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1 Scope and application

	MSF Pharmacovigilance (PV) unit is responsible for proper safety data processing in the frame of the clinical trials (CTs) TB-PRACTECAL and endTB clinical trial & endTBQ, in the endTB program (including observational study; Output 1) and any other MSF project implementing active drug safety monitoring and management (aDSM) per the MSF PV Policy. This procedure aims at describing the conventions for data entry of Individual Case Safety Reports (ICSRs) in MSF Pharmacovigilance Database (PVDB).


2 Responsibilities

	Function
	Activities

	Pharmacovigilance officers (PVO)
	Outside the PVDB:

· Responsible for data entry conventions update and maintenance,

· Responsible for training on data entry conventions.

Within the PVDB:

· Responsible for duplicate check, creation, triage, data entry, relevant documentation archiving, reporting and completion of ICSRs.

· Perform quality check (QC) of Suspected Unexpected Serious Adverse Reactions (SUSARs),

· Perform monthly random QC on all other ICSRs,

· Backup of each others during holidays and sick leaves.

	Clinical trial (CT) Medical Monitors or Program Medical Leads (or designee)
	· Perform medical review of ICSRs outside the PVDB.

	Medical Review Board (MRB)
	· Medical assessment of SUSARs including SUSAR confirmation (outside the PVDB).


3 Procedure

3.1 Process outline
Any safety information that fulfils the criteria to be considered an Individual Case Safety Report (ICSR) (also referred to as a “case” in this document) is subject to the following process:

1. Duplicate check and case creation or new version creation for follow-up (FU) of existing ICSR,

2. Case triage, i.e. prioritization and preliminary assessment of the information,

3. Medical review, i.e. medical assessment of the ICSR content,

4. Data entry, meaning the accurate capture in the PVDB of all information pertaining to the ICSR as described by the reporter,

5. Quality check (QC) of reportable cases, a thorough review of the database content against source documents ensuring quality of the entered information,

· Monthly random QC out of the ICSR processing flow is performed for non-reportable cases.

6. Case reporting: transfer of reportable ICSR to National Regulatory Authorities/Ministries of Health, Ethics Committees, Marketing Authorization Holders, partners, etc., as applicable.

7. Case completion.

All steps are sequential and should be performed in accordance with timelines that depend on the source of the ICSR (e.g. clinical trial), its seriousness, the expectedness (i.e. novelty) of the events and the causal relationship between the reported events and the medicinal products. Detailed information on the timelines and responsibilities is available in SOP PV-TB-P01.

The PVDB, namely BaseCon SafetyBase Interchange, is the database designed to record all ICSRs. The PVDB includes 4 workflows statuses: Initial, Review, Reportable and Completed, corresponding to the following steps of the process:
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The different modules of the PVDB allow the capture for each ICSR of the ICH E2B data elements, namely:
· Basic (Patient, Administrative information, Reporter, Seriousness, Literature reference,  Narrative, Study information, Medical history text, Comment line listing, Company comment, Document list, Sender diagnosis, Reporter comment),

· Reactions,

· Drugs (Drug list, Drug reaction relatedness, Active substance, Rechallenge, Labelling overview),

· Tests,

· Prim. Sources,

· History Episode,

· Death (Patient death, Death cause, Autopsy),

· Past Drug,

· Parent Data (Parent data, Parent medical history, Parent past drug)
,

· Report Duplicate,

· Linked Reports,

· Custom fields, and
· Attachments.

The latest version of the PVDB User Manual (available under ‘Help’) describes the technical aspects of data capture and extraction. The next sections present for each field, the data entry conventions in use at MSF. 

The PVDB has an automatic recovery system that allows recovering ‘ongoing’ cases in which information was unsaved; it is nevertheless recommended to save regularly during case processing.

3.2 Case creation or new case version creation

Upon receipt of new safety data, the user should ensure that this information is a valid ICSR (see definition and SOP PV-TB-P01) and verify via the PVDB Query System whether the newly received data are new information or pertain to an existing case (also called duplicate check).

Duplicate check should minimally be performed on study number (section 3.5.1.7) and patient investigation number (section 3.5.1.1) for study cases, or on country (section 3.5.1.2), patient’s initials, gender or date of birth (section 3.5.1.1), suspected drug (section 3.5.3.1), and event (section 3.5.2) for cases originating from other settings. 

Data entry of a new ICSR should start with the module ‘Basic’ in the PVDB ‘Workflow status Initial’. The following 6 mandatory fields, for which a red star follows fields’ titles in the PVDB, are to be filled according to the conventions described in section 3.5:
1. Occur country (convention in section 3.5.1.1),

2. Date first received (section 3.5.1.2),

3. Latest information (section 3.5.1.2),

4. Report type (section 3.5.1.2),

5. Reporter Country (section 3.5.1.3), and

6. Reporter Qualification (section 3.5.1.3).

A new ICSR can only be created after completion of these 6 mandatory fields. Case creation should therefore be performed as per the following sequence:

1. Completion of the 6 mandatory fields,

2. Save with reason to change being ‘ICSR creation’,

3. Automatic generation of a unique Case Number “MSF [7-digit number]”.

Upon receipt of follow-up information on an existing ICSR, case creation is not to be repeated. A new version of the case should be created for those cases in status ‘Completed’, as follows:

1. Select the ICSR in SafetyBase Interchange,

2. In the menu: CASE OVERVIEW - UPDATE CASE, change the case status to ‘Workflow Status Initial’,

3. Save with reason to change being ‘ICSR FU – new version’.
Upon receipt of follow-up information on an ICSR that has not been completed, it is upon the best judgment of the user to process the ongoing version and then create a follow-up version or to integrate all information into a same ICSR version. Receipt of follow-up information should never preclude timely expedited reporting.
When the ICSR has been created or the new version of an existing ICSR has been created, triage can be performed.
3.3 Triage

The triage step is performed in the PVDB ‘Workflow status Initial’ and consists in a preliminary assessment of the ICSR that allows case processing prioritization. Details on the responsible function, the regulatory reporting obligations and timelines are described separately in SOP PV-TB-P01.
The steps for triage within the PVDB ‘Workflow status Initial’ include:

1. Module ‘Basic’:

· Selection of the appropriate seriousness criteria under field ‘Serious rating’ (see also section 3.5.1.4). Seriousness is displayed at case level therefore each seriousness criterion of each single event should be grouped and presented in this field,
· Draft company comment in the Narrative field consisting in a brief discussion of causality assessment and other causal factors, and listedness/expectedness (as per template in Annex 1),
2. Module ‘Reactions’
:

· Entry of the ‘Reporter term’, medical coding (using MedDRA at the LLT level), and severity capture (conventions in section 3.5.2). The user is responsible to verify at time of triage the compliance with any coding convention in the concerned CT/program. The general guidance, the MedDRA term selection: Points to Consider, applies in the absence of specific coding conventions.

· Assessment of the listedness or expectedness of each event with regards to its nature and intensity/severity as per the product’s reference safety information (e.g. Investigator’s drug brochure, Summary of Product Characteristics); in field ‘Listed’ (convention in section 3.5.2) and field Labelling Overview under module Drugs (convention section 3.5.3.5) when there are >1 suspected/interacting drugs.

3. Module ‘Drugs’:

· Capture of all suspected and interacting drugs per reporter including drug coding (using WHO Drug Dictionary (DD)) (see section 3.5.3.1),
· Entry of the causal relationship per Reporter between each event and each suspected/interacting drug in the field ‘Drug-reaction relatedness list for drug’ (convention in section 3.5.3.2),

· Pre-assessment of the causal relationship per Sponsor between each event and each suspected/interacting drug in the field ‘Drug-reaction relatedness list for drug’ (convention in section 3.5.3.2),
· When there are >1 suspected/interacting drugs, assessment of the listedness or expectedness of each event should be completed by populating the field Labelling Overview (see section 3.5.3.5).
4. Module ‘Attachments’: 
· All source documents (i.e. all documents transmitted by the reporter) should be attached to the case using the method described in section 3.5.13.
Upon saving(s), the reason to change should be ‘Triage’. 

On the basis of all relevant information captured in the above mentioned fields, the user responsible for triage may be able to identify potential Suspected Unexpected Serious Adverse Reactions (SUSARs). The confirmation of SUSARs is performed out of the PVDB by the Medical Review Board and is a parallel process to case processing (refer to SOP PV-TB-P01 for details).
Once triage has been completed, the ICSR is sent to ‘Workflow status Review’ with reason to change being ‘Sent to Medical Review’. 
3.4 Medical review

The medical review is performed in the PVDB ‘Workflow status Review’ and consists of the medical confirmation of all information entered at the time of triage and overall medical assessment of the ICSR. Details on the responsible function, the regulatory reporting obligations and timelines are described separately in SOP PV-TB-P01. The PVO are responsible to transcribe medical review information in the database as described below.
The steps for medical review within the PVDB ‘Workflow status Review’ include:

1. Module ‘Basic’:

· Finalise causality comment (as per template in Annex 1) and enter it in the field ‘Company comment‘ (see section  0),
2. Module ‘Reactions’:

· Modify medical coding for each event in accordance with the medical reviewer suggestions (section 3.5.2),

· Verify the listedness or expectedness of each event with regards to its nature and intensity/severity as per the reference safety information (e.g. Investigator’s drug brochure, Summary of Product Characteristics); in field ‘Listed’ (convention in section 3.5.2) and field Labelling Overview under module Drugs (convention section 3.5.3.5) when there are >1 suspected/interacting drugs.

3. Module ‘Drugs’:

· Verify the medical relevance of the presented suspected and interacting drugs (see section 3.5.3.1); any additional suspected/interacting drug can be added at time of medical review, but the user can never downgrade a drug that has been identified as suspected/interacting by the reporter before written confirmation from him/her.

· Confirm the causal relationship per Sponsor between each event and each suspected/interacting drug in the field ‘Drug-reaction relatedness list for drug’ (see section 3.5.3.2),
· When there are >1 suspected/interacting drugs, assessment of the listedness or expectedness of each event should be checked in the field Labelling Overview (see section 3.5.3.5).
On the basis of all relevant information captured in the above mentioned fields and upon consultation of the attached documents, the user responsible for medical review is expected to identify potential SUSARs. The confirmation of SUSARs is performed out of the PVDB by the Medical Review Board and is a parallel process to case processing (refer to SOP PV-TB-P01 for details).
After medical review is completed, the user performing medical review must leave a note in the ‘Case note’ field, as follows:

· Credentials [PVDB username] [PVDB password] – Medical review completed.
3.5 Data entry

The data entry is performed in the PVDB ‘Workflow status Review’ and consists in the accurate capture in the PVDB of all information pertaining to the ICSR as described by the reporter in the source documents (e.g. SAE Report Form). All mandatory fields for ICSR data entry are described in the next sections including the conventions for data capture. The titles refer to the PVDB modules. The mandatory fields, i.e. those fields that must have a value for all ICSRs, are identified in red.

Details on the responsible function, the regulatory reporting obligations and timelines are described separately in SOP PV-TB-P01.
While performing data entry, the reason to change should be ‘DE’ upon saving.

The outcome from potential SUSAR review by the Medical Review Board should be available during data entry and must be reflected appropriately in the PVDB. In addition, regardless of whether the potential SUSAR had been confirmed or not, the Medical Review Board decision should be documented as an attachment to the case.

Once data entry is complete:

· For SUSARs confirmed by the Medical Review Board: 
· ICSR QC should be requested by the user responsible for data entry to the user responsible for QC (see section 3.6).
· All other cases are reported (as applicable) and completed (see sections 3.7 and 3.9). Follow-up requests are sent as appropriate (see section 3.8).

After data entry is completed, the user performing data entry must leave a note in the ‘Case note’ field, as follows:

· Credentials [PVDB username] [PVDB password] – Data entry completed.
3.5.1 Basic

3.5.1.1 Patient information

Please note that a least one information on the patient should be mandatorily informed (e.g. initials, age, age group, gender), in addition to ‘occur country’ – the country of occurrence of the adverse event.
	Patient information

	Field name
	Convention

	Occur country
	Select from the drop-down list – Mandatory field. Generally similar to reporter’s country (section 3.5.1.3 below).

	Initials/Sex
	Self-explanatory. Patient information should always be strictly anonymized.

	Investigation number
	For clinical trials/programs allocating alphanumeric identifiers to the patients.

	Onset age / Onset age unit
	Patient’s age at time of event. Automatically calculated if date of birth is informed.

	Age group
	Entered per reporter, otherwise the following applies:

· Neonate: [0-1[ months old,

· Infant: [1-12[ months old,

· Child: [1-12[ years old,

· Adolescent: [12-18] years old,

· Adult: [18-65[ years old,

· Elderly: ≥65 years old.

	Birthday
	Date as DD-MMM-YYYY.

	Height (cm) / Weight (kg)
	Height in cm and weight in kg only. If reported with other units, these should be converted into cm / kg.

	Gestation period
	To be entered per reporter in Day/ Week/ Month/ Trimester.


	Last date of menstruation
	Date as DD-MMM-YYYY. It refers to the first day of the last menstruation before pregnancy. Only applicable for pregnancy cases.

	GP medical, Hospital, Specialist number
	To be entered for reference purpose only (not mandatory).


3.5.1.2 Basic administrative information

	Basic administrative information

	Field name
	Convention

	Company number
	Automatically attributed international unique case reference number.

	Authority number
	To be entered for reference purpose when available.

	Date first received
	Date as DD-MMM-YYYY. Once set at time of initial report, this date should never be modified. Corresponds to the date the information was first received from the primary source at the Sponsor.

	Latest information
	Date as DD-MMM-YYYY. This date should be informed every time a new case version is created to include follow-up information; at time of initial report Latest information date is similar as Date first received.

	Report type
	Select from the drop-down list:

· “Clinical” should be used for all solicited data collection programs including trials (interventional & observational) and compassionate use,

· “Spontaneous” for case reports from the post-marketing (unsolicited),

· In case of literature reports where it is unclear whether or not the case(s) cited are spontaneous observations or arise from a study, then select “Other”,

· “Unknown” should be selected only when the primary source is unidentifiable (e.g. transmitted reports from a secondary source).

	Medical confirmation
	This box should be ticked only for cases where the primary source was a non-health care professional (e.g. patient’s relative, lawyer), and the case was then confirmed by a health care professional upon follow-up.


3.5.1.3 Reporter

This field should be populated at time of initial reporting and never changed. Upon receipt of additional information from another source, this information should be recorded in section 3.5.5 only.
	Reporter

	Field
	Convention

	Title
	Reporter’s title if applicable.

	Given, Middle, Family name
	Self-explanatory fields (not mandatory).

	Organization, Department
	

	Street, City, Postcode
	

	State or Province
	Mandatory for reports originating from Spain.

	Country
	Mandatory information.

	Telephone, Email
	Self-explanatory fields (not mandatory).

	Qualification
	Mandatory information.


3.5.1.4 Seriousness (case level)

	Serious rating

	Field
	Convention

	Serious rating
	Seriousness criteria for each separated events should be cumulated and presented in this section. ‘Other’ refers to the seriousness criterion ‘Otherwise medically important’.


3.5.1.5 Literature reference
This field should be populated at the time of initial reporting (if applicable) and never changed. Upon receipt of additional information from another publication, this information should be recorded in section 3.5.5.
	Literature reference

	Field
	Convention

	Literature reference
	Vancouver style. Only for cases published in the literature.


3.5.1.6 Narrative

The narrative should be a comprehensive description of the case information per reporter.
	Narrative

	Field
	Convention

	Narrative
	Integrative narrative written as per narrative template (Annex 1).


3.5.1.7 Study information

This subsection should be populated only for cases originating from solicited data collection programs.
	Study information

	Field
	Convention

	Study name
	Enter the short study name.

	Study number
	Enter the protocol number.

	Study type
	Select from the drop-down list:

· Clinical trials: for interventional studies.

· Other studies: for non-interventional trials, market research programs, patient support programs,
· Individual patient use: for compassionate use or named-patient use.
For post-marketing reports (outside compassionate or named patient use), this field should be left blank.


3.5.1.8 Medical history text

	Medical history text

	Field
	Convention

	Medical history text
	This free-text field should be used only in the situations where structured ICH E2B data fields cannot be used (section 3.5.6) and only for description of prior medical history or concurrent illnesses not including the reaction/event.


3.5.1.9 Comment line listing

	Comment line listing

	Field
	Convention

	Comment line listing
	This free-text field is not used. Leave blank.


3.5.1.10 Company comment

	Company comment

	Field
	Convention

	Company comment
	The comment per Sponsor (MSF) written as per template (Annex 1). Mandatory field.


3.5.1.11 Document list

	Document list

	Field
	Convention

	Document list
	A list of additional documents available on the case (e.g. full autopsy report) can be entered in this field. Documents listed should be easily identifiable by unambiguous denomination. This never replaces the entry of structured ICH E2B fields and the narrative should always be complete (section 3.5.1.6).


3.5.1.12 Sender diagnosis

	Sender diagnosis

	Field
	Convention

	Sender diagnosis
	This section provides the Sender (i.e. MSF) with an opportunity to combine signs and symptoms that were reported into a succinct diagnosis (coded via MedDRA at LLT level) and the reasoning for the same should be included in section 0 (Company comment). Not mandatory field.


3.5.1.13 Reporter comment

	Reporter comment

	Field
	Convention

	Reporter comment
	Any relevant comment from the reporter on the diagnosis, the causality assessment or any other relevant information. The Sender/Sponsor/Company comment should be included only in section 0 under the field Company comment. Not mandatory field.


3.5.2 Reactions

Please note that in the PVDB the terms ‘reaction’ and ‘event’ are used interchangeably. All fields marked as ‘reaction’ in the PVDB should be used to capture all events whether deemed related to a drug or not. Generally, events should be ordered by seriousness (the most serious first), causal relationship to treatment (the related events first), expectedness (the unexpected/unlisted events first) and then by severity (worst severity grades first).
	Reactions

	Field
	Convention

	Reporter term
	The exact term used to describe the event by the reporter should be reported in this field. 

	Reaction code
	Coding using MedDRA should be performed at the LLT level; the rest of the hierarchy is according to the primary SOC only. The MedDRA browser should be used to verify the hierarchy and to choose the most appropriate coding. Auto-coding is also available.

	Reaction severity
	Select from the drop-down list the appropriate severity grade or description (e.g. mild, moderate, severe).

	Reaction start
	Date as DD-MMM-YYYY. Corresponds to the start date of the event.

	Reaction end
	Date as DD-MMM-YYYY. Corresponds to the stop date of the event.

	Duration
	If start and stop dates of the event are informed, the event’s duration should be automatically calculated by using the calculator option. This value can also be manually added only in the situations where the dates are not informed and this information was reported by the reporter.

	Drug start to event
	If start dates of the event and the 1st suspected/interacting drug are informed, the latency with 1st drug dose should be automatically calculated by using the calculator option. This value can also be manually added only in the situations where the dates are not informed and this information was reported by the reporter. Drug start to event is only calculated with the start date of the 1st recorded suspected/interacting drug.

	Last dose to event
	If start date of the event and stop date of the 1st suspected/interacting drug are informed, the latency with last drug dose should be automatically calculated by using the calculator option. This value can also be manually added only in the situations where the dates are not informed and this information was reported by the reporter. Last dose to event is only calculated with the stop date of the 1st recorded suspected/interacting drug.

	Outcome of the event
	Outcome as reported should be captured using the drop-down list. When this information is not reported, ‘Unknown’ should be selected.

	Listed
	Select the listedness/expectedness with regards to the 1st suspected/interacting drug. The values used at MSF are ‘Not listed’ and ‘Listed (central)’. Listedness/expectedness for all suspected/interacting drugs should be captured in Company comment (section 0) and in the module Drugs / subsection Labelling Overview (section 3.5.3.5).

	Term highlighted
	A highlighted term is a reaction/event that the reporter indicated as a major concern or the reason for reporting the case. If the information is not explicitly provided by the reporter the term should not be considered a highlighted term. Seriousness should be decided based on the ICH E2A criteria (section 3.5.1.4).


3.5.3 Drugs

3.5.3.1 Drug list

Drug list should include all drugs taken by the patients (including herbals and dietary complements) that are suspected to have contributed to the occurrence of the event, whose interaction is suspected to have contributed to the occurrence of the event, or that were taken concomitantly at time of event. In most trials/programs, the investigational medicinal products (study drug and comparators) or the delivered drugs should be considered suspected by default (refer to the protocol or pharmacovigilance guideline for each CT/program).

Past drugs are only recorded in module Past Dug (section 3.5.8).
	Drug list

	Field
	Convention

	Medicinal product
	Code the drug using the WHO DD or the ‘Company’ dictionary as a 2nd option.

	Active substance
	Automatically populated upon drug coding. If >1 substance, the information is captured in the subsection Active substance list for drug (section 3.5.3.3).

	Obtain drug country
	Country where the drug was obtained. Not mandatory.

	Authorization number / holder / country
	Self-explanatory titles. Not mandatory.

	Batch number
	

	Reaction gestation period
	The gestational time when pregnancy was 1st exposed to the drug. This can be entered for ‘mother’ cases and foetus/neonate cases.

	Dosage / Dosage unit
	The dose as reported.

	Separate dosages
	Total number of separated doses administered to the patient. Not mandatory.

	Drug recur administration
	Did the event recur on re-administration? (Rechallenge). This information is only available between the 1st recorded event and the drug. Rechallenge information for all drugs – all events should be informed in the module Drugs / subsection Rechallenge list for drug (section 3.5.3.4).

	Time between dosage / unit
	Frequency of administration.

	Cumulative dose to 1. Reaction / unit
	Cumulative dose until the onset of the 1st event – manual calculation. Not mandatory.

	Dosage text
	Structured dosage information should always be preferred. This field should be used only for precision/information that cannot be appropriately reflected in the structured ICH E2B fields.

	Dosage form
	Select form the drop-down list the appropriate form.

	Route of administration
	Select from the drop-down list the appropriate route.

For cases where the patient is a foetus/neonate exposed via pregnancy/breastfeeding the route should be informed as ‘transmammary’ or ‘transplacental’ as appropriate. For those cases where the foetus/neonate is the patient and exposed through father (exposure via semen), the route should be entered as ‘Other’. 

	Parent route
	Route of the drug taken by the parents – only for cases where a foetus/neonate experienced an adverse event after being exposed to a drug through parent(s) (via pregnancy/breastfeeding/semen).

	Start date
	Date as DD-MMM-YYYY. Start date of the drug.

	Last date
	Date as DD-MMM-YYYY. Stop date of the drug or date of last dose administered.

	Additional information
	Structured drug information should always be preferred. This field should be used only for precision/information on drug that cannot be appropriately reflected in the structured ICH E2B fields.

	Treatment duration / unit
	If start and stop dates of the drug are informed, the event’s duration can be manually calculated or entered per reporter. Not mandatory.

	Action drug
	Mandatory for suspected/interacting drugs. Select from the drop-down list the appropriate value. In the situations where the drug is stopped and then re-introduced, the 1st action (stop) should be recorded and all subsequent actions should be described in the narrative only (section 3.5.1.6).

	Drug start period / unit
	Time interval between beginning of drug administration and start of the 1st recorded event. Information for all events should be informed in Company comment (section 0). Only for suspected/interacting drugs.

	Drug characterization
	Each reported drug must be classified as suspected, interacting or concomitant per reporter. The Sponsor can add more suspected/interacting drugs but can never downgrade a drug identified as suspected/interacting without written confirmation of the reporter.

	Drug last period / unit
	Time interval between last of drug administration and start of the 1st recorded event. Information for all events should be informed in Company comment if relevant (section 0). Only for suspected/interacting drugs.

	Indication for use
	The indication for which the patient was administered the drug should be coded with MedDRA (LLT level), whether he/she received the drug on or off label.


3.5.3.2 Drug reaction relatedness list for drug
For each suspected/interacting drug, the causal relationship per reporter and per Sponsor must be entered for each recorded event. This subsection is directly related to each drug entry. This should not be performed for concomitant drugs or past drugs.
	Drug reaction relatedness list for drug

	Field
	Convention

	Event name
	Select from the drop-down list, each event (as listed in module Reactions – section 3.5.2) and record 2 assessments, one for the reporter and one for MSF (Sponsor) for each drug.

	Source of assessment
	Source of assessment should be selected as ‘Reporter’ and then as ‘Sponsor’ to record both causality assessments as separated lines.

	Method of assessment
	To be entered as ‘Global introspection’ (by default), unless a specific method has been used then method should be mentioned (e.g. Naranjo algorithm).

	Result
	Only ‘Related’ or ‘Not related’ must be selected per convention in use at MSF. Mapping matrices are available for programs or studies using different terms for causality categories. If this information is not reported by the reporter, the causality should always be conservatively entered as ‘Related’.


3.5.3.3 Active substance list for drug
In case there is more than 1 active substance for the drug product, the additional substances are informed in this subsection.
	Active substance list for drug

	Field
	Convention

	Active substance
	Additional active substances can be selected from WHO DD, if applicable.


3.5.3.4 Rechallenge list for drug
This field should be populated for each drug only if one or more events recurred when the drug was re-introduced (rechallenge positive).
	Rechallenge list for drug

	Field
	Convention

	Drug recuraction
	Select from the list (list of events entered in module Reactions – section 3.5.2) only the events which recurred after re-administration. If rechallenge was not attempted, negative, unknown or not applicable, this field should be left blank.


3.5.3.5 Labelling Overview

For each drug, the expectedness or listedness of each event (as entered in module Reactions – section 3.5.2) must be evaluated in the light of the product’s reference safety information. No automatic evaluation is used at MSF.

	Labelling overview

	Field
	Convention

	Event name
	Select from the list (list of events entered in module Reactions – section 3.5.2) one event at time and evaluate the expectedness / listedness as compared to the reference safety information for each drug.

	Listedness/ Labelling
	At MSF, only the following options must be selected:

· Not listed ,or

· Listed (central).


3.5.4 Tests

	Tests

	Field
	Convention

	Test name
	Test name (not result) coded with MedDRA at the LLT level.

	Test result / Test unit
	Test result should be informed whether it is a numerical value or a descriptive result (e.g. positive/negative), units have to be entered mandatorily. For those descriptive results, the unit should be informed as ‘Not applicable’.

	Test date
	Date as DD-MMM-YYYY.

	Upper limit
	The reference range of normal should be informed per reporter.

	Lower limit
	

	More information
	“Yes/no” should be selected as appropriate. If ‘yes’ is selected the section 3.5.12 can be populated with additional information as free text. Structured E2B fields should always be primarily considered for the reporting of test results.


3.5.5 Primary Sources

This module should be used in all situations where there is more than one reporter, more than one study protocol (e.g. study and study extension or safety registry) or more than one publication for the same ICSR.

The first reporter appears on module Basic / subsection Reporter (see section 3.5.1.3), the first study protocol on module Basic / subsection Study information (see section 3.5.1.7), and the first literature reference on module Basic / subsection Literature reference (see section 3.5.1.5).
	Primary Sources

	Field
	Convention

	Number
	Automatically populated. The initial reporter from the Basic module is no.1 by default and should never be changed.

	Title
	Reporter’s title if applicable.

	Given, Middle, Family name
	Self-explanatory fields (not mandatory).

	Organization, Department
	

	Street, City, Postcode
	

	State or Province
	Mandatory for reports originating from Spain.

	Country
	Mandatory information for each reporter.

	Telephone, Email
	Self-explanatory fields (not mandatory).

	Qualification
	Mandatory information for each reporter.

	Study name
	Enter the short study name.

	Study number
	Enter the protocol number.

	Study type
	Select from the drop-down list:

· Clinical trials: for interventional studies.

· Other studies: for non-interventional trials, market research programs, patient support programs,
· Individual patient use: for compassionate use or named-patient use.

	Literature reference
	Vancouver style. Only for cases published in the literature.


3.5.6 History Episode

	History Episode

	Field
	Convention

	Patient episode name
	Prior medical conditions, diagnoses, or procedures should be coded using MedDRA at the LLT level. This field is also fit for concurrent illnesses that started prior to the event without change in severity, but not for the event/reaction (all events are recorded exclusively in section 3.5.2).

	Continuing
	Select from the drop-down list: Yes/No/Unknown.

	Episode start
	Date as DD-MMM-YYYY. Corresponds to the start date of the condition.

	Episode end
	Date as DD-MMM-YYYY. Corresponds to the stop date of the condition.

	Comment
	This free-text field should be used only in the situations where the structured ICH E2B data fields presented above cannot be used.


3.5.7 Death

In addition to recording fatal adverse events in Module Reactions (section 3.5.2), the following fields must be populated. Patient Death information is mandatory in case of death (section 3.5.7.1); all other subsections are to be entered if informed. Causes of death should be ordered as reported by the reporter or in the autopsy report (if applicable).
3.5.7.1 Patient Death
	Patient Death

	Field
	Convention

	Patient death date
	Date as DD-MMM-YYYY.

	Autopsy YesNo
	Select from drop-down list: Yes / No / Unknown.


3.5.7.2 Patient Death Cause
	Patient Death Cause

	Field
	Convention

	Death report
	All reported causes of patient’s death should be coded using MedDRA at the LLT level. Progression of the underlying disease should always be entered in this field if identified as the cause of death by the reporter.


3.5.7.3 Patient Death Autopsy
	Patient Death Cause

	Field
	Convention

	Patient determine autopsy
	All reported causes of patient’s death per autopsy report should be coded using MedDRA at the LLT level. Progression of the underlying disease should always be entered in this field if identified as the cause of death in the autopsy report. If no autopsy was performed this field should be left blank.


3.5.8 Past Drug

This Module should be used to record all drugs (including herbals and dietary complement) received prior to the start of the suspected/interacting drug(s), but not those taken concomitantly or drugs which may have potentially been involved in the current reaction(s)/event(s). Information concerning concomitant and suspected/interacting drugs should be included in section 3.5.3.
	Past Drug

	Field
	Convention

	Drug name
	Code the drug using the WHO DD or the ‘Company’ dictionary as a 2nd option.

	Drug indication
	The indication for which the patient was administered the drug should be coded with MedDRA (LLT level), whether he/she received the drug on or off label.

	Drug start date
	Date as DD-MMM-YYYY. Start date of the drug.

	Drug end date
	Date as DD-MMM-YYYY. Stop date of the drug or date of last dose administered.

	Drug reaction
	Any drug reaction that has occurred in the past with the use of the past drug should be coded with MedDRA (LLT level). It is recommended to code the same as medical history in section 3.5.6


3.5.9 Parent Data

This module should be used only for cases reports where the reported event(s) occurred in a foetus/neonate exposed to a drug via pregnancy/breastfeeding or paternal drug exposure (via semen). This module records the information on the exposed parent only; information on the foetus/neonate who experienced the event(s) should be recorded in module Basic / subsection Patient (section 3.5.1.1).
3.5.9.1 Parent data

	Parent data

	Field
	Convention

	Parent identification
	For clinical trials/programs allocating alphanumeric identifiers to the patients, or initials of the parent if no identifier/number. All information on the parent must be strictly anonymized.

	Parent birthday
	Date as DD-MMM-YYYY.

	Parent age
	Parent’s age at time of event.

	Parent sex
	Self-explanatory.

	Parent last menstrual date
	Date as DD-MMM-YYYY. It refers to the 1st day of the last menstruation before pregnancy.

	Parent weight (kg)/ Parent height (cm)
	Parent’s height in cm and weight in kg only. If reported using other units, these should be converted into cm / kg.

	Parent relevant medical text
	This free-text field should be used to describe parent’s medical history only in the situations where the structured ICH E2B data fields presented above and in the next sections 3.5.9.2 and 3.5.9.3 cannot be used.


3.5.9.2 Parent Medical History Episode

	Parent Medical History Episode

	Field
	Convention

	Episode name
	Prior medical conditions, diagnoses, or procedures should be coded using MedDRA at the LLT level. This field is also fit for concurrent illnesses that started prior to the suspected/interacting drug use without change in severity, but not for adverse events (events of the parent must be recorded in a dedicated separated case report for the parent).

	Start date
	Date as DD-MMM-YYYY. Corresponds to the start date of the condition.

	End date
	Date as DD-MMM-YYYY. Corresponds to the stop date of the condition.

	Parent medical continue
	Select from the drop-down list: Yes/No/Unknown.

	Medical comment
	This free-text field should be used only in the situations where the structured ICH E2B data fields presented above cannot be used.


3.5.9.3 Parent Past Drug Therapy

This subsection should be used only to record past drugs of the parent. All relevant drug exposures during pregnancy/breastfeeding or taken by the father (exposure via semen) should be listed in the module Drugs (section 3.5.3) and flagged as suspected/interacting (as appropriate). All drug exposures concomitant to the use of the suspected/interacting drug(s) and not considered relevant exposure should be listed in module Drugs (section 3.5.3) and flagged as concomitant.
	Parent Past Drug Therapy

	Field
	Convention

	Drug name
	Code the drug using the WHO DD or the ‘Company’ dictionary as a 2nd option.

	Drug indication
	The indication for which the patient was administered the drug should be coded with MedDRA (LLT level), whether he/she received the drug on or off label.

	Drug start date
	Date as DD-MMM-YYYY. Start date of the drug.

	Drug end date
	Date as DD-MMM-YYYY. Stop date of the drug or date of last dose administered.

	Drug reaction
	Any drug reaction that has occurred in the past and in the parent with the use of the past drug should be coded with MedDRA (LLT level).


3.5.10 Report Duplicate

This module is used to track the source and number of duplicate cases to the current PVDB entry. It is relevant in the situations where one ore more National Regulatory Authorities are providing the Sponsor with the case numbers in the National Databases.
	List of Duplicated Reports

	Field
	Convention

	Duplicated source
	Free-text; unambiguous wording to describe the duplicate source should be used.

	Duplicated number
	Case number as reported by the duplicate source should be entered.


3.5.11 Linked Reports

This module is used to track the number of cases related to the current entry. This should always be performed between the case(s) of the parent(s) and the case(s) of the offspring.
	List of Linked Reports

	Field
	Convention

	Linked report number
	Case number of the case to be linked.


3.5.12 Custom Fields

	Custom Fields

	Field
	Convention

	CiomsDechallenge
	Select Yes / No / NA / Empty. For the 1st recorded event in module Reactions (section 3.5.2) and the 1st recorded suspected/interacting drug in module Drugs (section 3.5.3).

	CiomsRechallenge
	Select Yes / No / NA / Empty. For the 1st recorded event in module Reactions (section 3.5.2) and the 1st recorded suspected/interacting drug in module Drugs (section 3.5.3).

	ResultsTestsProcedures
	Test/investigation results that cannot be fully captured in Module Tests (section 3.5.4) can be described as free-text in this section. Structured E2B fields should always be preferred.

This text field can be derived to capture the date the AE became serious if needed but for postmarketing only.

	Other causal factors
	Select Yes / No – only mandatory for the endTB Output 1 project.

	Non TB drugs
	Free text field; each entry should be separated by ‘ | ‘. Only mandatory for the endTB Output 1 project.

	Comorbidity
	Free text field; each entry should be separated by ‘ | ‘. Only mandatory for the endTB Output 1 project.

	Other
	Free text field; each entry should be separated by ‘ | ‘. Only mandatory for the endTB Output 1 project.


3.5.13 Attachments

This module is used to record all source documents relating to the case report (e.g. SAE Report Form filled by the reporter, autopsy report, lab test results, relevant correspondence between the PV unit and the reporter, Medical Review Board conclusion on the case).

	The document date should be entered as DD-MMM-YYYY and should correspond to the initial receipt date of the version. All source documents pertaining to a same version of an ICSR should be grouped, as a single pdf and named according to the following convention: 

· [Case number]-Initial_source docs.pdf

· [Case number]-FU1_source docs.pdf

· [Case number]-FUX_source docs.pdf


If for any reason, a document cannot be grouped into the version file, the date should be the receipt date of the document and the name of the document has to clearly identify its content and the case version, for example: [Case number]-Initial_Hospitalisation Report.pdf.

For reportable cases, the proof of submission to National Regulatory Agencies/Ministries of Health, Ethics Committees, Investigators, etc. should also be added as attachment; the name of the document has to clearly identify the content and the case version, for example: [Case number]-Initial_Notification to Ethics Committee.pdf.
3.6 Quality check

3.6.1 QC of SUSARs 

All SUSARs should undergo a systematic QC (100% of cases and 100% of PVDB fields) in the PVDB ‘Workflow status Review’. During QC, all modules presented in section 3.5 should be controlled and compliance with the data entry/coding conventions and templates should be verified.

Details on the responsible function, the regulatory reporting obligations and timelines are described separately in SOP PV-TB-P01. The Annex 2 presents further guidance and a check list for QC.

During QC:

· If corrections are needed:
· Corrections should be performed by the user responsible for QC in the PVDB ‘Workflow status Review’. After corrections have been performed, the user who performed the QC request reporting to the user responsible for reporting (see section 3.7) and must leave a note in the ‘Case note’ field, as follows:

· Credentials [PVDB username] [PVDB password] – QC completed.
· If no corrections are needed:

· Reporting should be requested by the user responsible for QC to the user responsible for reporting (see section 3.73.6) and a note is left in the ‘Case note’ field to document QC was performed, as follows:

· Credentials [PVDB username] [PVDB password] – QC completed.
3.6.2 Random QC of other cases

Monthly, the user responsible for QC should select randomly a sample of the ICSRs received over the month in the PVDB ‘Workflow status Completed’ (excluding SUSARs), and perform QC for these randomly selected cases as described in section 3.6.1 and in the QC guidance (PV-TB-D13; Annex 2).
If corrections per section 3.5 conventions are needed, the user responsible for QC will create a new version of the case in the PVDB ‘Workflow status Review’ and perform the changes in the PVDB. The case narrative should clearly mention the reason for new version as ‘corrective version’. 
After QC is completed, if a new version was created for corrections, the user performing QC must leave a note in the ‘Case note’ field, as follows:

· Credentials [PVDB username] [PVDB password] – QC completed.

3.7 Reporting

The user responsible for reporting should carefully review the reporting obligations and timelines. Details on the responsible function, the regulatory reporting obligations and timelines are described separately in SOP PV-TB-P01 and in the reporting guideline for each country.
Expedited reporting is performed as follows:

1. Reportable cases are automatically verified by the user responsible for reporting via the option ‘Report check’ in the PVDB ‘Workflow status Review’,

2. After ‘Report check’, all cases considered compliant with ICH E2B requirements are sent to PVDB ‘Workflow status Reportable’,

· In case a report is considered not E2B compliant, the modification requested by the system in the error message should be performed immediately by the user performing reporting. Upon saving, the reason to change must be recorded as ‘E2B incompliance’. A note in the ‘Case note’ field, must also be added as follows:

· Credentials [PVDB username] [PVDB password] – E2B incompliance.
3. At MSF no electronic gate to gate reporting is programmed. The user should determine for each ICSR whether it is reportable or not, and if yes to whom (see Local reporting guideline for each country). The user should print a pdf copy of the CIOMS I form or the XML file corresponding to the approved version of the case and send it via email to the appropriate recipients; this communication should be documented as an attachment to the ICSR (see also section 3.5.13).

4. Receipt acknowledgement from each recipient (e.g. Health Authorities, Ethics Committees, Investigators) should be tracked and documented as attachments to the ICSR (section 3.5.13).

5. When all receipt acknowledgements have been received and documented, the ICSR can be archived in the PVDB ‘Workflow status Completed’ (see also section 3.9).
3.8 Follow-up requests

The user responsible for follow-up (FU) requests should prepare all medical queries (see also SOP PV-TB-P01) and summarize them into an email to the site/clinic allocating a reasonable time frame for reporting of the new information. Urgent information should be requested within 24 hours.

The PVO is responsible for planning of FU requests, 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 by default after 3 unsuccessful (i.e. no reply or no collaboration from patient/relatives) documented FU attempts. FU requests are appended to the corresponding ICSRs in the PVDB.
3.9 Completed cases

The ICSRs that have been processed appropriately including expedited reporting and FU requests (as applicable), are archived in the PVDB ‘Workflow status Completed’. The case content can be consulted for information including the attached documents and the case notes.
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.
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.
Dechallenge: Withdrawal of one or more drugs. Dechallenge is considered positive if upon drug discontinuation, the AE recedes within a clinically plausible/compatible time. Dechallenge is considered negative if upon drug discontinuation, the AE symptoms do not change within a clinically plausible/compatible time. Dechallenge is considered unknown if upon drug discontinuation, the AE outcome is not known. Dechallenge is not applicable if no drug interruption was performed or if it is confounded by the concomitant administration of a therapy for the event (e.g. surgery, medical treatment).
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.

Medical Dictionary for Regulatory Activities (MedDRA): Clinically validated and internationally agreed dictionary of medical terminology.
Pharmacovigilance Database (PVDB): Electronic repository of safety information collected in the frame of CT/programs; the system in use at MSF is Basecon.
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.

Rechallenge: Always follows dechallenge. Rechallenge is the re-introduction of one or more drugs. Rechallenge is considered positive, if upon drug reintroduction, the AE recurs within a clinically plausible/compatible time. Rechallenge is considered negative if upon drug reintroduction, the AE does not reappear within a clinically plausible/compatible time. Rechallenge is considered unknown if upon drug reintroduction, the AE outcome is not known. Rechallenge is not applicable if no drug interruption/reintroduction was performed or if it is confounded by the concomitant administration of a therapy for the event (e.g. corrective surgery was performed, medical treatment).
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.

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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� Only for cases where the patient (foetus/neonate) has been exposed to drugs via pregnancy, semen (paternal drug exposure) or breastfeeding.


� Please note that in the PVDB the terms ‘reaction’ and ‘event’ are used interchangeably; the module ‘Reactions’ should capture all adverse events regardless of their causal relationship with the drug(s).
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