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	SOP Title:
	Compliance Measurement

	
	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.
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1 Scope and application

	MSF Pharmacovigilance (PV) unit is responsible for all PV activities performed in the frame of the clinical trials (CTs) TB-PRACTECAL and endTB clinical trial & endTBQ, in the endTB program (including the observational study; Output 1 – MSF, PIH and IRD sites) and any other MSF project implementing active drug safety monitoring and management (aDSM) per the MSF PV Policy. This procedure aims at defining key performance indicators (KPIs) on PV unit activities, compliance measurement, and elaboration, implementation, and follow-up of Corrective Actions/Preventive Actions (CAPAs).


2 Responsibilities

	Function
	Activities

	Pharmacovigilance officer and deputy (PVO)
	· Prepare Monthly and Annual Compliance Reports,

· Define key performance indicators (KPIs) with support from the PV unit management team,
· Create/follow-up CAPAs reports,

· Archive closed CAPAs and Compliance reports.

	PV unit Management Team
	International Pharmaceutical Coordinator (IPC)
	· Support the PVO for KPIs definition and CAPA preparation,

· Review CAPA reports,

· Approve Monthly and Annual Compliance Reports.

	
	PV focal persons from each project
	· Support the PVO in KPIs definition,

· Approve Annual Compliance Reports.


3 Procedure

3.1 General objective of the PV system
The overall objectives of the PV system in place at MSF include:

· Prevention of harm from adverse reactions arising from the use of the medicinal products distributed in the frame of the post-marketing setting or tested in CTs; 
· Promotion of the safe and effective use of the medicinal products, in particular through providing timely information about the safety of these products to relevant stakeholders:

· Clinicians/Investigators, the program’s partners, the Marketing Authorization Holders (MAHs) of the products, the National Regulatory Authorities (NRAs) or Ministries of Health (MoHs) or national active TB dug safety monitoring and management (aDSM) coordination, the Ethics Committees (ECs) and the Data & Safety Monitoring Boards (DSMBs), as applicable.

· Compliance with the legal requirements for pharmacovigilance in all countries involved in a clinical trial (CT)/program,

In this aim, a set of processes have been put in place and Key Performance Indicators (KPIs) for these processes have been identified in order to measure the performance of the PV system, identify early any failure, and correct/prevent such failures efficiently. The PVO and the PV unit management team are responsible for defining KPIs.
3.2 Key Performance Indicators

3.2.1 Individual Case Safety Reports
The following KPIs have been identified:

· Quantitative:

· % compliance with expedited reporting of SUSARs (and other reportable information per national regulations) from CTs (reporting to Investigators, MoHs/NRAs/national aDSM coordination, ECs, DSMBs and MAHs) [based on proof of submission],
· % compliance with expedited reporting of SAEs, non-serious AEs or AE listing to MoHs/NRAs/national aDSM coordination and local ECs (as applicable) from the TB programs [based on proof of submission],

· % compliance with cross-reporting of SAEs and/or non-serious AEs to MAHs, central ECs and programs partners (as applicable) in the TB programs [based on proof of submission].
· Qualitative: 

· % of compliant individual cases after quality check (QC) for all SUSARs and random sample QC of other cases completed during the month.
3.2.2 Periodic Safety Reports

The following KPIs have been identified:

· Quantitative:

· % compliance with reporting of Annual Safety Reports (ASRs) for CTs (to Investigators, MoHs/NRAs, ECs, DSMBs and MAHs) [based on proof of submission].

· % compliance with reporting of other Periodic Safety Reports for CTs (to Investigators, MoHs/NRAs, ECs, DSMBs and MAHs) as per national regulations [based on proof of submission].

· % compliance with timely contribution to periodic data summary for the DSMBs.
· % compliance with reporting of Periodic Safety Reports for the endTB program (to clinicians, MoHs/NRAs/national aDSM coordination and local ECs (as applicable) as per national regulations [based on proof of submission].

· Qualitative: 

· Comment on quality of ASRs and other periodic safety reports from external stakeholders (e.g. remarks pertaining to report quality from NRAs/MoHs/national aDSM coordination, DSMBs or ECs).
· Comment on quality of periodic data summary from DSMBs.

3.2.3 Safety signal management

The following KPIs have been identified:

· Quantitative:

· % compliance with MRB SUSAR assessment timelines,

· % compliance with reporting of Periodic TB Program Safety Reports to MoHs/NRAs/national aDSM coordination, ECs (if applicable), MAHs, clinicians, and programs partners [based on proof of submission]1,
· % compliance with timely safety signal management,

· % compliance with communication of significant safety issues to Project Management Team, Investigators/clinicians, MoHs/NRAs/national aDSM coordination, ECs, DSMBs, partners and MAHs.
· % compliance with quantitative safety signal detection.
· Qualitative: 

· Comment on Periodic Safety Reports from TB Program from external stakeholders (e.g. from MoHs/NRAs). 

3.3 Corrective Action / Preventive Action

Upon detection of incompliance with regards to any of the above-listed KPIs or in case of other failure of any type impacting the PV system (e.g. PVDB failure), the PVO with the support of the PV Unit management team is responsible for:

1. Taking the appropriate corrective action(s) (e.g. urgent reporting of a late ICSR) or plan corrective action(s), as applicable,

2. Performing a root-cause investigation or request such investigation from the responsible party (e.g. a contract research organization, field personnel),

3. Implementing immediately (at the earliest opportunity from detection of the failure) or determining a plan for the implementation of action(s) preventing the same failure to re-occur,

4. Documenting in an individual CAPA report (see Annex 1):

· Root-cause investigation results,

· Corrective/preventive actions including timelines for their implementation, responsible functions, and timelines for follow-up on the success of such measure.
5. Following-up on the effectiveness of the CAPA(s),

6. Closing the CAPA if results are considered satisfactory by the PV Unit management team or repeat steps 1 to 5.

Each individual issue should be assessed in an individual CAPA identified by a unique number (MSF_[YYYY]_[4-digit number]) attributed by the PVO.
If any failure is considered significant / urgent (e.g. PVDB unavailability for technical reason over  several days), the IPC should be immediately contacted by the PVO upon failure detection and should actively support the PVO with the CAPA implementation.

Routine (non-urgent) CAPAs are reviewed by the IPC within the Monthly Compliance Report.

All partners, contractors, and MSF or site/clinic personnel are expected to actively collaborate with root-cause investigations, and CAPA implementation and follow-up.

Upon CAPA closure, the relevant person identified in the CAPA reports (e.g. Working Group Leader, IPC, CT medical lead) should approve the CAPA reports. Individual CAPA reports are archived by the PVO in MSF electronic document system repository (Tukul).
3.4 Compliance reports
Every month, the PVO prepares a Compliance Report for the PV unit management team review and IPC approval, including an evaluation of all KPIs for the month, new CAPAs, and follow-up on previous CAPAs.
Annually, the PVO compiles an Annual Compliance Report together with conclusions on the overall efficiency of the MSF PV system. The Annual Compliance Report is reviewed by the PV unit management team and approved by the IPC, and communicated to TB-PRACTECAL Project Manager/Medical Lead/CT Principal Investigator and the endTB Project Leads, Medical Leads, Observational Study Principal Investigators and MSF TB Working Group.
The Annex 2 includes a template for Compliance Reports. Compliance Reports (monthly and annual) are archived by the PVO in MSF electronic document system repository (Tukul).
4 Definitions and Acronyms

Adverse Event (AE): Any untoward medical occurrence or worsening of a pre-existing medical condition in a patient administered a medicinal product and which does not necessarily have a causal relationship with this treatment. An AE can therefore be any unfavourable or unintended sign (including laboratory test abnormalities), symptom, or disease temporally associated with the use of a medicinal product whether or not considered related to the investigational product.

Adverse Drug Reaction (ADR): All noxious and unintended responses to a medicinal product related to any dose should be considered an ADR. The phrase "responses to a medicinal product" means that a causal relationship between a medicinal product and an adverse event is at least a reasonable possibility.
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).
Clinical Trials (CT) Principal Investigator (PI): Principal investigator of the CT from the Sponsor trial team.
Data and Safety Monitoring Board (DSMB): Independent data monitoring committee established by the Sponsor to assess at intervals the progress of a clinical trial, the safety data and the critical efficacy endpoints, and to recommend to the Sponsor whether to continue, modify or stop a trial.
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.

Serious Adverse Event (SAE): Any untoward medical occurrence that at any dose:

· results in death,

· is life-threatening (defined as an event in which the patient was at risk of death at the time of the event; it does not refer to an event which hypothetically might have caused death if it were more severe),

· requires inpatient hospitalization or causes prolongation of existing hospitalization,

· results in persistent or significant disability/incapacity,

· is a congenital anomaly/birth defect,

· is an important medical event (defined as a medical event(s) that may not be immediately life-threatening or result in death or hospitalization but, based upon appropriate medical and scientific judgment, may jeopardize the patient or may require intervention [e.g. medical, surgical] to prevent one of the other serious outcomes listed in the definition above. Examples of such events include, but are not limited to, intensive treatment in an emergency room or at home for allergic bronchospasm; blood dyscrasias or convulsions that do not result in hospitalization.)
Site Principal Investigator (PI): Principal investigator of the CT at the trial site.

Suspected Unexpected Serious Adverse Reaction (SUSAR): A serious adverse reaction to a medicinal product, the nature or severity of which is not consistent with the applicable reference safety information.

5 Records and Annexes

	Appendices & Forms for completion

	Number
	Title

	1
	CAPA template (PV-TB-D05)

	2
	Monthly/Annual Compliance Report template (PV-TB-D06)
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