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	SOP Title:
	Quality Document Management System

	
	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

	The MSF Pharmacovigilance (PV) unit is responsible for the maintenance of an appropriate quality document management system (QDMS) for PV activities.


2 Responsibilities

	Function
	Activities

	Pharmacovigilance officer and deputy (PVO)
	· Author (or supervise authoring of) Standard Operating Procedures (SOPs) and operational documents pertaining to PV quality system,
· Initiate revision of quality documents as appropriate, 

· Organize distribution and training on quality document with the support of the IPC and the PV focal persons from each project,

· Plan translation of quality document, if appropriate, with the support of the PV focal persons from each project,

· Manage access to MSF electronic document repository workspace for PV,

· Appropriately archive and record documents.

	International Pharmaceutical Coordinator (IPC)
	· Coordinate activities and define strategic objectives for the PV unit with the PV focal persons from each project and document PV unit objectives in annual action plans including an estimation of the resources needed to achieve each objective,
· Approve and review all SOPs and other quality documents as applicable,
· Provide support on quality document training and distribution,

· Back-up the PVO on the management of MSF electronic document repository workspace for PV.

	PV focal persons from each project
	· Define strategic objectives for the PV unit for each project,

· Support the PV unit annual action plan preparation,

· Provide support on quality document training and distribution,

· Determine the need for translation of quality documents in national languages and coordinate this process with the PVO,

· Review SOPs and other quality documents impacting each respective project.


3 Procedure

3.1 General objective of the quality document management system

The pharmacovigilance (PV) system in place at MSF follows a simple scheme allowing compliance with the international standards for PV (ICH), national laws, contractual agreements and best patient monitoring practise. The quality document management system (QDMS) ensures high quality and proper tracking and documentation of PV activities.
3.2 Structure and content of the quality document management system

3.2.1 Structure of the quality document management system

PV-related activities are documented according to the following hierarchy:
1. Strategic documents:

· Annual Plan of Action of the PV unit.
2. Organisational documents:

· Standard Operating Procedures (SOPs).
3. Operational documents:

· Databases (DBs),

· Forms,

· Working Instructions (WIs),

· Other documents (guidelines, templates, etc.).
Operational documents that apply to all projects are classified as PV unit operational documents. Specific WIs, Forms, etc. may additionally be developed for each project as applicable. MSF policies apply to the whole QDMS for PV activities.
A single database lists all quality documents applicable to PV unit activities (refer to PV-TB-DB01).
	Structure of PV QDMS:
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3.2.2 Strategic documents
An annual action plan of the PV unit is maintained up-to-date under the responsibility of the IPC and the PV focal persons from each project. The action plan should list all PV objectives by project for the upcoming year in the light of the overall MSF strategy.
The following level of information is recommended (see also Annex 1):
	Objectives
	Activities
	Key Results and timelines
	Assumptions
	Resources

	
	
	· 
	· 
	· 


The action plan must be revised at least annually (anytime within the year) by the IPC in coordination with the PVO and the PV focal persons for each project. Results in terms of objectives’ achievement should be documented and the action plan must be archived in MSF electronic document repository system (Tukul) by the PVO.
3.2.3 Organisational documents

The Standard Operating Procedures (SOPs) for the PV unit document for each PV activity or set of interrelated PV activities:

· The objective(s) of the activity(ies),

· The exhaustive list of all tasks necessary to complete the activity(ies) and fulfil the objective(s),

· The responsible function(s) for each task,

· The sequence of task and the timeline for their completion,

Processes must be clearly described allowing replication/reproducibility, consistency and efficiency.

The PVO is responsible for writing all PV unit SOPs. Reviewers must include at least the PV focal persons for each project and representative(s) of the functions identified as responsible of a task described by the SOP. The PV focal persons for each project are responsible for coordinating SOP review within their respective team. The IPC is responsible for approving all PV unit SOPs (see also Annex 2). These steps are validated by signature (electronic signature considered acceptable).
For the first 2 years following MSF PV unit launch, revision of SOPs should be considered at least annually (anytime within the year) under the responsibility of the PVO. The PVO is responsible for adding this topic annually (anytime within the year) to the agenda of the regular meeting of the PV unit. User feedback questionnaire can be used as per best judgment of the PVO, IPC and PV focal persons for each project. Review and approval are managed as per the process described above.
After the first 2 years following MSF PV unit launch, routine biennial (anytime within the next 2 years) revision of SOPs should be considered. 

In any case, if a process must be modified or a new process must be created, the corresponding new or amended SOP(s) should be approved at the earliest opportunity but no later than the next scheduled SOP review.
3.2.4 Operational documents

Operational documents include all tools related to the processes described in SOPs, e.g. templates for periodic safety reports. They are also referred as ‘related tools’.
	Type
	Description

	Database
	Databases are structured data repository usually allowing recording and retrieval of information. The list of PV quality document is a database, for example

	Form
	A questionnaire or equivalent query document that is expected to be filled in by the user, e.g. Serious Adverse Event Report Form.

	Working Instruction (WI)
	Detailed description of processes pertaining to a specific project, for a special group or a defined context. WI must be aligned with SOPs and are not intended to repeat SOP content, but aim at describing processes at a further level including details pertaining to a special context (e.g. for a clinical trial).

	Other document
	Any other documents considered a related tool to a SOP and/or a WI, including (but not limited to) guideline, template, flow charts.


The PVO is responsible for writing or delegating the writing of the operational documents. Reviewers must include at least the IPC and the PV focal person(s) for the concerned project(s). Approver(s) can be the IPC for general PV unit operational documents or the function(s) identified as the most appropriate within the project or clinical trial team (e.g. Study Principal Investigator(s) should approve severity grading scale, Clinical Trial Manager should approve serious adverse event reconciliation plan).  
Similarly as for SOPs, during the first 2 years following MSF PV unit launch, revision of operational documents should be considered at least annually (anytime within the year; see section 3.2.3). After the first 2 years following MSF PV unit launch, routine biennial revision (anytime within the next 2 years) should be considered as applicable. 

In any case, if a related tool must be modified or a new related tool must be created, the corresponding new or amended operational document(s) should be approved at the earliest opportunity but no later than the next scheduled review.
3.3 Nomenclature
Each quality document must be attributed a unique reference number using the following nomenclature:
	PV [pharmacovigilance] – TB [Tuberculosis projects] - document identifier (see table below)


	Type
	Nomenclature

	Annual Plan of Action
	PV-TB-PoA [year of application format YYYY]

	Standard Operating Procedures
	PV-TB-PXy [unique sequence of 2 incremental digits]

	Operational documents:
	

	Database
	PV-TB-DBXy [unique sequence of 2 incremental digits]

	Form
	PV-TB-FXy [unique sequence of 2 incremental digits]

	Working Instruction
	PV-TB-IXy [unique sequence of 2 incremental digits]

	Other document
	PV-TB-DXy [unique sequence of 2 incremental digits]


Quality document number is unique; attributed chronologically based on the date decision was made to create a new document. When a document becomes obsolete, the number is never re-used. Version number is not included into the reference number, e.g. PV-TB-DB01, version 0.1, date 01-Jul-2015 (also refer to section 3.5).

3.4 Language

All quality documents must be in English. If applicable, documents must be translated in the language of the end user. The PV focal persons from each project are responsible to evaluate (or delegate evaluation) of the translation needs for their respective projects and liaise with the PVO to organise proper translation.
3.5 Date and version of quality document

All quality documents are version-controlled. Date of the document should be the date the document was finalized. Documents must be considered effective not earlier than the day of training and generally no later than within 60 days from date of signature. Each quality document retains its original number after revision; the major version number, however, increases by one, if a modification of the document has been performed and approved. In case of a draft (unapproved) version, the minor version number only increases by one with each draft version.
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3.6 Format of documents

3.6.1 Annual Plan of Action

The template for the annual plan of action can be found in Annex 1.

3.6.2 Standard Operating Procedures

The template for SOPs can be found in Annex 2.

3.6.3 Operational documents

No template for operational documents is recommended due to the variety of nature, form and presentation of the related tools. The PVO or the operational document author (if not the PVO) must decide on the most appropriate format.

For clinical trials, working instructions should follow the harmonized format applicable to all trial quality documents as elaborated by the trial team.
3.7 Document management

3.7.1 Approved documents

All approved quality documents must be archived in MSF electronic document management system (Tukul) in the Pharmacovigilance workspace by the PVO. Signature (electronic or manual) is required for all SOPs.
New approved version must replace prior applicable version in Tukul no later than on the effective date of the document. An audit trail is available to consult previous document versions.
The Pharmacovigilance workspace on Tukul is managed by the PVO (back-up IPC) and read accesses are granted to all functions involved in PV activities and/or upon request.

3.7.2 Draft documents

Draft documents can be kept out of the electronic system by the responsible author, except if a need for sharing this information via the system before approval is identified (e.g. for review purpose). Approved versions are identifiable as “1.0, 2.0, 3.0” and draft versions as “1.1, 1.2, 1.3, etc.” (also refer to section 3.5).
3.7.3 Outdated documents

Outdated versions of documents superseded by new versions are accessible via audit trail (see also section 3.7.1). Obsolete documents for which no new version is required are moved to the ‘Outdated document’ folder in Tukul Pharmacovigilance workspace by the PVO.

3.8 Distribution of documents and training

The PVO, the IPC and the PV focal persons for each project are responsible for defining a distribution list for quality documents including internal and external staff as appropriate. Approved documents are shared in electronic format (pdf) via email only. They are additionally responsible for training of the relevant personnel as appropriate.
Minimum requirement is that all functions identified as responsible for a part of the process are trained on the corresponding SOPs, and that a training certificate is issued and archived by the PVO in Tukul. Format and duration of the training must be decided by the PVO, the IPC and the PV focal persons for each project. Depending on the extent of changes, “read & understood” confirmation for SOP revised versions may be judged sufficient. Training and “read & understood” confirmation must be documented.  
During the first 2 years from PV unit launch and in addition to the introductory training sessions on the system at time of launch, biannual Question & Answer / interactive sessions on PV should be performed by the PVO for all functions involved in PV activities. The maintenance of this practice after 2 years is upon the best judgement of the PVO, the IPC, and the PV focal persons for each project.
3.9 Record management

All documents pertaining to pharmacovigilance activities are retained the whole duration the system is active and for at least further 25 years after they have been formally terminated. The retention period apply unless the documents shall be retained for a longer period where national law so requires.
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).
Database: Structured data repository usually allowing recording and retrieval of information.
Form: A questionnaire or equivalent query document that is expected to be filled in by the user.
Guideline: General instructions on specific topics.
Other documents: Any other documents considered a related tool to a SOP and/or a WI, including (but not limited to) guideline, template, flow charts.
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.

Standard operating procedure (SOP): Step-by-step instructions to achieve a predictable, standardized, desired result within the context of general pharmacovigilance objectives.
Template: Pre-set format for a document.
Working instruction (WI): Detailed description of processes pertaining to a specific project, for a special group or applicable to a defined context.
5 Records and Annexes

	Appendices & Forms for completion

	Number
	Title

	1
	PV unit Plan of Action Template (PV-TB-D15)

	2
	PV unit Standard Operating Procedure template (PV-TB-D11)

	3
	MSF Pharmacovigilance unit List of Quality Documents (PV-TB-DB01)


6 Document History

	Revision 

	-
	Initial version

	1
	Scope of the SOP modified in accordance with MSF TB PV Policy and active/planned trials; introduction of the role of PVO deputy; introduction of the notion of aDSM as described in WHO/HTM/TB/2015.


NOTE: This work is licensed under the Creative Commons CC BY-SA by the endTB Research Partners. To view a copy of this license, visit: https://creativecommons.org/licenses/by-sa/4.0/. More information about this copyright is available in the endTB website: https://endtb.org/ in the “Toolkit” section.

