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1 Scope and application

	MSF Pharmacovigilance (PV) unit is responsible for proper safety data management in the frame of the clinical trials (CTs) TB-PRACTECAL and endTB (Output 2), and the post-marketing program endTB (including observational study; Output 1). This procedure aims at describing the processes applicable to safety signal detection, validation, assessment and communication.


2 Responsibilities

	Function
	Activities

	Medical Review Board (MRB)
	· Medical assessment of all SUSARs including SUSAR confirmation and signal detection from individual cases,

· Manage Significant Safety Issue immediately,

· Responsible for signal validation, prioritization, assessment and for risk minimization action communication and implementation.

	Pharmacovigilance officer (PVO)
	· Plan and organize MRB meetings,
· Convene urgent ad hoc MRB meeting as appropriate,

· Support evaluations and decisions at the MRB by providing relevant documents and any requested analysis,

· Maintain the Signal tracking up-to-date,

· Transmit signal communications to the sites, Data & Safety Monitoring Board (DSMB), and/or Marketing Authorization Holders (MAHs), as appropriate.

· Track and archive documents relating to the signal management process.

	PV focal persons from each project
	· Back-up the PVO,
· Support analyses and decisions at the MRB by providing relevant documents and any requested analyse.

	Site/clinic personnel
	· Support signal communication process through translation and transmission to National Regulatory Agencies (NRA) or Ministries of Health (MoH) and Ethics Committees (ECs).


3 Procedure

3.1 Safety signal detection

Safety signal detection is an ongoing process occurring at each step of safety data management and during periodic safety analyses.
A safety signal is any information arising from one or multiple sources, which suggest a new potentially causal association, or a new aspect of a known association between an exposure and an event or set of related events, either adverse or beneficial, that is judged to be of sufficient likelihood to justify verificatory action.

3.1.1 Signal detection from Individual Case Safety Reports

A single Individual Case Safety Report (ICSR) of any source (CT or program) can be considered as a potential safety signal if it includes an important medical event, an event with unusual outcome, an event with unusual course (e.g. high toxicity or severity), or an event associated with an at-risk behaviour (e.g. misuse or abuse).

The Medical Review Board (MRB) meets regularly as per a fixed schedule to review and confirm all individual Suspected Unexpected Serious Adverse Reactions (SUSARs) from all sources.
The MRB should assess the overall impact of the newly received SUSARs on the individual patient and on the CT/program conduct, and assess the need for further analyses (see validation section 3.2). Upon detection of a potential safety signal, the PVO tracks the date the potential signal was identified (see Signal tracking - Annex 1) and the agreed timelines for signal validation.
Significant Safety Issues should be urgently reviewed by the MRB for validation within 3 calendar days from detection.

3.1.2 CTs signal detection activities

Safety information arising from the CTs is reviewed for signal detection purpose, especially at time of preparation of:

· Regular line listing for DSMB review (refer to DSMB charters), and
· Annual Safety Report (ASR) summarizing all relevant safety information collected within the CTs over a 1-year period and evaluating the risk-benefit profile of CT treatments prepared by the PVO (refer to SOP PV-TB-P06).

Each potential safety signal detected by the DSMB, the CT Principal Investigators (PI), the Clinical Trial Managers, the CT co-Investigators, or the PVO should be added to the Signal tracking and to the MRB agenda by the PVO for further validation (see section 3.2) if out of the DSMB scope, or for MRB information if managed by the DSMB (refer to DSMB charters). 
Significant Safety Issues should be urgently reviewed by the MRB and/or the DSMB, upon the best judgment of the CT PI and Program Medical Leads. Timeline for MRB is within 3 calendar days, timeline for DSMB is as displayed in DSMB charter.
3.1.3 Periodic analyses from TB program
In the frame of the TB program, quarterly analyses of AEs and SAEs are performed (see Program Pharmacovigilance Guideline). Any potential safety signals detected by the TB program team or the PVO should be added to the Signal tracking and to the MRB agenda by the PVO for further validation (see section 3.2). 
Significant Safety Issues should be urgently reviewed by the MRB within 3 calendar days from detection.
3.2 Safety signal validation and prioritization
The MRB is the responsible body for validation of potential safety signals detected upon ICSR medical assessment or periodic safety analyses. The MRB is composed of TB experts and operational members, but can be extended to any additional expert or other relevant functions as appropriate. The composition and functioning of the MRB is described in separated Terms of Reference.
Signal validation is the process of evaluating the data supporting the potential signal in order to verify that the available documentation contains sufficient evidence demonstrating the existence of a new potentially causal association or a new aspect of a known association, and therefore justifies further analysis or immediate actions (for Significant Safety Issues).

MRB meetings are planned according to a fixed schedule and the PVO can at any time convene an urgent or ad-hoc meeting in case of Significant Safety Issues for which MRB decision is expected within 3 calendar days from detection.
The PVO should prepare all relevant documentation on the potential signal for MRB decision. The MRB is expected to determine:

1. Whether the potential signal is considered valid, i.e. there is a reasonable causal relationship between the observation and the exposure to the drugs,

2. Or considered invalid, an association between the observation and drug exposure is not demonstrated, highly confounded, related to the baseline disease, etc.

For valid signals (1) and taken into consideration the risk-benefit of the product(s) in the light of the new signal, the MRB should decide on further actions and timelines/responsible functions for such actions, including:

A. Immediate communication (within 24 hours from validation) to CT/Program Management Teams, MAHs, MRAs/MoHs, ECs, Investigators/clinicians and DSMB, and urgent risk minimization action implementation (e.g. stop of the product) for valid Significant Safety Issues (see section 3.5),

B. Assessment/further analyses possibly with the collaboration of the MAHs or other partners to decide on appropriate risk minimization measures for non-urgent valid safety signals. The responsible functions for signal assessment should be identified without delay.
For both valid and invalid signals, the PVO documents the MRB decisions in meeting minutes that are archived in MSF electronic document system (Tukul) and updates the Signal tracking with the date of validation and the MRB decision (1-A, 1-B or 2).
3.3 Safety signal assessment

The objective of signal assessment is to further evaluate a valid signal so as to identify the need for additional data collection or for any action. It consists of an assessment of the available data from pharmacological, non-clinical, clinical and other relevant source. This review should be as complete as possible. When information is drawn from a range of sources, the strengths and limitations of each source should be considered in order to assess the contribution they can provide to the overall evaluation.

It is still necessary to proceed with a formal assessment of the signal, even in the urgent cases where temporary measures were already undertaken during signal validation/prioritization stages, this in order to extend or lift the temporary measures.

It is the responsibility of the MRB to appoint one or more responsible persons to retrieve all necessary data and/or to include the appropriate experts to the discussion on signal assessment (e.g. pharmacological, preclinical, clinical, regulatory, biostatistics). The MRB can also choose to delegate this evaluation to another body (e.g. MAH, WHO) as appropriate.
The PVO coordinates signal assessment performed by the MRB, and should include all data collected during signal assessment into a consolidated table in the Signal tracking. The PVO is additionally responsible to convene a new MRB meeting or to add to the agenda of the next MRB meeting a discussion of signal assessment results (per timelines decided by the MRB during validation).
	Summary table for signal assessment

	Source(s) of information
	Level of evidence
	Conclusion
	Recommendation

	Pharmacological data
	
	
	

	Preclinical data
	
	
	

	Clinical data
	
	
	

	Information from Licensees
	
	
	

	Information from Regulatory Authorities and / or other sources
	
	
	

	The presented categories are for example only; any additional relevant analysis / literature review should be performed based on the recommendations of the MRB.


3.4 Risk minimization actions

The outcome of signal assessment is a recommendation for risk minimization action. Depending on the signal assessment results, the MRB recommendation for action may include:

· Immediate measures,

· Collection of additional information, e.g. in order to confirm if the conclusion is valid for all indications and patient groups,

· Periodic review of the signal, e.g. in Annual Safety Reports, or
· Additional investigations or risk minimisation activities.
For every action decided at time of signal assessment, a timeframe by which it should be completed, including provision of progress reports and interim results proportionate to the severity and impact of the signal must be decided by the MRB. Although the recommendation for action normally takes place in a logical sequence after signal assessment based on the extent of the information, the need for action should be considered throughout the signal management process.
The PVO is responsible to update the Signal tracking to include the recommendations from the MRB together with implementation dates and dates for progress analysis.
3.5 Significant safety issue
Throughout the process, if a safety signal fulfil the criteria to be considered a Significant Safety Issue, the PVO is responsible to convene an immediate ad-hoc MRB meeting (as soon as possible within a maximum of 3 calendar days of issue identification). The MRB should validate or not the signal, and advise on the management and risk minimization actions relating to any valid Significant Safety Issue altering treatment risk/benefit within 3 calendar days of signal detection.
Any urgent action deemed necessary to protect the patients against a Significant Safety Issue should be communicated immediately (within 24 hours of identification of the need for urgent communication, i.e. from signal validation) to the sites/clinics, and additionally be notified as soon as possible and in written to the MoH/NRAs, the ECs, the DSMBs, the MAHs, and other program’s partners.

The PVO is responsible to document communication dates in the Signal tracking and to archive proof of submission. All related documentation including meeting minutes and communications should be archived by the PVO in MSF electronic document system (Tukul). 

3.6 Tracking and archiving

MRB meeting minutes, decisions, Signal tracking and related documents are archived in MSF electronic document system (Tukul) under the responsibility of the PVO.
3.7 Summary workflow – safety signal management
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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.

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.

Individual Case Safety Report (ICSR): Format and content for the reporting of one or several suspected adverse reactions to a medicinal product that occur in a single patient at a specific point of time.

Risk-benefit balance: Evaluation of the positive therapeutic effects of a medicinal product in relation to the risks, i.e. any risk relating to the quality, safety or efficacy of the medicinal product as regards patients’ health or public health.
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.)

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.

Unexpected Adverse Drug Reaction: An adverse drug reaction, the nature and severity of which is not consistent with the applicable product information (e.g. the Investigator Brochure for an unapproved investigational drug or the package insert for an approved drug).

Significant safety issue: Any event or observation which may alter the risk/benefit assessment of the treatment and/or impacting public health, necessitating immediate changes in the administration of the drugs or important modification of the conduct of the CT/program. This includes major findings from clinical/non-clinical studies (published, from partners or internal), new signal from MAHs, WHO or internal review, safety issue relating to trial procedures, etc.
5 Records and Annexes
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