC, CT PI, PVO and Site PI in addressing queries (e.g. from NRA/MoH) on periodic safety reports.

	Post-marketing periodic safety reports

	Medical/TB referents
	· Support actively the writing of the periodic safety reports including contribution and review.

	Observational study central PIs and project medical leads
	· Approve periodic safety reports.


3 Procedure

3.1 Periodic Safety Reports format
Interventional clinical trials

The Development Safety Update Report (DSUR) format per ICH E2F is used as a template for the Annual Safety Reports prepared by MSF (see Annex 1). Periodic safety reports covering a period <1 year will be prepared according to the template available in Annex 2.
Post-marketing

Quarterly safety reports are prepared in a customized format for the endTB project according to the template in Annex 3.
3.2 Periodic Safety Reports periodicity

Interventional clinical trials

An Annual Safety Report (ASR) is prepared and submitted every year starting at the 1-year anniversary of the first patient first visit (can be shifted to the 1st of the month) in a CT sponsored by MSF with the use of tuberculosis drug products combinations. National ASR submission requirement stops with last patient last visit in the country.

It is the responsibility of the PVO to plan ASR preparation and organize submission in the countries participating in one of the CT.

In addition, some countries require additional periodic safety reports, usually covering 6-month periods (or other) starting at the 1-year anniversary of the first local or worldwide approval of a CT or the first patient first visit. It is the responsibility of the PVO to plan supplementary periodic safety reports preparation and submission in the appropriate countries.
The PVO actively maintains up-to-date local reporting guidelines including periodic safety report obligations for each country.
Post-marketing
Periodic safety reports for the post-marketing are prepared quarterly based on annual quarters. In case of additional local requirements in any country, it is the responsibility of the PVO to plan supplementary periodic safety reports preparation and organize submission in the appropriate countries.
The PVO actively maintains up-to-date local reporting guidelines including periodic safety report obligations for each country.
3.3 Periodic Safety Reports preparation

3.3.1 Preparation of ASR for CTs
The PVO are the principal authors and the lead of ASR preparation. The PVO notify all relevant functions within and outside MSF of an upcoming ASR 30 days before the data-lock point (DLP) as defined in section 3.1.

Preparation and submission of ASRs occur as follows:
	Activity
	Responsible
	Timeline

	1
	Notification of an upcoming ASR and request for input sent to all contributors:

· CTMs: status of CTs, number of patients enrolled, regulatory actions taken over the period.
· CT PI: relevant literature clinical/non-clinical, risk management plans, investigator’s brochure.
	PVO
	DLP - 30 calendar days

	2
	Integration of contributions and first draft sent for review to the CT PIs and CTM.
	PVO
	DLP + 15 calendar days

	3
	Comments receipt by the PVO
	CTM  & CT PI
	DLP + 25 calendar days

	4
	Comments implementation in a new draft (review cycle repeated as appropriate)
	PVO
	DLP + 30 calendar days

	5
	Content QC
	PVO or deputy
	DLP + 35 calendar days

	6
	ASR signature
	CT PI
	DLP + 37 calendar days

	7
	Submission-ready ASR transmitted to:

· Sites for translation if needed and submission,
· Medical Review Board and DSMBs (as applicable) for information.

· Central ECs if applicable.
	PVO
	DLP + 37 calendar days (no later than DLP + 45 days in any cases)

	8
	Submission to NRAs/MoHs, local ECs and national aDSM coordination (as applicable)
	Site PI
	DLP + 60 days

	9
	Proof of submission returned to the PVO
	Site PI
	When available

	10
	Archiving of the ASR and proof of submission
	PVO
	When proof of submission is available


3.3.2 Preparation of periodic safety reports (covering <1 year) for CTs 
The PVO are the principal authors and the lead of periodic safety reports covering <1 year preparation. The PVO notify all relevant functions within and outside MSF of an upcoming report 30 days before the data-lock point (DLP) as defined in section 3.1.
Preparation and submission of periodic safety reports occur as follows:
	Activity
	Responsible
	Timeline

	1
	Notification of an upcoming Periodic Safety Report and request for input sent to all contributors:

· CTMs: status of CTs, number of patients enrolled, regulatory actions taken over the period.

· CT PI: relevant literature clinical/non-clinical, risk management plans, investigator’s brochure.
	PVO
	DLP - 30 calendar days

	2
	Integration of contributions and first draft sent for review to the CT PIs and CTM.
	PVO
	DLP + 10 calendar days

	3
	Comments receipt by the PVO
	CTM & CT PI
	DLP + 15 calendar days

	4
	Comments implementation in a new draft (review cycle repeated as appropriate)
	PVO
	DLP + 17 calendar days

	5
	Content QC
	PVO or deputy
	DLP + 20 calendar days

	6
	Report signature
	CT PI
	DLP + 22 calendar days

	7
	Submission-ready report transmitted to:

· Sites for translation if needed and submission,

· Medical Review Board and DSMBs (as applicable) for information.
· Central ECs if applicable.
	PVO
	DLP + 23 calendar days

	8
	Submission to NRAs/MoHs, local ECs and national aDSM coordination (as applicable)
	Site PI
	DLP + 30 days

	9
	Proof of submission returned to the PVO
	Site PI
	When available

	10
	Archiving of the report and proof of submission
	PVO
	When proof of submission is available


3.3.3 Preparation of periodic safety reports for post-marketing 
The PVO are the principal authors and the lead of periodic safety reports preparation. The PVO notify all relevant functions within and outside MSF of an upcoming report 1 week before the data-lock point (DLP) as defined in section 3.1.

Preparation and submission of periodic safety reports occur as follows:
	Activity
	Responsible
	Timeline

	1
	Notification of an upcoming Periodic Safety Report and request for input sent to all contributors:

· observational study PIs and project leaders: status of CTs, number of patients enrolled, regulatory actions taken over the period.
	PVO
	DLP - 7 calendar days

	2
	Integration of contributions and first draft sent for review to the observational study PIs, project leaders and medical/TB referents.
	PVO
	DLP + 10 calendar days

	3
	Comments receipt by the PVO
	PV focal persons & CT PI
	DLP + 15 calendar days

	4
	Comments implementation in a new draft (review cycle repeated as appropriate)
	PVO
	DLP + 17 calendar days

	5
	Report signature
	CT PI
	DLP + 22 calendar days

	6
	Submission-ready report transmitted to:

Sites for translation if needed and submission,

Medical Review Board for information.

Central ECs if applicable.
	PVO
	DLP + 23 calendar days

	7
	Submission to NRAs/MoHs, local ECs and national aDSM coordination (as applicable)
	Site PI or PVO
	DLP + 30 days

	8
	Proof of submission returned to the PVO (as applicable)
	Site PI (as applicable)
	When available

	9
	Archiving of the report and proof of submission
	PVO
	When proof of submission is available


3.4 Periodic Safety Reports submission

Interventional clinical trials

The PVO transmits to the Site PI of the recipient countries the final approved report in English as per the above mentioned timelines (see section 3.3) and communicates the deadline for submission (e.g. DLP +60 days). The Site PI with the support of the Site CRC is responsible for ensuring proper translation into local language(s) (if applicable) and timely transmission of the report to the local EC and the NRA/MoH.
Where cover letters are required, the Site PIs, with the support of the CRC and the PVO, are responsible for including such cover letters at the site level as these are generally in local language. The local reporting guideline mentions the need for a cover letter and the link to the national template.
The site’s CRC is responsible for tracking and documenting receipt acknowledgments from each recipient (local EC, NRA/MoH) and for transmitting those to the PV unit (PVunit.GVA@geneva.msf.org) as soon as available.
The Medical Review Board receives all final reports for their consideration to ensure their safety oversight on all projects. If required based on DSMB charters, a copy is also distributed to DSMB(s).
The PVO informs directly central ECs if required.

The PVO actively supports and trains the sites on the expedited reporting tasks and obligations, and maintains up-to-date local reporting guidelines including periodic reporting obligations for each country.
Post-marketing
The PVO usually transmits the reports directly as per the timelines described in see section 3.3. If in any country, translation or formal submission process is required, the site is expected to proceed similarly as for clinical trial submissions under the oversight of the site medical coordinators (see paragraph above).
3.5 Regulatory questions or feedback on Periodic Safety Reports
Interventional clinical trials

In the countries where a formal review of the ASR or other periodic safety reports is performed by the NRA/MoH/aDSM coordination or in case of any question from the local EC or the NRA/MoH/aDSM coordination, the review report or the question(s) should be transmitted as soon as possible (i.e. within 24 hours of receipt) by the Site PI (with the support from the CRC) to the PV unit and the CT PI and the CTM.
The CT PI, the CTM and the PV Unit are responsible for preparing a response with the collaboration of the Site PI and the CRC. The Site PI, with the support of the CRC, should organize translation into national language as appropriate and submit the response within the applicable timeframe requested by local EC/NRA/MoH/aDSM coordination. The CRC is responsible for tracking and documenting receipt acknowledgments from each recipient and transmit those to the PV Unit and the CTM.
Question from DSMBs or central ECs are managed similarly.

Post-marketing

Questions and feedback can be sent directly to the PV unit from NRA/MoH/aDSM coordination or relayed by the medical coordinators on the site. Answers are prepared jointly by the PV unit, the central medical/TB referents and the site medical coordinators.
3.6 Archiving

The PVO is responsible for archiving the final approved version of the ASR and other Periodic Safety Reports for CT or post-marketing together with proof of submission to each EC and NRA/MoH/aDSM coordination in MSF electronic document repository system (Tukul).
3.7 Compliance management

The timely production and submission of a high-quality CT ASR/Periodic Safety Report is part of the compliance monitoring performed by the PVO. Default in compliance with regulatory timelines or requested quality should be documented in an individual Corrective Actions/Preventive Action (CAPA) report by the PVO (refer to SOP PV-TB-P04).
Submission of postmarketing periodic safety report is also part of the compliance monitoring performed by the PVO (refer to SOP PV-TB-P04).
4 Definitions and Acronyms

Active TB drug Safety Monitoring and Management (aDSM): active and systematic clinical and laboratory assessment of TB patients on treatment for XDR-TB, or with new drugs or novel MDR-TB regimens to detect, manage and report suspected or confirmed drug toxicities. While all AEs detected need to be managed, the core package of aDSM requires the reporting of serious AEs only. MDR-TB treatment sites with additional resources may also monitor AEs of special interest (e.g. QT prolongation) or even all AEs, as part of comprehensive aDSM (ref. WHO/HTM/TB/2015).
Annual Safety Report (ASR): A safety update report presenting a comprehensive annual review and evaluation of pertinent safety information collected during the clinical trial.
Clinical Trials (CT) Principal Investigator (PI): Principal investigator of the CT from the Sponsor trial team.
Development Safety Update Report (DSUR): International format and content for periodic reporting on drugs under development (ICH-E2F).

Pharmacovigilance focal person from each project: One person by project acts as a focal person for PV. This person is responsible for ensuring smooth transmission of information between the project/CT team and the PV unit and is functionally part of the PV unit management team.

Site Principal Investigator (PI): Principal investigator of the CT at the trial site.

5 Records and Annexes

	Appendices & Forms for completion

	Number
	Title

	1
	DSUR template (for reports covering 1 year) (PV-TB-D09)

	2
	Study Periodic Safety Report template (for reports covering <1 year) (PV-TB-D10)

	3
	Quarterly Safety Report template (PV-TB-D14)
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