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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


AV : à mettre à jour avec : Italie - Decree March 31, 2008 - Definition of minimum requisites for contract research organizations (CROs) in the sector of clinical trials of medicinal products. (Décret indiqué par l'Afssaps lors d'un groupe de travail Afssaps du 25 juin 2009)
The auditors wish to thank all those who participated in the audit.
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Audit context
 The sub-contractor is working for the Sponsor since
 The sub-contractor has never experienced working for the Sponsor
 The Services provided are…
 The Contract Research Organization is audited previously.
 The Contract Research Organization has never been audited by the Sponsor.
 The corrective actions are addressed.
 There is a recent major change (acquisition / takeover)…
 This changes affected: staff, location, procedures,…
[bookmark: _Toc460403193]Audit Methodology
[bookmark: _Toc460403194]Audit Objectives
The aim of this audit is to assess:
the compliance of the quality system with the applicable references,
the adequacy of the quality system elements with the conduct of a clinical project.

The audit is conducted according to the main applicable standards :
ISO 9001:2008
European and French regulations,
ICH and French Good Clinical Practices.
[bookmark: _Toc460403195]Audit Agenda
[bookmark: _Toc74458962]The audit took place in the CRO facilities on _ and was performed by _.

Opening meeting
[bookmark: _Toc74458963]An opening meeting took place with:

Audit
The CRO audit consisted of a review of the following processes:
Quality Management System (Quality Manual, SOPs…)
Management responsibility (Management Commitment, Quality Policy, Management Review…)
Resource Management (human resources, facilities, staff qualification)
Product Realization (Project Management, Customer-related processes, Purchasing)
Measurement, analysis and improvement (Monitoring and measurement, Control of nonconforming product, Improvement…)
Interviews, site visite and documentation review are performed during the audit.
Closing meeting
A debriefing meeting took place to present and discuss the audit results with:

Audit report
The audit results reflect a non-exhaustive review of activities falling in the scope of the audit, based on the documentation provided to the Auditor and on interviews conducted during the audit.
Classification of audit findings
In this report, the findings are classified as critical, major or minor according to the Procedure for reporting of GCP inspections requested by the Committee for Medicinal Products for Human Use (CHMP), 28 March 2017:

	"APPENDIX 5 – Grading of inspection findings
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. Manipulation and intentional misrepresentation of data belong to this group.

Major
Conditions, practices or processes that might adversely affect the rights, safety or well-being 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, practises 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."




[bookmark: _Hlt470424325][bookmark: _Toc460403196]
Executive summary
[bookmark: _Toc26864461][bookmark: _Toc27455432][bookmark: _Toc27534952][bookmark: _Toc28061668][bookmark: _Toc28062569][bookmark: _Toc28062931][bookmark: _Toc28399544]CRO is a CRO specialized in clinical research / Center Phase I, located in _.

SUNNIKAN Consulting is requested to conduct the audit system _.
The audit was performed by _ on _.

The objective of the audit is to assess the compliance of the quality system elements regarding _ compared to the applicable requirements, the compliance of actions regarding _ compared to the elements of quality system, compliance of _ compared to applicable procedures, the adequacy of the different elements of the process of XXX compared to the intended goal. 

Overall, it may be noted that 

According to this audit, the subcontractor quality system is considered to be compliant with the applicable regulations, provided that the action plan related to the following findings are in place:

The main Findings concern the following:
[bookmark: _Toc348438911][bookmark: _Toc460403197]
The Service Provider
 The sub-contractor is a service provider in the following fields:
 The sub-contractor exists since
 The sub-contractor is located in
 The main activities of the sub-contractor are:

 The "business volume".
 If applicable, the Contract Research Organization authorization is present and adequate.
 The number of persons working for the Contract Research Organization is…
 The staff turnover rate is (past three years)
[Choose a finding box according to the scope of work]
Pour les audits en cours de prestations : 
lister les taches déléguées à la CRO 
vérifier qu'il y a une documentation écrite et détaillée de cette délégation

	Finding #





	Finding #
	Improvement suggestion

	
	


[bookmark: _Toc460403198]Documentation requirements (ISO §4.2)
[bookmark: _Toc460403199]Quality Manual (ISO §4.2.2)
 There is a "Quality Manual", 
 There is no Quality Manual, nor an equivalent document.
The quality manual includes:
 the scope of the quality management system, including details of and justification for any exclusions
 the documented procedures established for the quality management system, or reference to them, and
 a description of the interaction between the processes of the quality management system.
1. [bookmark: _Toc460403200]Control of Documents (ISO §4.2.3 and 4.2.4)
 There is a procedure on documentation management.
 There is no procedure on documentation management.
 The documented procedure establishes the controls needed
 to approve documents for adequacy prior to issue,
 to review and update as necessary and re-approve documents,
 to ensure that changes and the current revision status of documents are identified,
 to ensure that relevant versions of applicable documents are available at points of use,
 to ensure that documents remain legible and readily identifiable,
 to ensure that documents of external origin determined by the organization to be necessary for the planning and operation of the quality management system are identified and their distribution controlled, and
 to prevent the unintended use of obsolete documents, and to apply suitable identification to them if they are retained for any purpose.
[bookmark: _Toc460403201]Standard Operating Procedures (SOP) (ISO §4.2.1)
 There is a set of Standard Operating Procedures. A list of the applicable procedures is available, dated _.
 There is no list of the applicable procedures.
 The list of the applicable procedures is not up-to-date.
 The lifecycle of the procedures is adequate.
 Operational procedures are adequately written, identified, approved, and distributed.
 Operational procedures are not adequately written, identified, approved, and distributed.
 Operational procedures are not signed by a Manager responsible for all the staff concerned.
 Main processes are covered by operational procedures.
 Some processes are not covered by operational procedures:

 Procedures are appropriately updated.
 Procedures are consistent with the applicable regulations.
 Some procedures are not consistent with the applicable regulation:

 Training related to procedures is described in the "_" procedure.
 Training related to procedures is not described in a procedure.
 Staff is trained on the new procedures and the new versions of procedures.
 Staff is not trained on the new procedures (or new versions of procedures).
 Specific procedures are written for projects. They are managed (approval, update, distribution…) according to the "_" document.

[bookmark: _Toc460403202]Management Responsibilities (ISO 9001:2008 §5.)
[bookmark: _Toc460403203]Management Commitment / Involvement (ISO 9001:2008 §5.1.)
 The Management is involved in the Quality Management System.
 The involvement of the Management is not visible.
 There is internal communication on quality.
 There is no internal communication on quality.
1. [bookmark: _Toc460403204]Quality Policy (ISO 9001:2008 §5.3)
 The Quality Management System is based on the "_" standard.
 The Quality Management System is not based on a specific standard.
 A quality policy is defined in the "_" document and communicated and explained to the staff.
 There is no quality policy.
 The Contract Research Organization is certified for the "_" standard.
[bookmark: _Toc460403205]Quality objectives (ISO 9001:2008 §5.4.1)
 Quality objectives and quality indicators are defined according to the Quality Policy.
 There are neither quality objectives, nor quality indicators.
 The client's satisfaction is measured by…
[bookmark: _Toc460403206]Management reviews (ISO 9001:2008 §5.6)
 The Quality Management System does not include management reviews.
 Management reviews are performed every …according to the "_" procedure.
 There is no follow-up of the Management Reviews.
[bookmark: _Toc460403207]Management representative / Quality Manager (ISO 9001:2008 §5.5.2)
 A Quality Manager: _, manages ( part time/  full time) the Quality System.
 Quality management is assumed by the Head _.
 There is no Quality Manager.
 The Quality Manager position is described by the "_" Job Description.
 The Quality Manager position is not described by a Job Description.
 The Quality Manager position is described by the "_" Job Description.
[bookmark: _Toc460403208]Resource Management (ISO 9001:2008 §6.)
[bookmark: _Toc460403209]Human Resources ((ISO 9001:2008 §6.2.)
Organizational structure ((ISO 9001:2008 §6.2.1.)
 The sub-contractor is a service provider in the following fields:
 The organization of the Contract Research Organization is described in a organizational chart dated 
 The chart is updated.
 The chart is not updated.
 If applicable, the Contract Research Organization authorization is present and adequate.
Responsibilities, authority and communication (ISO 9001:2008 §5.5.1)
 The responsibilities are defined by the Top Management and communicated within the organization
 The responsibilities are not defined by the Top Management and not communicated within the organization

Job Descriptions
 There are dated and signed Job Descriptions for the whole staff.
 Some Job Descriptions are missing:
 The Job Descriptions are consistent with the chart.
 The Job Descriptions are not consistent with the chart.
 The Job Descriptions are adequate.
 The Job descriptions are not adequate.
 The Job descriptions are signed by the staff members.
 The Job descriptions are not signed by the staff members.

Competence, training and awareness (ISO 9001:2008 §6.2.2.)
The personal records were checked for the following persons:

	Name
Position
	Job Description
	CV
	Training and Qualification

	
	
	
	




Curriculum Vitae
 There are dated and signed CVs for the whole staff.
 Some CVs are missing: 
 The competencies are adequate for the project.
 The staff is selected with qualifications: 
 The competencies are not adequate for the project.
Staff Training

 There is a procedure related to the staff training: "_", version #_, dated _.
 This procedure describes the appropriate training process steps:
 assessment of the needs for training,
 training planning,
 training sessions performance,
 training documentation,
 assessment of the training efficacy.
This procedure does not describe the following training process steps:
 assessment of the needs for training,
 training planning,
 training sessions performance,
 training documentation,
 assessment of the training efficacy.
 This procedure concerns the following circumstances requiring training:
new applicants,
continuous training.
 This procedure does not cover the following circumstances requiring training:
new applicants,
continuous training.
There is no procedure related to staff training.
 Training activities are performed according to the relevant procedure and are documented.
 Training activities are not performed according to the relevant procedure:
 The training is documented in each personnel file.
 The training is documented in a database.
 The training sessions are documented in the CVs.
 There is a periodic (e.g. annual) Training Plan.
 There is no periodic (e.g. annual) Training Plan.
 The training on regulatory requirements is performed.
 The training on regulatory requirements is not performed.
 The training on pathologies and trials specific requirements is performed.
 The training on pathologies and trials specific requirements is not performed.
 Training sessions are documented:
agenda,
signature log,
training documents.
 Training sessions related to Standard Operating Procedures are performed, followed and documented.
 Training sessions efficacy is assessed.
 Training sessions efficacy is not assessed.
 Staff is appropriately trained.
 Specific training sessions for newcomers are organized.
 There is no specific training session for newcomers.
[bookmark: _Toc460403210]Staff Capacitation
 Staff is authorized.
 There is no process for staff capacitation.
[bookmark: _Toc460403211]Staff allocation for the project
 Staff allocated to the project is identified on a "Project Staff Log".
 Staff allocated to the project is not identified on a "Project Staff Log".
 Staff is not yet allocated to the project
[bookmark: _Toc460403212]Staff continuity
 There is enough staff for continuity, e.g. during holidays.
 There is not enough staff for continuity, e.g. during holidays.


[bookmark: _Toc460403213]Infrastructure (ISO 9001:2008 §6.3.)
Tour of facilities
The facilities are:
adequate,
well organized,
main characteristics:
number of rooms / sufficient room
confidentiality…
Access to the buildings
 Access to the buildings is under control.
 Access to the buildings is not under control.
 There are procedures on building security (access, alarm, fire etc) and the procedure is followed (e.g. staff leaving the company cannot access the facilities).
 There is no procedure on building security (access, alarm, fire etc).
Equipment
 Equipment is adequate.
 Equipment is not adequate.

Computerized System Validation and management


[bookmark: _Toc460403214]Purchasing (ISO 9001:2008 §7.4)
[bookmark: _Toc460403215]Purchasing process
 The organization ensures that purchased product conforms to specified purchase requirements. 
 The type and extent of control applied to the supplier and the purchased product are adequate upon the effect of the purchased product on subsequent product realization or the final product.
 The organization evaluates and selects suppliers based on their ability to supply product in accordance with the organization's requirements. 
 Criteria for selection, evaluation and re-evaluation are established.
 Records of the results of evaluations and any necessary actions arising from the evaluation are maintained.
[bookmark: _Toc460403216]Purchasing information
The purchasing requirements are defined, such as where appropriate:
 requirements for approval of the purchased product, 
 requirements for qualification of vendors personnel, 
 vendors quality management system requirements.
 The organization ensures the adequacy of specified purchase requirements prior to their communication to the supplier.
[bookmark: _Toc460403217]Verification of purchased product
 The organization establishes and implements the inspection or other activities necessary for ensuring that purchased product meets specified purchase requirements.

 The organization has a qualification process guaranteeing that the activities will be done in compliance with the applicable regulations, appropriate SOPs tools … (QC of the deliverables, follow-up audits of the supplier, maintenance of a qualified vendors list…).
[bookmark: _Toc460403218]Regulatory Compliance System
[bookmark: _Toc460403219]Regulatory Intelligence
How is the CRO aware of the local regulations?
 The applicable requirements and recommendations for the process are documented, known / spread.
 A system which guarantees the update of the regulatory documentation exists.
[bookmark: _Toc460403220]Personal Data Protection
Compliance with the Reference Methodology in France?

[bookmark: _Toc358793880][bookmark: _Toc460403221]Project management (ISO 9001:2008 §7 Product realization)
[bookmark: _Toc358793881][bookmark: _Toc460403222]Regulatory Documentation
 The applicable requirements and recommendations for the process are documented, easily available, known by the concerned staff (training evidences).
 A system which guarantees the update of the regulatory documentation exists (regulatory Intelligence).
[bookmark: _Toc358793882][bookmark: _Toc460403223]Procedures, instructions, forms, templates
 The procedures applicable for Project Management are:
· International procedures of the Sponsor:

· Local procedures of the Sponsor:

· Procedures of the Clinical Research Organization:

 There are study-specific SOPs/templates/forms designed for each project and available for the study team.
[bookmark: _Toc358793883][bookmark: _Toc460403224]Human resources devoted to Project Management
 There is a controlled system to manage operational human resources (i.e.: staff workload assessment, update, availabilities, etc.) under the responsibility of [function].
 The staff workload/availability is revised with an appropriate frequency.
 There is a specific tool to manage human resources.
 The allocation of resource is based on the following criteria:
· Maximum of x studies per PM / other ?
· Systematic allocation of administrative support for each project in addition to the Project Manager
· Systematic allocation of a Project Director depending on the project size 
· PM assigned depending on their therapeutic area knowledge or other criteria.
 Human resources allocated to the project are sufficient, adapted to the project conditions and trained on:
· Regulatory requirements
· Protocol
· Pathology
· IMP
· Applicable procedures, instructions, templates use, etc.
 Human resources allocated to the project are not sufficient / trained / adapted to the project conditions. 
 A back-up system exists to guarantee continuity of monitoring activity.
 There is no back-up system to guarantee continuity of monitoring activity.
 There is a documented handover process in case of Project Manager change.
 There is no documented handover process in case of Project Manager change.
[bookmark: _Toc358793884][bookmark: _Toc460403225]Project Management tools
 existence d'un outil pour le suivi du projet : respect des objectifs (FPI, taux recrutement) des timelines, du budget, suivi des prestataires ?
 existence d'un outil pour le suivi du monitoring : planification des visites de monitoring, tracking des CRF monitorés, des queries à résoudre/résolues, des rapports de visite rédigés, relus?
 TMF papier ou électronique ? accès pour le PM ?
 sécurisation des systèmes utilisés (accès, sauvegarde, mise en veille, validation si applicable, etc.) cf CL VSI pour plus de détails
 il existe un système de gestion des répertoires électroniques des études garantissant un accès aisé et sécurisé aux informations pour toutes les personnes autorisés : architecture prédéfinie commune à tous les projets, règles de classement (ordre, délai, responsable), règles d'identification des documents électroniques, contrôle qualité, etc.
 il existe un système de gestion des emails relatifs aux études garantissant un accès aisé et sécurisé aux informations pour toutes les personnes autorisés : architecture prédéfinie commune à tous les projets, règles de classement (ordre, délai, responsable), contrôle qualité, etc.
Project Management Plan disponible pour tous les essais ?
Autres manuels spécifique-étude disponibles ?
[bookmark: _Toc460403226]Project Management Activities
 Project management is addressed in the procedure "…" (Field of application, reference documents, responsibilities, Sponsor's involvement, quality controls…)
 The procedure describes the following steps:
 Definition of the list of the procedures used in this project. 
 The procedures used in this project are not identified.
 Definition of the applicable regulations for a particular study.
 Organization of the staff training for the project.
 Definition of Project meetings frequency. 
 Project meetings are not held on an appropriate frequency.
 Project meetings minutes. 
 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 Project Team is identified.
 The list identifying the Project Team is up to date.
 The study-related duties and functions are appropriately allocated.
 Guidelines to fill out the study documentation are defined and described.
[À completer]
_____
[bookmark: _Toc358793885][bookmark: _Toc460403227]Clinical Operations (Monitoring) (ISO 9001:2008 §7 Product realization)
[bookmark: _Toc358793886][bookmark: _Toc460403228]Regulatory Documentation
 The applicable requirements and recommendations for the process are documented, easily available, known by the concerned staff (training evidences).
 A system which guarantees the update of the regulatory documentation exists (regulatory Intelligence).
[bookmark: _Toc358793887][bookmark: _Toc460403229]Procedures, instructions, forms, templates
 The applicable procedures to the Clinical Operations System are the following:
· International procedures of the Sponsor:

· Local procedures of the Sponsor:

· Procedures of the Clinical Research Organization:

 There are study-specific SOPs/templates/forms designed for each project and available for the study team.
[bookmark: _Toc358793888][bookmark: _Toc460403230]Human resources devoted to Monitoring
 There is a controlled system to manage operational human resources (i.e.: staff workload assessment, update, availabilities, etc.) under the responsibility of [function].
 The staff workload/availability is revised with an appropriate frequency.
 There is a specific tool to manage human resources.
 The allocation of resource is based on the following criteria:
· Maximum of x sites per CRA / x studies per CRA / orther ?
· Systematic allocation of administrative support for each project in addition to CRAs 
· CRAs assigned depending on their therapeutic area knowledge.
 Human resources allocated to the project are sufficient, adapted to the project conditions and trained on:
· Regulatory requirements
· Protocol
· Pathology
· IMP
· Applicable procedures, instructions, templates use, etc.
 Human resources allocated to the project are not sufficient / trained / adapted to the project conditions. 
 A back-up system exists to guarantee continuity of monitoring activity.
 There is no back-up system to guarantee continuity of monitoring activity.
 There is a documented handover process in case of CRA change.
 There is no documented handover process in case of CRA change.
[bookmark: _Toc358793889][bookmark: _Toc460403231]Monitoring tools
 existence d'un outil pour le suivi du monitoring : planification des visites de monitoring, tracking des CRF monitorés, des queries à résoudre/résolues, des rapports de visite rédigés, relus, transmis au sponsor ?
 rapports de visite électroniques ? workflow relecture et validation ? remote access pour rédaction out of office ?
 Tools are available for the CRAs to conduct monitoring activities appropriately (e.g. checklist for investigator file preparation/control, green light checklist, forms to check IMPs on site, Source Data Verification form, etc.)
 TMF papier ou électronique ? accès pour les ARCs ?
 sécurisation des systèmes utilisés (accès, sauvegarde, mise en veille, validation si applicable, etc.) cf CL VSI pour plus de détails
 il existe un système de gestion des répertoires électroniques des études garantissant un accès aisé et sécurisé aux informations pour toutes les personnes autorisés : architecture prédéfinie commune à tous les projets, règles de classement (ordre, délai, responsable), règles d'identification des documents électroniques, contrôle qualité, etc.
 il existe un système de gestion des emails relatifs aux études garantissant un accès aisé et sécurisé aux informations pour toutes les personnes autorisés : architecture prédéfinie commune à tous les projets, règles de classement (ordre, délai, responsable), contrôle qualité, etc.
Monitoring guidelines disponibles pour tous les essais ?
Autres manuels spécifique-étude disponibles ?
[bookmark: _Toc358793890][bookmark: _Toc460403232][bookmark: _Toc255310132]Monitoring team management
 Organisation du department ?
 Reunion internes hors projet: fréquence, compte-rendu, sujets abordés
 Reunions internes specific projet :  fréquence, compte-rendu, sujets abordés
 Circuit de communication mis en place avec les CRA: efficace, appliqué?
 Boucle retro contrôle mise en place par le management
 Quality control (TMF QC, co-monitoring visits, visit reports review, etc. : qui, à quelle fréquence, quelle documentation ?
 Regular assessment des CRAs?
 Continuous training: cf CL audit système qualité

[bookmark: _Toc358793891][bookmark: _Toc460403233]Feasibility and site selection
 The CRAs are in charge of study feasibility conduct and sites selection.
 The CRAs are not in charge of study feasibility conduct and sites selection.
 There is an updated list of potential investigators (electronic or paper) available for sites identification.
 The Investigators database is managed according to local regulations regarding protection of personal data.
 There is a procedure addressing the study feasibility process.
 There is no procedure addressing the study feasibility process.
 The study feasibility survey is documented.
 There is a procedure addressing the site selection process: 
 preparation (specifications for site selection, review of database information, study feasibility survey, training on protocol, confirmation letter, confidentiality agreement collection, etc.)
 visit conduct
 visit report (template of report, timelines, review before release, etc.)
 visit follow-up (post visit letter, filing, etc.)
 There is no procedure addressing the site selection process.
 The selection visit plans to check the following points:
 investigator's interest for the study,
 investigator's qualification and training on ICH GCP
 site resources and equipment, availability
 expected subject recruitment (number or rate)
 competition with other ongoing studies
 investigator's agreement / commitment for conducting the study according to Protocol, GCP, monitoring / audits / inspections procedures
 The selection visit is performed by a CRA / a lead CRA / a Project Manager.
 The selection visit is documented.
 The selection visit is not documented.
 The final selection is supported by an appropriate documentation including non selected sites.
 The final selection is not documented.
[bookmark: _Toc358793892][bookmark: _Toc460403234]Investigators' meeting
 There is a procedure addressing the Investigator's meeting organization: 
 Preparation, trainers' appointment,
 Topics (study, pathology, GCP, safety, practical modalities)
 Training assessment, feedback and question & answers
 Training documentation 
 Actions taken following the Investigators meeting
 There is no procedure addressing the Investigator's meeting organization.
 The local regulatory requirements related to Investigator's meeting organization are known and applied.
[bookmark: _Toc255310133][bookmark: _Toc358793893][bookmark: _Toc460403235]Administrative and regulatory steps
 The CRA is in charge of submission to EC / CA / other administrative steps.
 The CRA is not in charge of submission to EC / CA / other administrative steps.
 Administrative and regulatory steps are addressed in the procedure "…" (Field of application, reference documents, responsibilities, Sponsor's involvement, quality controls…)
 Administrative and regulatory steps are not addressed in a procedure.
 The administrative and regulatory steps are known and applied.
 The procedure describes the following steps:
· EudraCT number obtaining process
· Insurance contract, the insurance certificate and its updates 
· Ethics committee submission
· [bookmark: _Toc74459001][bookmark: _Toc74459129][bookmark: _Toc175124032]Competent Authorities submission
· [bookmark: _Toc74459003][bookmark: _Toc74459131][bookmark: _Toc175124035][bookmark: _Toc248203488]Individual Data Protection
· Local and specific regulations
[bookmark: _Toc248203482] The following steps are not described in the procedure:
[bookmark: _Toc358793894][bookmark: _Toc460403236][bookmark: _Toc255310134]In-house monitoring activities
 Telemonitoring is addressed in a procedure
 the study documentation is filed regularly by the CRA
 Trackers, databases are updated regularly as planned in the related procedure
[bookmark: _Toc358793895][bookmark: _Toc460403237]Sites initiation and monitoring
[bookmark: _Toc255310135] Sites are initiated once the green light is given.
 Site visits are confirmed by email/mail and documented by a visit report
 There is a methodology to prepare the visit (review of the last report, the study status, pending queries, etc.).
 There is a Monitoring System Alert to report rapidly any noncompliance or nonconformity.
 CRF management by the CRA is addressed in the procedure "…" (Field of application, reference documents, responsibilities, Sponsor's involvement, quality controls…)
 IMP management by the CRA is addressed in the procedure "…" (Field of application, reference documents, responsibilities, Sponsor's involvement, quality controls…)
[bookmark: _Toc358793896][bookmark: _Toc460403238][bookmark: _Toc255310130][bookmark: _Toc255310141]Periodic Monitoring
 For x sites, cross-check the information of x initiation and monitoring reports/forms with the documents relative to the different administrative steps (e.g.: CPP's favorable opinion, mails…) to verify if:
·  The shipment of the trial supplies and IMPs has been done once all the administrative steps have been carried out 
·  The initiation deadlines are compliant with the contract/specifications/SOPs
 Discussion with X CRA about the following subjects to check their knowledge of SOP related to initiation visit:
· Information passed in from the CRA to the investigator and the staff involved in the study
· documents collected by the CRA
· Documents and supplies provided by the CRA
· People to meet 
· additional initiation visit to plan in case one or many participants to the trial are absent during the study initiation visit

 Interviews with x CRA and simultaneous revue of the monitoring reports upon the following subjects:
·  Informed Consents
·  On-site Document management (transmission of new versions, risk when use of expired documents)
·  Reporting of serious adverse events (to cross with the pharmacovigilance documents and phone-call and mail exchanges) 
·  Management of the payment of the investigators
·  Check-up of the CRF data compared with the source data (cross-check with the CRF pages displayed at the headquarters)
·  Data-clarifications management
·  Classification of the documents in the DSE
·  Transmission of the data to the data management
·  Follow-up of the trial with a dashboard
·  Tracking and products accounting for the clinical trial : (cross-check the information of the CRA's CTP accounting forms and the one's of the CTP Unit, with the acknowledgements of receipt and the shipments sent to the sites)
·  Return conditions of the CTP to the sponsor or desctruction
·  Monitoring reports :
Are the deadlines for writing the reports respected?
Is the content sufficient? (accurate, detailed, complete)?
If written in english, is the CRA level important enough to prevent a lack of information?
Are they consistently reread and by whom?
Does a validation system exist?
Evaluation of the adequation between the visit frequency and the number of patients / workload?
Is a corrective action system set-up, when necessary?


[bookmark: _Toc460403239]Measurement, analysis and improvement (ISO 9001:2008 §8.)
[bookmark: _Toc460403240]Customer satisfaction (ISO 9001:2008 §8.2.1)
 The organization measures the performance of the quality management system.
 The organization monitors information relating to customer perception as to whether the organization has met customer requirements. 
 The methods for obtaining and using this information are determined.
[bookmark: _Toc460403241]Internal Audits (ISO 9001:2008 §8.2.2)
 The Contract Research Organization is audited by other clients:
 Audits are performed (internal or study or sub-contractors) according to an annual program.
 No a udit is performed.
 There is a procedure on "Audits".
 There is no procedure on "Audits".
 Auditors are independent.
 Auditors are not independent.
 Auditors are adequately trained.
 Auditors are not adequately trained.
 System audits are performed.
 System audits are not performed.
 There is an Audit Plan.
 There is no Audit Plan.

[bookmark: _Toc460403242]Action plans
 Actions are taken and followed after the audit.
 No actions are taken and followed after the audit.
 Action plans include corrective and preventive actions.

[bookmark: _Toc460403243]Control of non-conforming product (ISO 9001:2008 §8.3)
 Non-compliance or feedback information are collected, identified and analysed (system).
 There is no specific system to collect and analyse non-conformities or other feedback.
 There are corrective actions.
Quality controls
 Quality controls are performed by _ on 
 No Quality controls are performed
 Quality controls are documented.
 Quality controls are not documented.
 There are quality metrics
 There is no quality metric
[bookmark: _Toc460403244]Analysis of data (ISO 9001:2008 §8.4)
The analysis of data provides information relating to
 customer satisfaction (see 8.2.1),
 conformity to product requirements (see 8.2.4),
 characteristics and trends of processes and products, including opportunities for preventive action (see 8.2.3 and 8.2.4), and
 suppliers (see 7.4).

[bookmark: _Toc460403245]Improvement (ISO 9001:2008 §8.5)
Continual improvement (ISO 9001:2008 §8.5.1)
 The organization continually improves the effectiveness of the quality management system through the use of the quality policy, quality objectives, audit results, analysis of data, corrective and preventive actions and management review.
CAPA (ISO 9001:2008 §8.5.2 and §8.5.3)
There is a documented procedure describing the requirements for:
 reviewing nonconformities (including customer complaints),
 determining the causes of nonconformities,
 evaluating the need for action to ensure that nonconformities do not recur,
 determining and implementing action needed,
 records of the results of action taken (see 4.2.4), and
 reviewing the effectiveness of the corrective action taken.


[bookmark: _Toc460403246]Auditors Curriculum Vitae

_____
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