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[bookmark: _Toc90547704]Safety (for a study audit)
[bookmark: _Toc90547705]Collection of safety data and involvement of the CRO
 The collection of safety data described in the protocol is in line with the applicable regulatory requirements:
In the framework of an interventional study (RIPH1), the Investigator reports to the Sponsor:
all SAEs, immediately (FR) and within 24 hours (EU) following knowledge of the SAE at the latest,
with the exception of those that are identified as not requiring immediate reporting in the protocol or the investigator’s brochure (those are to be reported according to the reporting requirements and within the timeframe specified in the protocol),
non-serious AEs and/or laboratory abnormalities identified in the protocol as critical to safety evaluations, according to the reporting requirements and within the time periods specified in the protocol,
special situations (pregnancy exposure, misuse, quality complaints, etc.) according to the reporting requirements and within the timeframe specified in the protocol,
additional information on reported events (AE outcome, hospitalization report, etc.).
(EU: Guidance CT-3, FR: CSP Article R.1123-49)
In the framework of a non-interventional study (with a design based on primary data collection) (RIPH3), the Investigator reports to the Sponsor:
all AEs (including those associated to special situations such as misuse, medication error, etc.), unless the protocol provides with a due justification for not collecting certain AEs (any reference to adverse events that are not collected is made using the appropriate level of the MedDRA classification),
all fatal outcomes should be considered as adverse events which should be collected
for the AEs which are not systematically collected, healthcare professionals and patients/consumers are informed in the protocol (or other study documents) of the possibility to report adverse reactions (for which they suspect a causal role of a medicine) to the marketing authorisation holder of the suspected medicinal product (studied or not) or to the concerned competent authority via the national spontaneous reporting system (= spontaneous pharmacovigilance system).
(EU & FR: GVP Module VI § VI.C.1.2.)
 The modalities of the notification of the (S)AEs are defined in the protocol: transmission within 24 hours/specific timeframe to the Sponsor/CSO by email/fax/eCRF using the (S)AE/Pregnancy form.
 The process in case of reception of safety information by the CRO (directly from an Investigator or from a CRA) is foreseen: it is immediately (and within 24 hours at the latest) forwarded to the Sponsor/CSO.
The French legislation requires the submission of certain safety information "without delay", i.e. a transmission within 24 hours may not be adequate.
 The corresponding channels of information and modalities are described in the protocol/safety management plan and the concerned collaborators are trained to this process.
 (If applicable) The CRO is involved in the process for obtaining additional information. Upon request from the Sponsor/CSO, the CRO sends to the concerned Investigator a query with the required information/clarification.
Note : data can be checked against the CRF. But the CRF data cannot be used as source for PV purposes (as not validated by the Investigator). (should be handled through queries sent to the site for confirmation).

 This process is described in the protocol/safety management plan.
	Observation n° Grade

	Blablabla

Main audit standards

	Suggestions	Comment by Catherine MERAT: À supprimer si pas prévu au devis

	



[bookmark: _Toc90547706]DSURs/PSURs
 Upon request from the Sponsor/CSO, the CRO provides the information required for the preparation of the DSUR/PSUR (studies status update, etc.).
[bookmark: _Toc90547707]Submission of safety information (for international studies/RIPH1)
 The CRO submits the SUSARs (EU)/DSURs (EU & FR)/other reportable events/reports to the concerned Ethics Committees within the applicable regulatory timeframe and according to the modalities described in the safety management plan.
 The CRO records and monitors the submission dates, keeps the corresponding proofs of submission (acknowledgement of receipt, etc.) and informs the Sponsor/CSO.
 (If double blinded study) There is a process in place to ensure that the blind is maintained for the persons responsible for the ongoing conduct of the study (the management, monitors, investigators) and those responsible for data analysis and interpretation of results at the conclusion of the study (biometrics personnel).
OR
 The CRO provides the Sponsor/CSO with the updated list of Ethics Committees for submission of the SUSARs (EU)/DSURs (EU & FR)/other reportable events/reports.
[bookmark: _Toc90547708]Information of Investigators (for international studies/RIPH1)
 The CRO sends to the Investigators the periodic information (line-listing of SUSARs with a concise summary of the evolving safety profile of the IMP) provided by the Sponsor/CSO.
OR
 The CRO provides the Sponsor/CSO with the updated list of Investigators for transmission of the periodic information (line-listing of SUSARs with a concise summary of the evolving safety profile of the IMP).
[bookmark: _Toc90547709]Safety issues/New events
 The CRO immediately informs the Sponsor/CSO in case it becomes aware of any event related to the conduct of the study or the development of an IMP/medicinal product likely to affect the safety of subjects/patients.
[bookmark: _Toc90547710]Trial Master File
 The CRO has a system in place to ensure that the relevant safety-related documentation is appropriately filed in the TMF.
[bookmark: _Toc90547711]Safety (for a qualification audit)
[bookmark: _Toc90547712]Collection of safety data and involvement of the CRO
☐ There is (are) procedure(s) in place describing the process(es) for the preparation of the (safety sections of the) protocol/safety management plan.
☐ There are templates for the (safety sections of the) protocol/safety management plan.
☐ The collection of safety data described in the protocol template is in line with the applicable regulatory requirements:
In the framework of an interventional study (RIPH1), the Investigator reports to the Sponsor:
all SAEs, immediately (FR) and within 24 hours (EU) following knowledge of the SAE at the latest,
with the exception of those that are identified as not requiring immediate reporting in the protocol or the investigator’s brochure (those are to be reported according to the reporting requirements and within the timeframe specified in the protocol),
non-serious AEs and/or laboratory abnormalities identified in the protocol as critical to safety evaluations, according to the reporting requirements and within the time periods specified in the protocol,
special situations (pregnancy exposure, misuse, quality complaints, etc.) according to the reporting requirements and within the timeframe specified in the protocol,
additional information on reported events (AE outcome, hospitalization report, etc.).
(EU: Guidance CT-3, FR: CSP Article R.1123-49)
In the framework of a non-interventional study (with a design based on primary data collection) (RIPH3), the Investigator reports to the Sponsor:
all AEs (including those associated to special situations such as misuse, medication error, etc.), unless the protocol provides with a due justification for not collecting certain AEs (any reference to adverse events that are not collected is made using the appropriate level of the MedDRA classification),
all fatal outcomes should be considered as adverse events which should be collected
for the AEs which are not systematically collected, healthcare professionals and patients/consumers are informed in the protocol (or other study documents) of the possibility to report adverse reactions (for which they suspect a causal role of a medicine) to the marketing authorisation holder of the suspected medicinal product (studied or not) or to the concerned competent authority via the national spontaneous reporting system (= spontaneous pharmacovigilance system).
(EU & FR: GVP Module VI § VI.C.1.2.)
 DB safety compliance with GVP requirements. 
· DB system used
· Validated status (see CSV section)
☐ The modalities of the notification of the (S)AEs are foreseen in the protocol template: transmission within 24 hours/specific timeframe to the Sponsor/CSO by email/fax/eCRF using the (S)AE/Pregnancy form.
☐ The process in case of reception of safety information by the CRO (directly from an Investigator or from a CRA) is foreseen: it is immediately (and within 24 hours at the latest) forwarded to the Sponsor/CSO.
The French legislation requires the submission of certain safety information "without delay", i.e. a transmission within 24 hours may not be adequate.
[bookmark: _Toc90547713]DSURs/PSURs
☐ There is a process in place (described in a procedure ?) for the transmission of the information required for the preparation of the DSUR/PSUR (studies status update, etc.) upon request from the Sponsor/CSO.
[bookmark: _Toc90547714]Submission of safety information (for international studies/RIPH1)
☐ There is a process in place (described in a procedure) for:
collecting and documenting the submission requirements to the concerned Ethics Committees,
the submission of SUSARs (EU)/DSURs (EU & FR)/other reportable events/reports to the concerned Ethics Committees within the applicable regulatory timeframe and according to the modalities described in the safety management plan,
the recording and monitoring of the submission dates, keeping the corresponding proofs of submission (acknowledgement of receipt, etc.) and informing the Sponsor/CSO.
☐ (If double blinded study) There is a process in place to ensure that the blind is maintained for the persons responsible for the ongoing conduct of the study (the management, monitors, investigators) and those responsible for data analysis and interpretation of results at the conclusion of the study (biometrics personnel).
OR
☐ There is a process in place (described in a procedure ?) for providing the Sponsor/CSO with the updated list of Ethics Committees for submission of the SUSARs (EU)/DSURs (EU & FR)/other reportable events/reports.
[bookmark: _Toc90547715]Information of Investigators (for international studies/RIPH1)
☐ There is a process in place (described in a procedure ?) for sending to the Investigators the periodic information (line-listing of SUSARs with a concise summary of the evolving safety profile of the IMP) provided by the Sponsor/CSO.
OR
☐ There is a process in place (described in a procedure ?) for the provision to the Sponsor/CSO of the updated list of Investigators for transmission of the periodic information (line-listing of SUSARs with a concise summary of the evolving safety profile of the IMP).
[bookmark: _Toc90547716]Safety issues/New events
☐ There is a process in place (described in a procedure ?) for informing the Sponsor/CSO in case the CRO becomes aware of any event related to the conduct of the study or the development of an IMP/medicinal product likely to affect the safety of subjects/patients.
[bookmark: _Toc90547717]Trial Master File
☐ The CRO has a system in place to ensure that the relevant safety-related documentation is appropriately filed in the TMF.



[bookmark: _Toc10726211][bookmark: _Toc90547718]Clinical Trial SAFETY (detailed process for clinical trials safety management)	Comment by David MARCEREUIL: A discuter l'intégration des points suivants dans une check list safety consolidée.

NB: je n'ai rien inventé. Repris de la check list d'un audit de Lobna (Medpace 2018-156) lors d'une prépa d'audit.  
Me paraît une approche process pertinente.
A discuter.

	Règles d'arrêt si données lab anormales :
Ex: ASAT ou ALAT supérieures à 3 fois limite inf.
Demander si notification dans la base quand résultat de ce type ?? existe-t-il un système d'alerte




[bookmark: _Toc10726212][bookmark: _Toc90547719]Trial documentation
Trial documentation
Latest protocol version
Safety management plan
Latest SmPCs / IB versions
New events
The Head of Clinical trial safety Department approves the clinical trials protocols.
The Clinical trial safety Department is a recipient of the new versions of the trial documents in case of update (e.g. new version of the protocol following a substantial amendment).
[bookmark: _Toc486942073][bookmark: _Toc10726213][bookmark: _Toc90547720]Management of SAEs
Number of SAEs since the beginning of the trial
Number of SUSARs since the beginning of the trial
[bookmark: _Toc486942074][bookmark: _Toc10726214][bookmark: _Toc90547721]Reception
By CRO / Sponsor
Receipt date
Transmission timeframe
AR
The management of SAEs is described in the procedure xxx.
Most SAEs are directly received by xxx fax or email. SAEs are managed according to the same process as ADRs.
[bookmark: _Toc486942075][bookmark: _Toc10726215][bookmark: _Toc90547722]SAE register
SAE register completed
[bookmark: _Toc486942076][bookmark: _Toc10726216][bookmark: _Toc90547723]Duplicate check
Duplicate check procedure
[bookmark: _Toc486942077][bookmark: _Toc10726217][bookmark: _Toc90547724]Translation of source documents (ajout LMA à valider)
À détailler
Translations done internally or outsourced ?
Accuracy of translation documented ?

[bookmark: _Toc486942078][bookmark: _Toc10726218][bookmark: _Toc90547725]Data entry / Assessment
Data entry (consistency) (cases to check)
Note : data can be checked against the CRF. But the CRF data cannot be used as source for PV purposes (as not validated by the Investigator). (should be handled through queries sent to the site for confirmation).
Assessment
Seriousness (check)
Causality (in addition to the Investigator causality assessment, if assessment is different both assessment are to be included in the case report)
Expectedness (according to RSI (SmPC or IB))
Special situations
Overdose
Other special situations (misuse…)
Coding
Validation
QC
[bookmark: _Toc486942079][bookmark: _Toc10726219][bookmark: _Toc90547726]Unblinding
Unblinding procedure
Blinding maintenance for the Sponsor (at least for EU Sponsor personnel involved in data analysis, etc.)
Blinding maintenance for EU Investigators (unless it may have an impact on patients safety)
[bookmark: _Toc486942080][bookmark: _Toc10726220][bookmark: _Toc90547727]Follow-up
Follow-up procedure
The Clinical trial safety Department prepares the requests for additional information (DCFs) and transmits them to the CRO which is in charge of the sending to Investigators. Replies to DCFs are directly received by the Clinical trial safety Department.
[bookmark: _Toc486942081][bookmark: _Toc10726221][bookmark: _Toc90547728]Case documentation / Filing
Source documents
Validated CIOMS
Proof of reporting if applicable + AR
[bookmark: _Toc486942082][bookmark: _Toc10726222][bookmark: _Toc90547729]Expedited reporting
EudraVigilance registration
Reporting to Competent Authorities
Reporting to the EMA via EudraVigilance EVCTM
Reporting to Ethics Committees
Investigators information (periodic in the EU)
Modalities for reporting tool and maintenance: spreadsheet (Authorities and Ethics Committees)
The Clinical trial safety Department is responsible for the reporting of SUSAR to the Competent Authorities and the Clinical Manager is in charge of the reporting to Ethics Committees.
In case of blinded trials, the Clinical trial safety Department is in charge of the unblinding of related SAE for the corresponding patient treatment. The envelopes with the randomisation lists are kept in a locked cupboard. If the case is a SUSAR, the Clinical trial safety Department ensures the reporting to Ethics Committees.
The Clinical trial safety Department maintains a recap table of the reporting requirements. The recap table of reporting requirements for clinical trials only includes the European requirements although a study is also conducted in other countries.
[bookmark: _Toc486942083][bookmark: _Toc10726223][bookmark: _Toc90547730]AEs review / Reconciliations
Review of AEs (seriousness)
Reconciliation process
Frequency, criteria, documentation, etc.
Documentation of the changes following the reconciliation
Sponsor monitor
Clinical database
The Clinical trial safety Department monthly sends regularly the list of all SAE received to the xxx for reconciliation. The reconciliation is documented in xxx.
There is no systematic review / reconciliation of all AE by Pharmacovigilance in order to identify SAE that may not have been previously identified / transmitted.
[bookmark: _Toc486942085][bookmark: _Toc10726224][bookmark: _Toc90547731]DSUR management
DSUR schedule established and maintained
Annual DSUR
Requests for information (regulatory data, sales data, clinical data (interventional and non-interventional, pre-clinical data, efficacy data…), documentation
Format and content
Management of requests from Competent Authorities (assessment report)
Reporting to Competent Authorities, documentation
Blind maintenance for the Clinical team
Reporting to Ethics Committees
Modalities for reporting tool and maintenance: spreadsheet
Filing
The DSURs are drafted by the xxx based on the safety data and the information provided by the contributors and reviewed by the xxx responsible for the corresponding studies and the Head of Clinical trial safety Departrment.
The following inconsistencies were identified during the review of DSUR Nr xxxx covering the period from xxx to xxx:

	Chapter / Page
	Inconsistency
	Reference

	
	
	

	
	
	

	
	
	



[bookmark: _Toc486942086][bookmark: _Toc10726225][bookmark: _Toc90547732]Monitoring of the benefit / risk balance of the study
Documentation
Information of Competent Authorities
The monitoring of the benefit/risk balance of the study is under the responsibility of a xxx.
[bookmark: _Toc486942087][bookmark: _Toc10726226][bookmark: _Toc90547733]Safety issues / New events
Information of Competent Authorities
Information of Ethics Committees
Information of Investigators
The process of management of safety issues or new events occurring during clinical trials is not specifically described.
At the time of the audit no new event has been identified in SPONSOR clinical trials.


[bookmark: _Toc10726227][bookmark: _Toc90547734]Medical Monitoring
SOP ?
Demander comment définit les fonction et les activités de medical monitoring pour l'essai (plan spécifique ou SOP medpace)
Quelles données sont revues ?
Dans le protocole on ne parle que de "blinded manual review for some cases during the study by Medical Monitor
Dans le plan de communication: "the medical monitor will be available by phone or email" si un MM pas dispo, devrait avoir un back-up ===> demander si plusieurs MM identifiés et formés à l'étude!!
Selon le SMP, le medical monitor revoir et valide les narratifs + LAB results 
Dans le Communication Plan on parle d'un Advanced Clinical Practitionner qui revoit les safety lab results ?? qqun qui est en plus du Medical Monitor ?  demander qui c'est ??

[bookmark: _Toc10726228][bookmark: _Toc90547735]DSMB
SOP?
· Identification des members
· Charte
· Organisation DSMB
· Quelles données sous quel format transmises au DSMB???

Qui a sélectionné les membres ?
CVs ?
Accords de confidentialité ?
Déclaration de non-conflits d'intérêts ?
Charte disponible ?
Si le comité a besoin de données en ouvert comment ça se passe ? 
Nbre de réunions réalisées ? CR dispo? Diffusés ?




[bookmark: _Toc90547736][bookmark: _Toc531878038]Version history of the audit report
	Version
	Date
	Comments

	V0.1
	
	Livraison de la version préliminaire pour relecture du commanditaire de l'audit
Delivery of the draft version for review by the audit sponsor

	V1.0
	
	Delivery of the signed version after receipt of the audit sponsor's comments received on ….


[bookmark: _Toc90547737]Auditor's resume

[bookmark: _Toc220466604]_____
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