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	SOP Title: 
	Safety Data Collection, Processing and Reporting at MSF Pharmacovigilance unit

	
	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 proper safety data management in the frame of the clinical trials (CTs) TB-PRACTECAL, 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 describing the general management of safety information at the level of MSF PV unit including all steps of data collection, medical assessment, processing, and reporting.


2 Responsibilities

	Function
	Activities

	Pharmacovigilance officer (PVO) and deputy
	· Actively support the organization of local safety data collection and reporting via the development of procedures and materiel, and training of local personnel,

· Organize safety data collection at MSF level including the management of the MSF PV mailbox,

· Validate incoming safety data,

· Maintain the MSF Pharmacovigilance Database (PVDB),

· Perform triage, data entry, proper follow-up and closure of Individual Case Safety Reports (ICSRs),
· Support Medical Review Board (MRB) Suspected Unexpected Serious Adverse Reaction (SUSAR) assessment,
· Perform quality check of SUSARs and random quality check of non-SUSAR cases in the PVDB,
· Report SUSARs (or Serious Adverse Events (SAEs) per national requirements) from clinical trials (CTs) to Investigators, Data Safety and Monitoring Boards (DSMBs), central Ethics Committees (ECs) and drug’s Marketing Authorization Holders (MAHs) (as applicable),
· Ensure proper reporting of SUSARs (or SAEs per national requirements) from CTs by the sites to Ministries of Health (MoH) or National Regulatory Authorities (NRAs) and local ECs (as applicable),
· Report AEs/SAEs emerging from post-marketing DR TB drug use to drug’s MAHs, central ECs, and partners (as applicable),

· Ensure proper reporting of AEs/SAEs emerging from post-marketing DR TB drug use by the clinics to MoH or NRAs or national aDSM coordination and local ECs (as applicable),
· Notify early any Significant Safety Issue to the MRB,

· Support CT/program management teams on the preparation and submission of answers to questions from DSMB, MAHs, MoH/NRAs/national aDSM coordination or ECs,
· Create and maintain up-to-date reporting guideline for each country,

· Track proof of regulatory submission and archive source documents and proof of submission in the PVDB or MSF electronic document repository, as appropriate,

· Prepare monthly Compliance report and implement/follow-up Corrective Action/Preventive Action (CAPA).

	PV focal person from each project (or delegate)
	· Support the PVO in liaising with trial sites or clinics.

	CT Medical Monitors or Program Medical Leads (or designees)
	· Perform medical review of Individual Case Safety Reports (ICSRs).

	Site Investigator /Clinic medical personnel
	· Local safety data collection and transmission of reportable events (such as SAEs) to the MSF PV unit within 24 hours of awareness,

· Expedited reporting:

· Post-marketing drug use: immediate transmission of SAEs (within 24 hours of awareness) or as per national timelines (per national regulations) and periodic transmission of AEs/SAEs to MoHs/NRAs/national aDSM coordination and local ECs (as applicable). Transmission of proof of submission to MSF PV unit.
· Clinical trials: reporting of SUSARs to the MoHs/NRAs and local ECs, as re-transmitted by the MSF PV unit in an internationally accepted format for safety reporting, this within 7 or 15 calendar days from ‘Day 0’ (details in section 3.4.2). Similarly, reporting of SAEs or other individual cases if required by national regulations. Transmission of proof of submission to MSF PV unit.

	Medical Review Board (MRB)
	· Medical assessment of SUSARs including SUSAR confirmation, signal detection and safety oversight,

· Timely recommendation and communication on management of Significant Safety Issue.


3 Procedure

3.1 Safety data collection
The PVO are responsible for organizing (or supervising the organization of) proper safety data collection at the investigational sites for the CTs and at the clinics implementing active TB drug safety monitoring and management (aDSM) per the MSF PV Policy. In this purpose, the PVO together with the PV focal persons from each project are responsible for preparing (or supervising the preparation of) procedures describing local safety data collection for trial sites together with supportive material (e.g. Report Forms) or tools (e.g. local database), and to ensure proper PV training of local personnel is performed.

The PVO are responsible for collecting and centralizing all Serious Adverse Events (SAEs), drug-exposed pregnancies and other immediately reportable events/non-events (e.g. medication errors) identified at the sites/clinics, in accordance with the procedures for each CT/program and the MSF PV Policy.
In this aim, the PVO maintain a shared mailbox with controlled access for receipt of safety information from all sites/clinics worldwide: PVunit.GVA@geneva.msf.org. The mailbox is screened daily by the PVO to ensure timely management of safety information.
As a general rule, all SAEs, drug-exposed pregnancies and other immediately reportable events/non-events per CT/program procedures should be reported by the sites/clinics to MSF PV unit within 24 hours of awareness.

Non-serious AEs occurring in CTs are generally not reportable to MSF PV unit outside of AEs of special interest as specified in CT protocols. Non-serious AEs from postmarketing settings are collected at sentinel sites (e.g. endTB) and reportable as periodic listings.

	All information sent to the PV unit must be strictly anonymized and patients referred to using their alphanumeric identifier (if applicable) or initials. No full name, address, phone number or other unanonymized information is allowed in any communication with the PV unit.


3.2 Safety data validation
Upon receipt of safety information in the PV unit mailbox, the PVO review the source data sent by the site/clinic within 1 calendar day of receipt.
Only valid Individual Case Safety Reports (ICSRs) qualify for processing into the Pharmacovigilance Database (PVDB). All reports should therefore be validated by the PVO within 1 calendar day of receipt to make sure that the minimum criteria for reporting are included.

Criteria for a report to qualify as a valid ICSR include:

1. At least one reporter identifiable by his/her qualification (e.g. physician, nurse), name, initials, phone number, email, or address.

2. One single patient identifiable by his/her initials, identification number (in CT/program), date of birth, age, age group (e.g. adult, elderly) or gender [Anonymized data only].
3. At least one suspected substance/medicinal product (i.e. at least one study drug in a CT/ delivered TB drug in a program).

· Note, reports associated with suspected or confirmed falsified medicinal product or quality defect of a medicinal product are considered valid ICSRs. Information should be shared immediately with the International Pharmacist Coordinator at MSF within 1 calendar day of receipt.
4. At least one SAE, pregnancy or other AE/non-AE of interest (as defined in each CT/program procedures).
Still within 1 calendar day of receipt:

· For valid ICSRs, the PVO creates an entry in the PVDB and allocates a unique ICSR identifier to the case (format: MSF[7-digit number]). The PVO then acknowledges receipt of the ICSR via email to the site/clinic and communicates the unique ICSR identifier. A duplicate check is performed beforehand to confirm the information is new in the PVDB.
· For follow-up (FU) reports concerning an existing ICSR, a new version of the ICSR is created in the PVDB. The PVO then acknowledges receipt of the FU via email to the site/clinic.

· For invalid ICSRs, the PVO should query the site/clinic for missing minimum information. The report cannot be processed into the PVDB until missing minimum information is received.
Valid ICSRs, initial and follow-up versions, are tracked by the PVO in the ICSR tracking sheet including the date of receipt at the PV unit, the unique ICSR identifier, the patient identifier, the main event and the first suspected drug.

The “Day 0”, i.e. the clock start date for expedited reporting in CTs, is determined as the date of receipt at the CT Sponsor(s) of a valid ICSR. Although Day 0 is generally not used for the purpose of post-marketing expedited reporting (direct reporting to national regulators by the clinics – refer to section Error! Reference source not found.), this notion is used for internal compliance monitoring purpose and in case national expedited reporting timelines require such notion (per national regulations – refer to section Error! Reference source not found.).
Cross-reporting of valid ICSRs to the Marketing Authorization Holders (MAHs) of the suspected drugs used in the TB program is performed by the PVO as soon as possible but no later than within the agreed timelines per contractual agreements (refer also to section Error! Reference source not found.). The PVO should append proof of delivery to the MAHs to the ICSR in the PVDB and track the date of reporting in the ICSR tracking sheet.
	Safety data validation

	Step
	Activity
	Responsible
	Timeline

	1
	Receipt of safety data in the PV unit mailbox
	PVO
	Within 1 calendar day of receipt at MSF PV unit

	2
	Review of source data and ICSR validation
	
	

	3
	Determination of “Day 0”
	
	

	4
	· Initial ICSRs: creation of new entry in PVDB,

· FU ICSRs: creation of a new version to an existing PVDB entry,

· Invalid ICSRs: no action -> refer to step 5 directly.


	
	

	5
	· Valid ICSRs: receipt acknowledgement sent to site/clinic including ICSR unique identifier, 

· Invalid ICSRs: immediate query to site/clinic for missing minimum info.
	
	

	6
	Cross-reporting of valid ICSRs to MAHs for TB program (no later than the contractually agreed timelines)
	
	


3.3 Processing and Medical Assessment of Individual Case Safety Reports

3.3.1 Triage

The PVO should perform a triage of the safety information transmitted by the sites/clinics within 1 calendar day from Day 0. Triage is a preliminary assessment consisting in a review of source data received from the site/clinic.

Following this review, the PVO should populate the PVDB with:

· All reported events/non-events including medical coding (using MedDRA), seriousness and severity per reporter,

· All suspected drugs including drug coding (using WHO DRUG or the PVDB dictionary for drugs not in WHO DRUG),

· For each event-drug pair: draft expectedness, causality per reporter and draft causality per Sponsor,
· Draft causality comment (also called Sponsor [Company] comment) consisting in a brief discussion of causality assessment and other causal factors,
· Draft medical queries on the case (e.g. clarification on medical history, final diagnosis, relevant lab data).

The data entry conventions (SOP PV-TB-P03) detail convention of capture in each PVDB field.
In addition, a pdf copy of all received documents is attached to the ICSR in the PVDB (nomenclature for attachment in SOP PV-TB-P03). Upon triage completion, the PVO sends an alert for Medical Review to the CT Medical Monitors or Program Medical Leads (or designees) via email including 1) the report forms and other relevant source documents, 2) a summary table designed to capture the medical review information, and 3) the timeline for medical review.
Cases found reportable after triage are flagged as such in the ICSR tracking sheet by the PVO including timelines for regulatory reporting.
3.3.2 Medical review
The CT Medical Monitors or Program Medical Leads (or designees) should perform a review of the safety information included in the report forms and other relevant source documents shared by the PVO.
The CT Medical Monitor or Program Medical Lead (or designee) is specifically asked to:
· Confirm for each event-drug pair: the expectedness and the causality per Sponsor,
· Advise on event’s medical coding as appropriate,

· Advise on supplementary suspected (or interacting) drugs as appropriate,
· Finalize the causality comment (“Company comment”) by commenting on other causal factors,
· Finalize the medical queries on the case.
The PVO prepare and send via email a summary table including these elements to capture the responses of the medical reviewer. The use of this table is although not compulsory.

	Example of the format of the table for medical review

	Serious Adverse Event 
	Suspected drugs 
	Your assessment
	Site doctor assessment (Related Y/N)

	
	
	Related? Y/N
	Unexpected? Y/N
	

	[adverse event term]
	[list of drugs]
	
	
	

	
	
	
	
	

	
	Any other drug? 
	
	
	

	
	Any other causal factor (comorbidity, procedure, etc.)? 
	
	-
	

	Medical queries: 


Timelines for medical review completion are as follows:

	Timelines for medical review completion

	Type of ICSR
	Medical review completed within

	ICSR including SUSAR(s)
	Fatal/life-threatening
	1 calendar day from Day 0

	
	Non-fatal/non-life-threatening
	2 calendar days from Day 0

	ICSRs including all other SAE(s)
	5 calendar days from Day 0

	ICSRs including non-serious events (e.g. AE of interest, overdose)
	10 calendar days from Day 0


Upon medical review completion, the CT Medical Monitors or Program Medical Lead (or designee) sends the review to the PVO via email.
Based on the medical assessment, ICSRs are further processed to allow timely regulatory reporting (if applicable) and compliance with MSF internal procedures.

If the ICSR includes one or more SUSARs, the PVO should additionally convene a MRB meeting for SUSAR confirmation, and assessment of its overall impact on the individual patient and the CT/program conduct (see next section 3.3.3).
The date of the medical review is included in the ICSR tracking sheet by the PVO for reference only.
3.3.3 Medical Review Board SUSAR assessment

The MRB SUSAR assessment is an additional precaution taken for DR TB projects provided that new (conditionally approved in EU/US and investigational) drugs and repurposed drugs will be used.

The MRB is expected to review and confirm SUSARs (i.e. confirm expectedness and causality assessment) and assess their overall impact on the individual patient and on the CT/program conduct. This evaluation is part of overall signal detection activities (see SOP PV-TB-P05).
All SUSARs from CT are systematically reviewed by the MRB. SUSARs from the post-marketing setting are also reviewed by the MRB with exception of cases that are improperly documented or upgraded to SUSARs due to an absence of a causality per reporter (unless judged important to be reviewed by the medical reviewers). All efforts are done by the PVO to obtain complete information and if upon receipt of follow-up information, these cases still fulfil the criteria to be considered as SUSARs, they are sent for MRB opinion.
The MRB should additionally advise on the management and risk minimization actions relating to any Significant Safety Issue altering treatment risk/benefit identified by the PV unit or Project/Trial teams (refer to section 3.7 and SOP PV-TB-P05).

MRB meetings are planned according to a fixed schedule allowing compliance with expedited reporting timelines. The PVO can at any time convene an urgent or ad-hoc MRB meeting for Significant Safety Issue assessment (see section 3.7 and SOP PV-TB-P05).

MRB SUSAR assessment timelines are as follows:

	Timelines for Medical Review Board SUSAR assessment

	Type of ICSR
	SUSAR assessment completed within

	ICSR including SUSAR(s)
	Fatal/life-threatening
	3 calendar days from Day 0

	
	Non-fatal/non-life-threatening
	7 calendar days from Day 0


The minutes of the MRB meeting are appended to the ICSR in the PVDB by the PVO whether the SUSAR has been confirmed or refuted. The PVO is responsible for updating the case in the PVDB in accordance with the MRB recommendation.
3.3.4 Data entry
For all ICSRs, data entry (DE) in the PVDB is performed by the PVO based on the source documents provided by the reporter. The DE conventions (SOP PV-TB-P03) detail convention of capture in each PVDB field and narrative template.
In some CT/program, specific MedDRA coding conventions should be followed. The latest approved version of the ‘MedDRA Points to Consider’ is the applicable guidance in the absence of coding conventions.
Timelines for DE completion are as follows:

	Timelines for DE completion

	Type of ICSR
	DE completed within

	ICSR including SUSAR(s)
	Fatal/life-threatening
	2 calendar days from Day 0

	
	Non-fatal/non-life-threatening
	7 calendar days from Day 0

	ICSRs including all other SAE(s)
	8 calendar days from Day 0

	ICSRs including non-serious events (e.g. AEs of interest, overdose)
	30 calendar days from Day 0


For the sake of timelines, DE should take place in parallel to MRB assessment (if applicable).

Once DE is completed, the PVO is responsible for:

· Sending an alert for quality check (QC) of SUSARs from CTs to the responsible person via email (see next section 3.3.5).

· Reporting the case (if applicable – see sections Error! Reference source not found. and 3.4.23.5), sending or planning the sending of FU requests (as per section ), and closing the ICSR version (as per section 3.6) for all other cases.

3.3.5 Quality check
3.3.5.1 Quality check of SUSARs from clinical trials
The PVO or deputy is responsible for performing a QC against source document of all the information captured in the PVDB. If the PVO has performed DE, the deputy is responsible for the QC, and vice versa.
The person performing the QC directly modifies the PVDB if corrections/modifications are needed and tracks the date of QC and the compliance status of the case (compliant/incompliant with DE conventions – SOP PV-TB-D03) in the ICSR tracking sheet. If cases are found incompliant, a note is added in the ICSR tracking sheet to detail the type of corrections performed.
QC is performed systematically for all cases including SUSARs. The quality of the other cases is ensured via a random sample QC every month.
Timelines for the completion of QC of SUSARs from CTs are as follows:

	Timelines for QC of SUSARs from clinical trials completion

	Type of ICSR
	QC completed within

	ICSR including SUSAR(s) from CT
	Fatal/life-threatening
	3 calendar days from Day 0

	
	Non-fatal/non-life-threatening
	8 calendar days from Day 0


Once QC is completed, the PVO are responsible for expedited reporting (see section 3.4).
3.3.5.2 Random quality check of other cases

Monthly, the PVO prepare a list of all ICSRs completed during the month excluding SUSARs and select a random sample from these ICSRs (20%) in order to perform QC against source documents of all the information captured in the PVDB. 
The same principles as for QC of SUSAR apply with sharing of QC depending on the person who performed DE, and tracking the date of the QC and of incompliances in the ICSR tracking sheet. A QC guidance (PV-TB-D13) under the responsibility of the PVO is available for more details.
Upon creation of new versions to correct cases, the PVO should detail the list of the corrections in the case narrative to justify the creation of the new corrective version.
3.4 Reporting of Individual Case Safety Reports

3.4.1 Post-marketing drug use
MSF and the endTB consortium are importing and distributing tuberculosis (TB) drug products under strict medical control in countries where a need for such products is identified. Reporting of safety information therefore follows a simplified scheme with clinicians in the field reporting all SAEs directly to the local Ministry of Health (MoH) or the National Regulatory Authorities (NRAs) or the national active TB drug safety monitoring and management (aDSM) coordination and local Ethics Committees (ECs) (as applicable) within 24 hours of awareness in an acceptable format (e.g. SAE Report Form), and informing the MSF PV unit in parallel of the same. In the countries where this system for national reporting is not applicable, safety reporting timelines will be adapted per the national regulations as described in the local reporting guidelines for each country.
In addition, non-serious AEs identified at the sentinel sites (e.g. endTB) are reported quarterly by the field team in listing format (extraction from the electronic medical record database “Bahmni”) together with a summary report prepared by the MSF PV unit to the local MoH/NRAs/national aDSM coordination/ECs (detailed process in working instruction PV-TB-I03).
The local personnel are responsible for transmitting to MSF PV unit a proof of regulatory submission (or receipt acknowledgement) for each ICSR/periodic report. The PVO should append such proof/ acknowledgement to the ICSR in the PVDB or archive it with the listing and the report in MSF electronic document repository system (Tukul).
Upon receipt of valid ICSRs, the PVO cross-reports the same to the MAHs (as appropriate) as soon as possible but no later than within the agreed timeline per contract (section 3.1). It is the responsibility of each MAH to appropriately inform Health Authorities under their responsibilities of the same, as applicable.
Additionally, the MSF PV unit cross-reports cases to partners and central ECs (if applicable).
The PVO should append proof of delivery to all recipients (partners, ECs, MAHs, MoHs/NRAs/national aDSM coordination) to the ICSR in the PVDB or archive it with the periodic report and listing in MSF electronic document repository system (Tukul). In addition, the PVO tracks dates of submission of ICSRs in the ICSR tracking sheet.
The timelines for reporting to MoHs/NRAs and ECs presented in this section are general rules, national regulatory requirements always prevail. Cross-reporting of cases across sites will not be performed on an expedited basis except if it is a national requirement. All clinicians are informed of all cases via periodic reports as a general rule. The MSF PV unit actively supports and trains the field on the expedited reporting tasks and obligations, and maintains up-to-date local reporting guidelines for each country in this aim.
	Reporting obligations – post marketing program

	Type of ICSR
	Field personnel/ clinicians
	PVO at MSF PV unit
	MAHs

	SAE, pregnancy and overdose
	Inform local MoH/NRAs/national aDSM coordination/ECs within 24 hours of event’s awareness + MSF PV unit.
(if not applicable in the country, reporting will take place per national regulations based on reports transmitted by the PV unit)
	Inform MAHs as soon as possible no later than within the agreed timeline per contract and cross-reporting to partner or central ECs (as appropriate) [no later than within 9 calendar days from Day 0].
(if immediate reporting to local MoH/NRAs/national aDSM coordination/ECs is not possible in the country, PVO transmits cases to clinicians as appropriate no later than within 9 calendar days from Day 0)
	Inform other Health Authorities of the same as appropriate.

	Non-serious AE
	Inform local MoH/NRAs/national aDSM coordination/ECs as required.
	Includes in quarterly safety reports if data available and send to the clinicians, central ECs (as appropriate) and MAHs (per contracts).
	Inform other Health Authorities of the same as appropriate.


3.4.2 Clinical trials

MSF as a CT Sponsor is responsible for the reporting of all SUSARs occurring in the CTs. The PVO timely provides ICSRs in a CIOMS I format to the Investigators for reporting to their local Ministries of Health (MoH) or the National Regulatory Authorities (NRAs), and to the local Ethics Committees (ECs). In parallel, the PVO informs the Marketing Authorization Holders (MAHs) (as applicable), the Data and Safety Monitoring Boards (DSMBs) and central ECs (if applicable) of the same.

SUSARs occurring in one CT with an investigational compound also used in the other study(ies) should be cross-reported across sites under the responsibility of the PVO.

The site personnel are responsible for proper translation of CIOMS forms and for the creation of cover letters (if applicable) before transmission to MoH/NRAs and local ECs. The local personnel are responsible for transmitting proof of regulatory submission (or receipt acknowledgement) for each SUSAR to MSF PV unit. 
The PVO should append proof of delivery to each recipient (Investigators, MoHs/NRAs, ECs, MAHs, and DSMBs) to the ICSR in the PVDB.
If, in any country, additional reporting requirements (e.g. all SAEs) or different timelines are requested by the MoHs/NRAs/ECs, these must be strictly followed and are described in the local reporting guidelines for each country (written and updated by the PV unit). The MSF PV unit actively supports and trains the sites on the expedited reporting tasks and obligations.
	Reporting obligations – clinical trials

	Type of ICSR
	PVO at MSF PV unit
	Investigators

	SUSAR
	Fatal/life-threatening
	Inform Investigators (of 1 or all CTs as appropriate) + DSMBs + MAHs (if applicable) + central ECs within 4 calendar days from Day 0
	Inform local MoH/NRAs + local ECs within 7 calendar days from Day 0

	
	Non-fatal/non-life-threatening
	Inform Investigators (of 1 or both CTs as appropriate) + DSMBs + MAHs (if applicable) + central ECs within 9 calendar days from Day 0
	Inform local MoH/NRAs + local ECs within 15 calendar days from Day 0


3.5 Follow-up of Individual Case Safety Reports

The PVO is responsible for requesting follow-up (FU) on ICSRs including:

· Immediate requests for missing minimum information (refer also to section 3.1),

· Medical queries on the case including clarifications and additional relevant medical information, for example: relevant medical history, risk factors, diagnosis, results of tests, etc. (refer also to sections 3.3.1 and 3.3.2),

· Final outcome of SAEs reported as ongoing (not resolved, resolving),

· Final outcome of the medical consequences of medication errors or other non-events,

· Pregnancy outcome information,

· Health status of infants born from drug exposed pregnancies.
As a general rule, all queries should be gathered by the PVO and sent to the site/clinic allocating a reasonable time frame for reporting of the new information. Urgent information should be requested within 24 hours. Information on the outcome of long-term event or pregnancy should be requested as medically appropriate (e.g. cancer outcome request within 1 year, pregnancy outcome within 9 months).

The PVO is responsible for tracking open queries and sending regular FU request to the sites/clinics until resolution or patient is lost to FU. Outside clinical trials, the patient is considered lost to FU after 3 documented unsuccessful (i.e. no reply or no collaboration from patient/relatives) FU attempts. FU requests are appended to the corresponding ICSRs in the PVDB and their sent dates tracked in the ICSR tracking sheet.
3.6 Case closure
A case version is considered closed when all steps from triage to reporting have been performed, all relevant documentation has been attached to the ICSR, and FU requests have been sent or are appropriately planned (e.g. ongoing pregnancy).
A case is considered fully closed when all versions have been appropriately processed from triage to reporting, all relevant documentation has been attached to the ICSR, and no further FU information is expected (e.g. events all resolved, no pending medical query, or patient lost to FU).

3.7 Significant safety issue
Throughout the process, if one or more ICSRs fulfil the criteria to be considered a significant safety issue, the PVO is responsible for convening an ad-hoc MRB meeting immediately (as soon as possible within a maximum of 3 calendar days of issue identification). The MRB should advise on risk minimization actions relating to any significant safety issue altering treatment risk/benefit (refer to SOP PV-TB-P05).
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) to the sites/clinics, and additionally be notified as soon as possible and in written to the MoH/NRAs/national aDSM coordination, the ECs, the DSMBs, the MAHs, and other program’s partners (refer to SOP PV-TB-P05).
All related documentation including meeting minutes and communications should be archived by the PVO in MSF electronic document system (Tukul).

3.8 Compliance

Every month, the PVO prepares a Compliance report for the PV Unit management team (PV focal persons from each project and International Pharmacist Coordinator), including a description of corrective and preventive actions (CAPAs) undertaken upon detection of any failure, and the follow-up of previous CAPAs.

For all projects, general quantitative indicators include:

· The % compliance with expedited reporting of SUSARs (and other reportable information per national regulations) from CTs (reporting to Investigators, MoHs/NRAs, ECs, DSMBs and MAHs, as applicable) [based on proof of submission],

· The % compliance with expedited reporting of SAEs and non-serious AEs listing/periodic report to MoHs/NRAs/national aDSM coordination and local ECs (as applicable) by the field for post-marketing drug use [based on proof of submission],

· The % compliance with cross-reporting of SAEs and non-serious AEs listing/periodic report to MAHs, central ECs and partners (as applicable) for post-marketing drug use [based on proof of submission].
In addition, as a quality indicator the outcome of the monthly random QC completed during the month is included in the monthly compliance report (refer to SOP PV-TB-P04).

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).
Council for International Organization of Medical Sciences I reporting form (CIOMS): Standardized international report format 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.
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.

“Day 0” or “clock-start” date: Date of receipt of a valid ICSR setting the clock start date for expedited reporting (if applicable).

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.
Immediate reporting: Immediate should be understood as within 24 hours, unless otherwise specified.
Medical Dictionary for Regulatory Activities (MedDRA): Clinically validated and internationally agreed dictionary of medical terminology.
Non-event: This term is used within this procedure to refer to all medically relevant occurrences that are not diseases per se, e.g. medication errors, drug misuse, drug abuse, pregnancy.

Pharmacovigilance Database (PVDB): Electronic repository of safety information collected in the frame of CT/programs; the system in use at MSF is Basecon SafetyBase Interchange.
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.
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.)
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.
Source documents: All documents provided by the reporter including SAE Report Form, anonymised discharge summary, lab test results, etc.
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).
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