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The auditor wishes to thank all those who participated in the audit.

Capitalisation : Intégrer la notion de Gestion des risques (AV, janvier 2014) : 
Cf : 
· Note explicative à l’attention des opérateurs relative au nouveau format de rapport d’inspection, ANSM, décembre 2013 (cf tableau des risques identifiés intégré au rapport d'inspection). Voir aussi résumé dans : http://intranet.sunnikan.local/RechBiom/Inspection_ST_Afssaps.htm 
· Reflection paper on risk based quality management in clinical trials, EMA, GCP Inspectors Working Group, 18 November 2013
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(AV, 06/03/2013) : VOIR pour mise à jour avec : Reflection paper on GCP compliance in relation to trial master files (paper and/or electronic) for management, audit and inspection of clinical trials, EMA, DRAFT, February 2013, notamment : 
éléments devant être intégrés dans le contrat CRO / promoteur
observations d'inspections BPC sur le TMF
exigences relative au e-TMF 
etc.

[bookmark: _Toc208809367][bookmark: _Toc362364321]

1. List of abbreviations
ANSM	Agence Nationale de Sécurité du Médicament et des produits de santé (French Medicines Agency)
CCTIRS	Comité consultatif sur le traitement de l’information en matière de recherche dans le domaine de la santé (French Advisory Council for data processing in the field of health research) 
CNIL	Commission nationale de l'informatique et des libertés (French commission for data protection and liberties) 
CNOM	Conseil National de l'Ordre des Médecins (French regulatory body responsible for licensing doctors) 
CPP	Comité de Protection des Personnes (French Ethic Committee)
CRA	Clinical Research Associate
CRF	Case Report Form
CRO	Contract Research Organization
CTMS	Clinical Trial Management System
CV	Curriculum Vitae
eCRF	electronic Case Report Form
SAP	Statistical Analysis Plan
SEC	Self-Evident Correction
TMF	Trial Master File

Introduction
[bookmark: _Toc174780704][bookmark: _Toc175123993][bookmark: _Toc362364322]Study presentation and audit context
[bookmark: _Toc208809369]LABO PHARMA is the sponsor of the study entitled "Title".
This national/multinational study, performed in …, is ongoing at the audit date.
Sunnikan is mandated by LABO PHARMA to conduct an audit of the [Study Name] Trial Master File (TMF), that is maintained by [audited site], Contract Research Organization (CRO) to whom LABO PHARMA has delegated the operational conduct of the audit. 
This audit is divided in two steps:
audit of the Trial Master File (TMF),
audit of x French investigational sites.
[bookmark: _Toc362364323][bookmark: _Toc174171108][bookmark: _Toc174780705][bookmark: _Toc175123994]Purpose of the audit 
The aim of this audit is to assess the management of the TMF delegated to [audited site] in the framework of the [Study Name] study and in particular :
compliance with the applicable regulation and the administrative steps of the study,
compliance with the contract/list of requirements between LABO PHARMA and [audited site],
the documentation of the study history/traceability within the TMF.
[bookmark: _Toc362364324]Main audit standards
· Regulations applicable in France, including French Good Clinical Practices (Décision du 24 novembre 2006)
· ICH Good Clinical Practices (CPMP/ICH/135/95)
Audit Plan
[bookmark: _Toc208809370]The audit, performed by XXX, Auditor Sunnikan, took place in [audited site] offices (City, Country) on …….. .., 201….
[bookmark: _Toc174171109][bookmark: _Toc174780706][bookmark: _Toc175123995]Opening meeting
[bookmark: _Toc208809371]An opening meeting was held in the presence of the following [audited site] staff:

[bookmark: _Toc174171110][bookmark: _Toc174780707][bookmark: _Toc175123996]Audit
The audit consisted of a review of:
staff qualification and training (only for staff members involved in the [Study Name] study)
the management of the study and its TMF, including:
· project management (including documentation management)
· study documents (Protocol, Information sheet, Consent form if applicable, CRF…)
· administrative and regulatory steps, including contracts management
· monitoring / indirect monitoring
· management of study committees
· pharmacovigilance / vigilance
· data management (eCRF)
· statistical activities
· Study Report
· Investigators Files (X)
tour of facilities (TMF storage).

Interviews of the Project Leader, the Clinical Research Associate (CRA) and the …… involved in the [Study Name] study were conducted.

[bookmark: _Toc174780710][bookmark: _Toc175123999]Closing meeting
A closing meeting was held for purposes and discussing audit findings in the presence of the following [audited site] staff:



0.1 [bookmark: _Toc386962819]Audit report

AV (janvier 2013) : Prendre en compte (?) la classification faite par le groupe des inspecteurs BPC de l'EMA sur les observations d'inspections : 
Points to consider on GCP inspection findings and the benefit-risk balance, EMA, Good Clinical Practice Inspectors Working Group (GCP IWG), October 2012 (publication January 2013)
Voir ST – Inspection européenne 

The audit results reflect a non-exhaustive review of activities managed by the CRO, based on the documentation provided to the Auditors and interviews conducted during the audit.

Classification of audit findings
In this report, the findings are classified as critical, major or minor.

Critical: Conditions, practices or processes that adversely affect the rights, safety or well-being of the subjects and/or the quality and integrity of data.
Critical observations are considered totally unacceptable.
Possible consequences: rejection of data and/or legal action required
Remark: Observations classified as critical may include a pattern of deviations classified as major, bad quality of the data and/or absence of source documents. Fraud belongs to this group.

Major: Conditions, practices or processes that might adversely affect the rights, safety or wellbeing of the subjects and/or the quality and integrity of data.
Major observations are serious deficiencies and are direct violations of GCP principles.
Possible consequences: data may be rejected and/or legal action required
Remark: Observations classified as major, may include a pattern of deviations and/or numerous minor observations.

Minor: Conditions, practices or processes that would not be expected to adversely affect the rights, safety or well-being of the subjects and/or the quality and integrity of data.
Possible consequences: Observations classified as minor, indicate the need for improvement of conditions, practices and processes.
Remark: Many minor observations might indicate a bad quality and the sum might be equal to a major finding with its consequences.

Comments: The observations might lead to suggestions on how to improve quality or reduce the potential for a deviation to occur in the future."
(Guidance for the preparation of Good Clinical Practice inspection reports, June 2008)

[bookmark: _Toc74458965][bookmark: _Toc74459102][bookmark: _Toc175124000][bookmark: _Toc362364325]Executive summary
LABO PHARMA is the sponsor of the study entitled "Title".
This national/multinational study, performed in …, is ongoing at the audit date.
Sunnikan was mandated by LABO PHARMA to conduct an audit of the [Study Name] Trial Master File (TMF), that is maintained by [audited site], Contract Research Organization (CRO) to whom LABO PHARMA has delegated the operational conduct of the audit. 
The aim of this audit is to assess the management of the TMF delegated to [audited site] in the framework of the [Study Name] study and in particular :
compliance with the applicable regulation and the administrative steps of the study,
compliance with the contract/list of requirements between LABO PHARMA and [audited site],
the documentation of the study history/traceability within the TMF.
The audit was performed by XXX, Auditor Sunnikan and took place in [audited site] offices (City, Country) on …….. .., 201….

Overall, it may be noted that :
· 
· 

There is a critical finding concerning …
The main audit findings concern the following:





[bookmark: _Toc362364326][bookmark: _Toc175124001]Study Management
[bookmark: _Toc362364327]Management of study documentation
 TMF composition and organization comply and enable a history of the clinical trial to be easily reconstructed.
 TMF composition and organization do not comply and do not enable a history of the clinical trial to be easily reconstructed.
 There is a general table of contents that makes up a comprehensive Trial File.
 There is no general table of contents.
 The following sections are missing:


 The responsibilities of study documentation management are defined.
 The responsibilities of study documentation management are not defined.

[bookmark: _Toc175124002][bookmark: _Toc362364328]Project Team
[bookmark: _Toc74458969][bookmark: _Toc175124003]Project Team identification and updating
 The Project Team is identified in the Trial Master File.
 The Project Team is not identified in the Trial Master File.
 The list identifying the Project Team is up to date.
 The list identifying the Project Team is up to date.
 There is no list identifying the Project Team.
 The study-related duties and functions are appropriately allocated.
ICH GCP: "5.7 Allocation of responsibilities: Prior to initiating a trial, the sponsor should define, establish, and allocate all trial-related duties and functions."

[bookmark: _Toc74458971][bookmark: _Toc175124005]Training
 The Project Team training is documented in the Trial Master File.
 The Project Team is appropriately trained (pathology, protocol, study specificities, etc.)
 Project Team training carried out the xxx is not correctly documented in the Trial Master File. The attendance list / certificates and the training documents are missing.


[bookmark: _Toc74458972][bookmark: _Toc74459106][bookmark: _Toc175124006][bookmark: _Toc362364329]Project Management
 Project meetings are held on an appropriate frequency.
 Project meetings are not held on an appropriate frequency.
 Project meetings minutes are filed in the Trial Master File.
 Project meetings minutes are not filed in the Trial Master File.
 No reports are written after project meetings.
 The progress reports are carried out throughout the trial
 No progress report is carried out during the study.
 Project quality controls are carried out and are documented.
 Project quality controls are carried out but they are not documented.
 No quality control on the project is carried out.
 The list of the procedures used in this project is available.
 The procedures used in this project are not identified.
 The communication related to the project is present in the Trial Master File.
 The communication related to the project is not present in the Trial Master File 
 The training of the Investigators is documented.
 The training of the Investigators conducted on DD/MM/YYYY is not documented.
 Guidelines to fill out the study documentation are defined and described.
 Guidelines to fill out the study documentation are defined but are not described.
 Guidelines to fill out the study documentation are not defined.

[bookmark: _Toc175124007][bookmark: _Toc362364330][bookmark: _Toc74458973][bookmark: _Toc74459107]Study Documentation
[bookmark: _Toc175124008][bookmark: _Toc362364331]Study Synopsis
 The synopsis used in the course of the trial is updated with the version in progress of the protocol / the amendments.
 The synopsis used in the course of the trial is not updated with the version in progress of the protocol / the amendments.
 All the versions used of the synopsis are present.
 A version of the synopsis #x dated DD/MM/YYYY is missing.
 All the versions of the synopsis are correctly identified.
 The synopsis #x dated DD/MM/YYYY is not correctly identified.
 The synopsis history is documented.
 The synopsis history is not correctly documented.
 All the versions used of the Synopsis are internally approved.
 The version #x dated DD/MM/YYYY is not internally approved.
[bookmark: _Toc74458974][bookmark: _Toc74459108][bookmark: _Toc175124009][bookmark: _Toc362364332]Study Protocol
[bookmark: _Toc74458975][bookmark: _Toc74459109][bookmark: _Toc175124010]Protocol identification / Protocol history
 All the versions used of the protocol / the amendments are present in the Trial Master File.
 The version #x dated DD/MM/YYYY in the Trial Master File is missing.
 All the versions used of the protocol / the amendments are internally approved.
 The version #x dated DD/MM/YYYY is not internally approved.
 The versions of protocol / amendments are correctly identified.
 The versions of protocol / amendments are not correctly identified.
 The protocol / amendments history is correctly documented.
 The protocol / amendment history is not correctly documented.

[bookmark: _Toc74458976][bookmark: _Toc74459110][bookmark: _Toc175124011]Protocol contents
 The protocol content is compliant with the applicable regulations.
 The protocol content is not compliant with the applicable regulations:


[bookmark: _Toc74458978][bookmark: _Toc74459112][bookmark: _Toc175124012]Protocol and Amendments signature
 The protocol / the amendments signed by the Coordinating Investigator are present in the Trial Master File.
 The Coordinating Investigator did not sign the protocol / the amendment #x dated DD/MM/YYYY.

[bookmark: _Toc74458979][bookmark: _Toc74459113][bookmark: _Toc175124013][bookmark: _Toc362364333]Case Report Form
 All the versions of the Case Report Form are present in the Trial Master File.
 The Case Report Form #x dated DD/MM/YYYY in the Trial Master File is missing.
 The Case Report Form used is consistent with the protocol / the amendments.
 The Case Report Form used is not consistent with the protocol / the amendments.
 The versions of the Case Report Form are correctly identified.
 The versions of the Case Report Form are not correctly identified.
 The Case Report Form history is correctly documented.
 The Case Report Form history is not correctly documented.
 All the versions of the Case Report Form are approved in-house.
 The version #x dated DD/MM/YYYY of the Case Report Form is not approved in-house.

[bookmark: _Toc74458980][bookmark: _Toc74459114][bookmark: _Toc175124014][bookmark: _Toc362364334]Informed Consent Documents
[bookmark: _Toc74458981][bookmark: _Toc74459115][bookmark: _Toc175124015]Informed Consent identification / Informed Consent history
 All the versions of the informed consent are present in the Trial Master File.
 It missed the version #x dated DD/MM/YYYY in the Trial Master File.
 The versions of informed consent are correctly identified.
 The versions of informed consent are not correctly identified.
 The Informed Consent history is correctly documented.
 The Informed Consent history is not correctly documented.
[bookmark: _Toc74458983][bookmark: _Toc74459117][bookmark: _Toc175124016]Informed Consent Documents internal approval
 The versions used of the informed consent are internally approved.
 The version #x dated DD/MM/YYYY of the informed consent is not internally approved.

[bookmark: _Toc74458984][bookmark: _Toc74459118][bookmark: _Toc175124017]Informed Consent contents
 The contents of the informed consent are compliant with the protocol/ the amendments.
 The contents of the informed consent are not compliant with the protocol/ the amendments
 The contents of the informed consent are compliant with the ICH GCP.
 The contents of the informed consent are not compliant with the ICH GCP.
 The contents of the informed consent are compliant with French regulatory requirements.
 The contents of the informed consent are not compliant with French regulatory requirements.

[bookmark: _Toc74458985][bookmark: _Toc74459119][bookmark: _Toc175124018][bookmark: _Toc362364335]Investigator’s Brochure
 All the versions of the Investigator Brochure are present in the Trial Master File.
 The version #x dated DD/MM /YYYY of the Investigator Brochure is missing.
 The versions of the Investigator Brochure are not correctly identified.
 The versions of the Investigator Brochure are correctly identified.
 The Investigator Brochure history is correctly documented.
 The Investigator Brochure history is not correctly documented.
 The Investigator Brochure is annually revised.
 The Investigator Brochure is not annually revised.
 The Investigator Brochure is signed by the Sponsor. (French specificity)
 The Investigator Brochure is not signed by the Sponsor. (French specificity)
[bookmark: _Toc175124019][bookmark: _Toc362364336]Other study documents
(ie: Monitoring Guide, Reference Document…)
0.2 [bookmark: _Toc362364337]Study documents translation
 Study documents translation is correctly documented
 Study documents translation is not correctly documented 
 The translated study documents are correctly identified (version, date, etc.) 
 The translated study documents are not correctly identified (version, date, etc.) 
 The translations are validated (e.g. back translation, translation certificate)
[bookmark: _Toc175124020][bookmark: _Toc362364338]Study administrative procedures
[bookmark: _Toc362364339][bookmark: _Toc175124021]EudraCT number
 The study is identified by a EudraCT number.
 The study is not identified by a EudraCT number. 
[bookmark: _Toc362364340]Insurance
 The information communicated to the insurance company is correct.
 The information communicated to the insurance company is incorrect.
 It is not subscribed of insurance for this study.
 The insurance contract, the insurance certificate and its updates are filed in the Trial Master File.
 The insurance contract, the insurance certificate and its updates are not filed in the Trial Master File.
[bookmark: _Toc74458990][bookmark: _Toc74459124][bookmark: _Toc175124025][bookmark: _Toc362364341]Ethics Committee
[bookmark: _Toc74458992][bookmark: _Toc175124026]Ethics Committee - Initial Submission file
 The used versions of the protocol / amendments are submitted to the Ethics committee.
 The version #x dated DD/MM/YYYY of the protocol/the amendment is not submitted to the Ethics committee.
 The procedures of recruitment /compensation for the patients are submitted to the Ethics Committee.
 The procedures of recruitment /compensation for the patients are not submitted to the Ethics Committee.
 The CVs of the Investigators are submitted to the Ethics committee.
 The CVs of Dr. xxx is not submitted to the Ethics committee.
 The submission letter mentioned the complete identification of the presented documents.
 The submission letter does not mention the complete identification of the presented documents.
 Following documents: protocol/amendments/informed consent / recruitment procedures are approved by the Ethics Committee.
 Following documents: protocol/amendments/informed consent / recruitment procedures are not approved by the Ethics Committee.
 The section "Ethics committee - Initial Submission" of the Trial Master File is complete.
 The following documents are missing in the section "Ethics committee - Initial Submission" of the Trial Master File.

[bookmark: _Toc74458993][bookmark: _Toc175124027]Ethics Committee - Initial Opinion
 The opinion of the Ethics committee is present.
 The opinion of the Ethics committee is not present in the Trial Master File.
 The opinion of the Ethics committee did not mention the list of the members having taken part in the deliberation.
 The opinion of the Ethics committee corresponding to the submission of the document xxx did not mention the list of the members having taken part in the deliberation.
 The composition of the Ethics committee is in agreement with the ICH GCP.
 The composition of the Ethics committee is not in conformity with the ICH GCP.
 The opinion of the Ethics Committee mentioned the date, the study and the documents submitted.
 The opinion of the Ethics Committee did not mention the date, the study and the documents submitted.
 The requests for modifications from the Ethics Committee are taken into account and gave place to a new version.
 The requests for modifications from the Ethics Committee are not taken into account and did not give place to a new version.
[bookmark: _Toc74458994][bookmark: _Toc74459126][bookmark: _Toc175124028]Ethics Committee - On-going study assessment
 The documents initially submitted and modified under study are submitted again to the Ethics Committee.
 The documents initially submitted and modified under study are not submitted again to the Ethics Committee.
 The correspondence with the Ethics Committee is filed.
 The correspondence with the Ethics Committee is not filed.
 The annual reports and intermediate are submitted to the Ethics Committee.
 The annual reports and intermediate are not submitted to the Ethics Committee.
 The notification by the Investigator of the end/ premature termination of the study is present in the Trial Master File.
 The notification by the Investigator of the end/ premature termination of the study is not made.
 The Chapter "Ethics committee - Evaluation under study" of the Trial Master File is complete.
 The following documents xxx are missing in the section "Ethics Committee - Evaluation under study" of the Trial Master File.
[bookmark: _Toc74458999][bookmark: _Toc74459127][bookmark: _Toc175124030][bookmark: _Toc362364342]Competent Authority
[bookmark: _Toc74459000][bookmark: _Toc74459128][bookmark: _Toc175124031]Competent Authority - Initial Submission
 The study was submitted to the Competent Authority xxx.
 The study has not been submitted to the Competent Authority.
 The Clinical Trial Authorization Request Dossier is complete.
 The Clinical Trial Authorization Request Dossier is incomplete.
 The following documents xxx are missing:

Competent Authority initial authorization
 The Competent Authority initial authorization is documented and the documentation is available.
 The Competent Authority initial authorization is not documented.
 The requests for modifications from the Competent Authority were taken into account and lead to a new version of some documents.
 The updated documents were transmitted by the Sponsor to the Ethics Committee.
 The following updated documents were not transmitted by the Sponsor to the Ethics Committee:

 The requests for modifications from the Competent Authority are not taken into account.
 The authorization of the Competent Authority was transmitted by the Sponsor to the Ethics Committee. (French specificity)

[bookmark: _Toc74459001][bookmark: _Toc74459129][bookmark: _Toc175124032]Competent Authorities - Complementary Submissions
[bookmark: _Toc74459002][bookmark: _Toc74459130][bookmark: _Toc175124034] The documents revised during the course of the study have been submitted to the Competent Authority.
 The following documents revised during the course of the study have not been submitted to the Competent Authority:

 The correspondence with the Competent Authority is filed and available.
 The following documents are not available:

[bookmark: _Toc362364343]Study start date (French specificity)
 The Competent Authority and the Ethics Committee were notified on xxx of the study start date and the timelines are compliant with the French regulations.
 The Competent Authority and the Ethics Committee were notified on xxx of the study start date but the timelines are not compliant with the French regulations.
 The Competent Authority and the Ethics Committee were not notified of the study start date.
[bookmark: _Toc362364344] (France) Physician National Council “Conseil National de l’Ordre”
 The financial agreements are submitted to the "Conseil de l'Ordre des Médecins" (Physician National Council) and the submission timelines are appropriate.
 The financial agreements are submitted to the "Conseil de l'Ordre des Médecins" (Physician National Council) but the submission timelines are not appropriate.
 The financial agreements are not submitted to the "Conseil de l'Ordre des Médecins" (Physician National Council).
 The study is submitted to the other "Conseil de l'Ordre" (National Council for Pharmacists, nurses...)?
 The "Conseil National de l'ordre des Médecins" submission file is available and complete.
 The "Conseil National de l'ordre des Médecins" submission file is available but it is incomplete.
 The "Conseil National de l'ordre des Médecins" submission file is not available.
 The advice of the "Conseil National de l'Ordre des Médecins" is present in the Trial Master File.
 The advice of the "Conseil National de l'Ordre des Médecins" is missing in the Trial Master File.
 Additional submission files and additional advices from the "Conseil National de l'Ordre des Médecins" are present in the Trial Master File.
 Additional submission files and additional advices from the "Conseil National de l'Ordre des Médecins" are missing in the Trial Master File.
 Complementary advices are required from the CNO when it is necessary.
 No complementary advices are requested whereas xxx.
 Hospitalities are submitted to the "Conseil de l'ordre des Médecins" (physician national council).
 Hospitalities are not submitted to the "Conseil de l'ordre des Médecins" (physician national council).

[bookmark: _Toc74459003][bookmark: _Toc74459131][bookmark: _Toc175124035][bookmark: _Toc362364345]Individual Data Protection
 The "Conformity Assessment to the official methodology" ("Engagement de conformité à la méthodologie de référence publié par la CNIL") is available (signed on xxx).
 The study meets the official methodology MR 001 requirements.
 LABOPHARMA has not signed the"Conformity Assessment to the official methodology" ("Engagement de conformité à la méthodologie de référence publié par la CNIL").
 The study has obtained the CCTIRS favourable opinion and the CNIL authorization according to the routine procedure ("Procédure normale") and the files are available.
[bookmark: _Toc74459004][bookmark: _Toc74459132][bookmark: _Toc175124036] The study has obtained the CCTIRS favourable opinion and the CNIL authorization according to the routine procedure ("Procédure normale") but the files are not available.
[bookmark: _Toc362364346]Investigational Medicinal Products 
[bookmark: _Toc175124037][bookmark: _Toc362364347][bookmark: _Toc74459005][bookmark: _Toc74459133]Requests for packaging
 The requests for packaging are present in the Trial Master File.
[bookmark: _Toc175124038] The requests for packaging are not available.
[bookmark: _Toc362364348]Investigational Medicinal Products instructions
 The instructions relating to the Investigational Medicinal Products are present in the Trial Master File.
 The instructions relating to the Investigational Medicinal Products are not present in the Trial Master File.
 The instructions relating to the Investigational Medicinal Products are correctly identified in the Trial Master File.
 The instructions relating to the Investigational Medicinal Products are not correctly identified in the Trial Master File.
 The history of the instructions relating to the Investigational Medicinal Products is documented in the Trial Master File.
 The history of the instructions relating to the Investigational Medicinal Products is not documented in the Trial Master File.

[bookmark: _Toc175124039][bookmark: _Toc362364349]Label Templates
 The Investigational Medicinal Products label templates are present in the Trial Master File.
 The Investigational Medicinal Products label templates are not present in the Trial Master File.
 The Investigational Medicinal Products labels are in conformity with the requirements.
 The Investigational Medicinal Products labels are not in conformity with the requirements. The following information is missing:


[bookmark: _Toc74459006][bookmark: _Toc74459134][bookmark: _Toc175124040][bookmark: _Toc362364350]Certificates of Analysis
 The certificates of analysis of the Investigational Medicinal Products batches are present.
[bookmark: _Toc175124041] The certificates of analysis of the Investigational Medicinal Products batches are not present.
[bookmark: _Toc362364351]Import / Export
 The importation licenses are present in the Trial Master File.
 The importation licenses are not present in the Trial Master File.
 There is no request for importation license.
 The importation license requests are consistent with the imported Investigational Medicinal Products.
[bookmark: _Toc175124042] The importation license requests are not consistent with the imported Investigational Medicinal Products.
[bookmark: _Toc362364352]Investigational Medicinal Products traceability
 An inventory control is carried out.
 There is no inventory control.
 The expiry dates of the Investigational Medicinal Products are tracked.
 The expiry dates of the Investigational Medicinal Products are not tracked.
 Investigational Medicinal Products accountability is carried out.
 Investigational Medicinal Products accountability is not carried out.
 The destruction of Investigational Medicinal Products is documented.
 The destruction of Investigational Medicinal Products is not documented.
[bookmark: _Toc74459007][bookmark: _Toc74459135][bookmark: _Toc175124043][bookmark: _Toc362364353]Monitoring
 The various versions of the monitoring guide are present in the Trial Master File.
 The version xxx of the monitoring guide is not present in the Trial Master File.

1 [bookmark: _Toc362364354][bookmark: _Toc208809429][bookmark: _Toc223943762][bookmark: _Toc175124044]Study Committees
[bookmark: _Toc362364355]Independent Data Monitoring Committee
 The decision to set up an Independent Data Monitoring Committee is documented.
 There is no Independent Data Monitoring Committee for this particular study but the rational is not documented. 
 The documentation related to the Independent Data Monitoring Committee is available (member’s resumes, procedures, meeting minutes, etc.).
 The documentation related to the Independent Data Monitoring Committee is complete. The following documents are missing:
members resumes, 
procedures, 
meeting minutes
[bookmark: _Toc362364356]Data management and Statistical Analysis
[bookmark: _Toc362364357][bookmark: _GoBack]Randomization
 The randomization list / randomization code request is present in the Trial Master File.
 The randomization list / randomization code request is not present in the Trial Master File.
 The procedures for unblinding are present in the Trial Master File.
 The procedures for unblinding are not present in the Trial Master File.
 The procedures for unblinding are correctly identified.
 The procedures for unblinding are not correctly identified.
 The history of procedures for unblinding is documented.
 The history of procedures for unblinding is not documented.
 The randomization procedures are present in the Trial Master File.
 The randomization procedures are not present in the Trial Master File.
[bookmark: _Toc175124046][bookmark: _Toc362364358]Data Management
 The CRFs transmittal forms are present.
 The CRFs transmittal forms are not present.
 The check of CRFs receipt is documented.
 The check of CRFs receipt is not documented.
 There is no check of CRFs receipt.
 The data entry guide is present in the Trial Master File.
 There is no data entry guide produced for this study.
 Protocol amendments with an impact on the CRF data are implemented.
 Protocol amendments with an impact on the CRF data are not implemented.
 The CRFs / queries tracking is documented.
 The CRFs / queries tracking is not documented.
 The Data Management Report is present.
 There is no Data Management Report.
 The Data Management Report is checked.
 The Data Management Report is not checked.
[bookmark: _Toc175124047][bookmark: _Toc362364359]Statistical Analysis
 The Statistical Analysis Plan is present in the Trial Master File.
 The Statistical Analysis Plan is not present in the Trial Master File.
 The history of the Statistical Analysis Plan is documented.
 The history of the Statistical Analysis Plan is not documented.
 The documentation related to the freeze/lock of the database is present in the Trial Master File.
 The documentation related to the freeze/lock of the database is not present in the Trial Master File.
[bookmark: _Toc362364360][bookmark: _Toc74459009][bookmark: _Toc74459137]Clinical trial Safety
 The instructions relating to the SAE notification from the site to the Sponsor are present in the Study file.
 The instructions relating to the SAE notification are correctly identified.
 The history of the instructions relating to the SAE notification is documented.
 The Reference Document (current IB or SmPC for marketed products) for the assessment of the expectedness of any adverse reaction is correctly identified.
 The SUSARs are correctly identified and reported to in the required timelines.
CA le 03/03/14 : as of March 17th 2014, SUSARs must be reported to the ANSM by email (1 email per SUSAR, including the CIOMS form (RK le 23/06/2015 : as of April 13th 2015, the transmission of the "formulaire d'accompagnement" introduced in March 2014 is not mandatory anymore))
 An Adverse Events Register is appropriately maintained and available (in the TMH or other location).
 The Safety Reports (6-monthly, annual) are sent to the Competent Authority and the Ethics Committee in the required timelines.
 The Safety Reports submitted to the Competent Authority and the Ethics Committee are available in the TMF (not accessible to the "clinical team" in the case of a blinded trial, only the proof of reporting must be filed in the TMF).
[bookmark: _Toc175124049][bookmark: _Toc362364361]Sub-contractors
 CRO qualification audits were performed.
 A list of requirements and a contract are present for all the CROs in the Trial Master File.
 A list of requirements / contract for the CRO XXX is not available.
 The contracts are signed before the sub-contracted services starting date.
 The referred contract xxx relating to the service yyy is signed after the sub-contracted service has started.
 Agreements of confidentiality are signed with the CROs before any communication of information.
 No agreement of confidentiality is signed with the CROs.
[bookmark: _Toc175124050][bookmark: _Toc362364362]Central Laboratory
 The normal ranges of the central laboratory are present in the Trial Master File.
 The normal ranges of the central laboratory are complete compared to the protocol and up to date.
 The normal ranges of the central laboratory are not complete, it missed xxx.
 The normal ranges of the central laboratory are not up to date.
 The certificate / agreement / quality control of the central laboratory is present in the Trial Master File.
 The global tracking of the laboratory kits is present in the Trial Master File.
[bookmark: _Toc362364363][bookmark: _Toc74459010][bookmark: _Toc74459138][bookmark: _Toc175124051]Study Quality Management
[bookmark: _Toc362364364]Study Quality Controls
[bookmark: _Toc362364365]Study Audits
[bookmark: _Toc362364366]Computerized Systems
[bookmark: _Toc362364367]Study Centre File: Centre #  - Dr xxx
(One chapter per centre)
[bookmark: _Toc175124052][bookmark: _Toc362364368]Study Protocol
 All the versions of the protocol / amendments used for the study are signed by the Investigator and are available.
 The version n°xxx of the protocol / amendments signed by the Investigator is not available.
 The various versions present in the Study Centre File are not identified.
 The version n°xxx is not signed by the Investigator.
[bookmark: _Toc175124053][bookmark: _Toc362364369]Case Report Form
 The site CRFs tracking is available.
 The site Queries tracking is available.
 The completed CRFs are present in the Study Centre File.
 The completed and signed queries are available.
[bookmark: _Toc175124054][bookmark: _Toc362364370]Investigator
 The list of the site staff is present in the Study Centre File.
 The confidentiality agreements are present in the Study Centre File
 The confidentiality agreement for Dr xxx is missing in the Study Centre File.
 The Responsibilities Delegation List is present in the Study Centre File.
 The Responsibilities Delegation List is not up-to-date
 The resumes of the Investigator and the site staff members are present in the Study Centre File.
 The resume of xxx is missing.
 A 1572 form is signed for this study.
 A 1572 form is not signed for this study even though this study is an IND study.
[bookmark: _Toc175124055][bookmark: _Toc362364371]Local Laboratory
 The normal ranges of the local laboratory are present in the Study Centre File.
 The normal ranges of the local laboratory are complete compared to the protocol and up to date.
 The normal ranges of the local laboratory are not complete. It missed xxx.
 The normal ranges of the local laboratory are not updated.
 The certificate / agreement / quality control of the local laboratory is present in the Study Centre File.
 The tracking of the material provided to the laboratory is present in the Study Centre File.
 The tracking of the material provided to the laboratory is not present in the Study Centre File.

[bookmark: _Toc175124056][bookmark: _Toc362364372]Investigational Medicinal Products (IMPs)
 The regulatory green light is obtained before the shipment of IMP to the Investigator site.
 The requests for the shipments of IMP are present in the Study Centre File.
 The acknowledgements of the shipments of IMP are present in the Study Centre File.
 The requests for the return of IMP are present in the Study Centre File.
 The request for the return #xxx of the IMP is not present in the Study Centre File.
 The drug account form of IMP is present in the Study Centre File.
 The tracking report of dispatch of IMP is present in the Study Centre File.
 The certificates of destruction on site are present in the Study Centre File.

[bookmark: _Toc175124057][bookmark: _Toc362364373]Contracts
 The contracts signed by the Investigator/co-Investigator are present in the Study Centre File.
 The contract of Dr xxx is missing in the Study Centre File.
 The contract signed with the Investigator/co-Investigator is consistent to the Protocol.
 The contract signed by the management of the hospital is missing in the Study Centre File.
 The contract signed by the management of the hospital is present in the Study Centre File
 The contract signed with the Head of the hospital is consistent to the Protocol.
 The Financial Disclosure signed by the Investigator is present in the Study Centre File.
 The Financial Disclosure signed for the Dr xxx is missing in the Study Centre File.
 No Financial Disclosure is signed for this study.
 A 1572 Form is signed for this study ?????
 The copies of the invoices and the records of payments are filed in the Study Centre File.
[bookmark: _Toc175124058][bookmark: _Toc362364374]Monitoring
 The monitoring visit log is present in the Study Centre File and is up-to-date.
 The selection visit report is present in the Study Centre File.
 There is no process of selection of Investigator site.
 The initiation visit report is present in the Study Centre File.
 The monitoring visit reports are present in the Study Centre File.
 The monitoring visit reports are reviewed by the sponsor.
 The screening log is present in the Study Centre File.
 The subject enrolment log is present in the Study Centre File.
 The End of Trial letter has been sent to all sites at the end of the study.
[bookmark: _Toc175124059][bookmark: _Toc362364375]Serious Adverse Events
 In this site, there is currently no serious adverse event.
 The SAE initial notifications are present in the Study Centre File.
 The SAE follow-up reports are present in the Study Centre File.
 In this site, there is currently no SAE follow-up report.

[bookmark: _Toc175124060][bookmark: _Toc362364376]French specificities
 The Investigator is notified to the Health Authorities.
 The Pharmacist is informed about the study.
 The information letter to the Pharmacist is present in the Study Centre File.
 The additional information to the Pharmacist is present and up to date in the Study Centre File.
 The initial advice from the CNO is sent to the Investigator.
 The Head of the Institution is informed before the beginning of the study.
 The initial information to the Head of the Institution is present in the Study Centre File.
 The Head of the Institution is informed during the course of the study.


[bookmark: _Toc362364377]Auditor's resume



[bookmark: _Toc220466604]_____
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