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[bookmark: _Toc482689420]

[bookmark: _Le_projet_d'étude][bookmark: _Toc450657052]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 Laboratory was audited previously.
 The Laboratory 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,…

LABO PHARMA is a pharmaceutical laboratory ….sponsor of a Phase X clinical study based on …:
"Clinical study name" (Protocol number XXX)
In this clinical trial, the following bioanalysis will be performed by BIOANALYTICAL LAB:
…
BIOANALYTICAL LAB is a CRO specialized in …

At the date of the audit, XX patients were already enrolled in the trial.
XX clinical trial samples were already analysed.

Within the context of this clinical trial, LABO PHARMA has appointed Sunnikan Consulting to conduct an audit of BIOANALYTICAL LAB.

[bookmark: _Toc450657053]Audit Methodology
[bookmark: _Toc450657054]Audit objectives
This audit is performed to assess the quality system and bioanalysis related processes of BIOANALYTICAL LAB, to ensure BIOANALYTICAL LAB is able to fulfil the duties and functions delegated by LABO PHARMA for the analysis of trial samples in the framework of the XXX clinical trial. In this purpose the following processes were reviewed:
Quality Management System (including staff qualification and training, Standard Operating Procedures)
Trial facilities, equipment, materials and reagents management (including Computerized system validation)
Bioanalysis planning, realization and reporting Processes
Clinical samples management
Records and archiving
IT security and Business Continuity

The audit was conducted according to the main applicable standards:
[bookmark: _Toc450657055]Audit agenda
[bookmark: _Toc74458962]The audit took place in the Bioanalysis Laboratory on _ and was performed by _ according to an audit agenda previously sent to …
If needed, paste the audit agenda

[bookmark: _Toc450657056]Opening meeting
[bookmark: _Toc74458963]An opening meeting took place with:
· 
[bookmark: _Toc450657057]Audit
The CRO audit consisted of a review of:
· Quality Management System (including staff qualification and training, Standard Operating Procedures)
· Trial facilities, equipment, materials and reagents management (including Computerized system validation)
· Bioanalysis planning, realization and reporting Processes
· Clinical samples management
· Records and archiving
· IT security and Business Continuity
Interviews, site visit and documentation review were performed during the audit.
[bookmark: _Toc450657058]Closing meeting
A debriefing meeting took place to present and discuss the audit results with:

Finding grading
The improvement suggestions included in this report are only advices. They are not based on a prior assessment of costs/timelines/quality objectives of the CRO. They do not represent by themselves the appropriate actions plan and should be considered within the global context.

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.
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."




The improvement suggestions included in this report are only advices. They are not based on a prior assessment of costs/timelines/quality objectives of the Central Laboratory. They do not represent by themselves the appropriate actions plan and should be considered within the global context.



[bookmark: _Toc249691803]

[bookmark: _Toc450657060]Executive summary
Copy "audit context"

The aim of this audit is to assess….
The audit took place in the Bioanalysis Laboratory on _ and was performed by _.

Overall it has been noted that…

The main findings are:





[bookmark: _Toc348438911][bookmark: _Toc450657061][bookmark: _Toc293304309]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)
The laboratory has the following certificates:
Last GLP "certification"?

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 #






[bookmark: _Toc450657062]Laboratory organization and quality system
[bookmark: _Toc450657063][bookmark: _Toc249691807][bookmark: _Toc357370105][bookmark: _Toc249691808]Laboratory Organization
	"6.1. Organisation
Roles and responsibilities within a laboratory should be established and documented prior to the initiation of analytical work. These will include but not be limited to identifying personnel that are responsible for laboratory management, quality assurance, scientific analysis, reporting and archiving.
It is the responsibility of laboratory management to ensure that laboratory personnel are appropriately trained and qualified to perform the roles and responsibilities assigned to them. 
Laboratory management should ensure that each individual involved in the analysis of clinical trial samples has a current job description detailing the individual’s role and responsibilities within the laboratory." (Reflection paper for laboratories that perform the analysis or evaluation of clinical trial samples, EMA, February 2012)


☐ The Laboratory organization is described in an organizational chart dated XXX, signed XXX
☐ The chart is updated.
☐ The chart is not updated 
☐ The organizational chart is approved by the XXX

	For more details : See Checklist A_LAM_Central_Laboratory_CL : Part "Central Laboratory Organization"



[bookmark: _Toc450657064]Staff qualification and training 
[bookmark: _Toc450657065]Qualification and CVs

	For more details : See Checklist A_LAM_Central_Laboratory_CL : Same section 



[bookmark: _Toc450657066]General training process
	For more details : See Checklist A_LAM_Central_Laboratory_CL : Same section 



[bookmark: _Toc450657067]Regulatory trainings
	For more details : See Checklist A_LAM_Central_Laboratory_CL : Same section 



[bookmark: _Toc450657068]Technical training

	For more details : See Checklist A_LAM_Central_Laboratory_CL : Same section 



[bookmark: _Toc450657069]Job descriptions

	For more details : See Checklist A_LAM_Central_Laboratory_CL : Same section 



[bookmark: _Toc450657070]Laboratory Quality System
	The following recommendation on quality assurance is provided to assist in the development of quality systems and to provide examples of best practice.
Commission Directive 2005/28/EC requires that; “the necessary procedures to secure the quality of every aspect of the trials shall be complied with”. Consequently, quality systems should be developed which include in-process quality control procedures and independent quality assurance audits designed to ensure data integrity and safeguard patient safety and confidentiality.
It is strongly recommended that facilities assess and document their approach to the implementation of quality assurance processes. Factors to consider in this assessment include, but are not limited to, the nature of the work performed, the number of trials conducted (or samples analysed) and the resources available to support the laboratory’s operations.
The frequency, duration and content of quality assurance checks will vary depending on the nature of the work conducted by the laboratory. However, QA programmes should always be designed to assure compliance with the relevant European Union Directives, associated guidance and the facility’s internal policies and SOPs. (Reflection paper for laboratories that perform the analysis or evaluation of clinical trial samples, EMA, February 2012)



 Quality management is assumed by _
 La planification de la démarche qualité …
 Le système de documentation qualité est / n'est pas encore bien défini.
[bookmark: _Toc450657071]Quality Assurance Processes

	For more details : See Checklist System_CL : Part 9 "Quality managementy system" :
"Quality Policy/Quality Objectives/Managment review/Quality Manual/Quality Manager"



[bookmark: _Toc450657072]Quality Manager
	For more details : See Checklist A_LAM_Central_Laboratory_CL : Same section 



[bookmark: _Toc450657073]Procedures and forms
 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.:
· "The preparation and review of contracts and agreements. 
· The way in which the analysis or evaluation of clinical trial samples is performed and reported.
· Issues linked to patient safety and confidentiality such as expedited reporting of results, issues associated with unblinding and blinding samples and procedures for dealing with the receipt of unexpected, unscheduled or poorly labelled samples. 
· Procedures for the receipt, storage and processing of samples and reference materials. 
· Policies that control the installation, validation, calibration, maintenance and servicing of apparatus, equipment and computerised systems. 
· The retention of trial data and non trial-specific records. 
· Quality assurance and quality control functions. 
· Staff training. "

 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.


	For more details : See Checklist A_LAM_Central_Laboratory_CL : Same section 



[bookmark: _Toc450657074]Internal Audits 

	For more details : See Checklist A_LAM_Central_Laboratory_CL : Same section 



[bookmark: _Toc357370134][bookmark: _Toc450657075]Sub-contracting management
	"If analysis or evaluation of clinical trial samples is sub-contracted to another laboratory, the ability of the sub-contractor to perform the work must be assessed prior to its initiation. Particular attention should be paid to staff training.
Before placing work with a sub-contractor, the sponsor, or their representative, should be informed and, if necessary, the contract with the sponsor amended.
A contract or service level agreement should be implemented between the two laboratories prior to the initiation of any work. Any such contract or service level agreement should clearly state roles and delegated tasks and the scope and nature of the work that will be undertaken by the sub-contractor. Care should be taken to ensure that contracts do not conflict with the requirements of the clinical trial protocol, work instruction or the contract between the analytical laboratory and the sponsor."
(Reflection paper for laboratories that perform the analysis or evaluation of clinical trial samples, EMA, February 2012)




	For more details : See Checklist A_LAM_Central_Laboratory_CL : Same section 



[bookmark: _Toc450657076]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.

	For more details : See Checklist A_LAM_Central_Laboratory_CL : Same section 



[bookmark: _Toc450657077]Control of non-conformities and deviations 
 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: _Toc450657078]CAPA 
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: _Affectation_du_personnel][bookmark: _Toc142827675][bookmark: _Toc450657079]Facilities

	"6.14. Facilities
Laboratories which conduct work in support of a clinical trial should be of suitable size, construction and location to meet the requirements of the work being performed. 
The design of the facility should provide an adequate degree of separation of different activities to assure the proper conduct of the work. 
In order to maintain sample integrity, consideration should be given to arrangements for sample receipt, tracking and storage. It is essential that adequate and appropriate storage conditions are maintained that will protect sample integrity and prevent cross-contamination. 
Facility personnel should ensure that appropriate procedures are in place for waste storage, collection and disposal. Procedures for decontaminating laboratories and their equipment should be considered where relevant." (Reflection paper for laboratories that perform the analysis or evaluation of clinical trial samples, EMA, February 2012)


[bookmark: _Toc293304332][bookmark: _Toc450657080]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).
[bookmark: _Toc450657081]Laboratory facilities
 Sample integrity, consideration should be given to arrangements for sample receipt, tracking and storage.
 Appropriate storage conditions are maintained that will protect sample integrity and prevent cross-contamination.
 Procedures are in place for :
waste storage, collection and disposal
decontaminating laboratories and their equipment
	For more details : See Checklist A_LAM_Central_Laboratory_CL : Same section 



[bookmark: _Toc450657082]Equipment
	"6.15.
Equipment maintenance
All equipment used to conduct clinical analysis should be fit for its intended purpose. As a minimum, equipment should be regularly maintained by suitably qualified persons and any maintenance documented.
Prior to use, analytical equipment should be subject to an appropriate level of user acceptance testing, by a suitably qualified person to demonstrate that the equipment is fit for its intended purpose. Any such tests should be documented and the records retained as long as the trial records to which the sample analyses relate (i.e. it may be necessary to retain the records beyond the decommissioning and retirement of the equipment).
Apparatus should be periodically inspected, cleaned, maintained and calibrated according to standard operating procedures or the manufacturer’s manuals. Records of these activities should be maintained. Calibration should, where appropriate, be traceable to national or international standards of measurement. Calibration frequency will be determined by management or their representatives and should be designed to ensure that all equipment remains fit for purpose."
 (Reflection paper for laboratories that perform the analysis or evaluation of clinical trial samples, EMA, February 2012)



 Equipment used are periodically inspected, cleaned, maintained, and calibrated, as appropriate.
 Equipment used are not periodically inspected, cleaned, maintained, and calibrated, as appropriate.
 Records of such maintenance and any unscheduled maintenance or calibration are retained.
 Records of such maintenance and any unscheduled maintenance or calibration are not retained.

 Equipment Documentation:
 liste du matériel
 registre de maintenance et fiche de maintenance :
 références fournisseur,
 numéro de téléphone de la maintenance,
 fonctionnement de l'appareil,
 maintenance, entretiens spécifiés, calibration,
 démarche à suivre pour exécuter les examens,
 consignes de fin de tâche.
 Manuel Utilisateur
 Les appareils sont "périodiquement et efficacement inspectés, nettoyés, entretenus et vérifiés selon la procédure en vigueur." (§ "Règles de fonctionnement, §3 du GBEA 1999)

[bookmark: _Toc450657083]Reagents

	For more details : See Checklist A_LAM_Central_Laboratory_CL : Same section 



[bookmark: _Toc450657084]Internal Quality Controls

	For more details : See Checklist A_LAM_Central_Laboratory_CL : Same section 



[bookmark: _Toc450657085]Sample storage facilities

	For more details : See Checklist A_LAM_Central_Laboratory_CL : Same section 



[bookmark: _Toc450657086]Server room

	For more details : See Checklist A_LAM_Central_Laboratory_CL : Same section 



[bookmark: _Toc450657087]Archive

	For more details : See Checklist A_LAM_Central_Laboratory_CL : Same section 



[bookmark: _Toc450657088]Study Specificities
[bookmark: _Toc450657089]Contractual agreements
 Cahier des charges établis?

 Contractual agreements between relevant parties should be in place prior to the initiation of any work
Date signature contrat: 
Date première réception d'échantillons : 

	For more details : See Checklist A_LAM_Central_Laboratory_CL : Same section 



[bookmark: _Toc449969110][bookmark: _Toc450657090][bookmark: _Toc357370132][bookmark: _Toc357370128]Analytical Plan

	"Under most circumstances the laboratory will be provided with a copy of the full clinical trial protocol (and amendments). As a minimum the laboratory should be provided with the sections of the clinical protocol which are relevant to the work that they are contracted to perform. 
The laboratory should be able to verify with the sponsor that the protocol (or part there of) provided is current and has not been subject to amendments. 
A mechanism should be agreed with the sponsor or their representative to ensure that any amendments to the clinical protocol that are relevant to the work of the laboratory are supplied accordingly." 
 (Reflection paper for laboratories that perform the analysis or evaluation of clinical trial samples, EMA, February 2012)



☐ A written Analytical Plan is produced by the laboratory prior to initiation of the work (GCLP, §9, RQA)
☐ The Analytical Plan is approved, dated and signed by the Analyrtical plan manager and the Sponsor
☐ Any deviation from the Analytical Plan is described, explained, Aknowledge and dated in a timely manner by the Analytical Plan Manager and sponsor
☐ The Analytical Plan should be sufficiently detailed to provide clear instruactions to those undertaking the work and contain, but not limited to the following information:
· Generalities : 
☐ A descriptive title.
☐ A statement which reveals the nature and purpose of the test.
☐ Name and address of the Analytical Project Manager and the phases of the study delegated by the Investigator/sponsor
☐ Name and address of the Investigator
☐ Name and address of any trial facility
☐ Name and address of the sponsor.
☐ Information Concerning the Sponsor and Trial Facility
☐ A unique identifier that link the work within the analytical plan to the trial protocol whilst retaining the chain of custody and identity of all trial samples.
· Analytical Process : 
☐ Reference to published analytical methods.
This should detailed information on the analytical design, methods, materials and conditions, type and frequency of analysis, measurements, observations and examinations to be performed.
☐ Analytical Process
☐ The preparation and shipment of materials such as sample kits to be used in the collection of trial materials must be covered by analytical plan. A separate plan for the preparation of trial packs could be produced or such logistics could be included in the analytical plan.
☐ The type and number of trial materials to be received by the trial facility
☐ The method or procedure and conditions under which trial materials are transported from one location to another
☐ For “blinded” or “coded” trials the conditions of blinding and the unblinding procedure to be followed
· Records : 
☐ A list of records to be retained and their location on completion of the work
☐ Method of reporting results
· Dates : 
☐ The date of approval of the analytical plan by signature of the Analytical Project Manager, Investigator and the Sponsor.
☐ The proposed starting and completion dates for the work.
· Quality
☐ The Quality Audit to be performed to assure the quality and integrity of the data generated and the accuracy of its reporting
☐ The Analytical Plan is retained as part of records for the trial
☐ The laboratory received the necessary documents to fulfill its tasks (protocol, etc..)
☐ In case of protocol amendment, there is a documentation in the laboratory files for evaluation by the sponsor or the laboratory if this would have impact on the bioanalytical work.
☐ The laboratory manual is adapted to reflect the study protocol amendments

	"Content of the Analytical Plan
The analytical plan should be sufficiently detailed to provide clear instruction to those undertaking the work and contain, but not be limited to, the following information:
Identification of the work
a) A descriptive title.
b) A statement that indicates the nature and purpose of the work.
c) A unique identifier that will link the work within the analytical plan to the trial protocol while retaining the chain of custody and identity of all trial samples.
Information Concerning the Sponsor and the Trial Facility
d) Name and address of the Sponsor.
e) Name and address of the Investigator.
f) Name and address of the Trial Facility.
g) Name of the Analytical Project Manager.
Dates
h) The date of agreement to the analytical plan by signature of the Analytical Project Manager and the Sponsor.
i) The proposed starting and completion dates for the work.
Analytical Process
j) The methods to be used during the analysis of trial materials. Reference to published analytical methods may also be made. This should include detailed information on the analytical design, methods, materials and conditions, type and frequency of analysis, measurements, observations and examinations to be performed.
k) The preparation and shipment of materials such as sample kits to be used in the collection of trial materials must be covered by an analytical plan. A separate plan for the preparation of trial packs could be produced or such logistics could be included in the analytical plan.
l) The type and number of trial materials to be received by the trial facility.
m) The method and condition under which trial materials are transported from one location to another.
n) For “blinded” or “coded” trials the conditions of blinding and the unblinding procedures to be followed.
Records
o) A list of the records to be retained and their location on completion of the work.
p) Method of reporting results.
Quality Audit
q) The quality audit to be performed to assure the quality and integrity of the data generated and the accuracy of its reporting." (Good Clinical Laboratory Practice, World Health Organization, 2009)




[bookmark: _Toc450657091]Planning of bioanalysis process
 The laboratory was provided with a copy of the full clinical trial protocol (and amendments)
 As a minimum the laboratory was provided with the sections of the clinical protocol which are relevant to the work that they are contracted to perform.
 A mechanism should be agreed with the sponsor or their representative to ensure that any amendments to the clinical protocol that are relevant to the work of the laboratory are supplied accordingly.

[bookmark: _Toc450657092] Communication between the Sponsor and the Laboratory
 Prior to the initiation of analytical work, lines of communication are established between the sponsor or their representative and the individual who is responsible for coordinating the laboratory analysis:
report anomalous results which may impact on trial subject safety?
serious deviations from the work instruction, clinical trial protocol or contract/agreement
timelines for reporting of results
mechanism to ensure that the laboratory is informed in a timely manner of what actions to implement if consent is withdrawn

	For more details : See Checklist A_LAM_Central_Laboratory_CL : Same section 



[bookmark: _Toc450657093]Patients / subject safety and Informed Consent matters
Procédures relatives :
à la sécurité des patients,
qualité des résultats

	"The safety of trial patients or subjects takes precedence over any other aspect of the trial. Consequently, prior to the initiation of laboratory work, lines of communication should be established with the sponsor, or their representative, and with the investigators, to ensure that any issues that may impact on patient/subject safety are reported without delay. These may include, but are not limited to, the reporting of unexpected or out of range results and significant deviations from the protocol or work instructions". (Reflection paper for laboratories that perform the analysis or evaluation of clinical trial samples, EMA, February 2012)
Informed consent
"There should be a mechanism to ensure that the laboratory is informed in a timely manner of what actions to implement if consent is withdrawn. While the responsibility for providing this information primarily resides with the sponsor, the laboratory should exercise due diligence. "
"Reflection paper for laboratories that perform the analysis or evaluation of clinical trial samples recommended that these factors be considered and documented in the contractual agreement or other relevant documentation prior to the initiation of any analytical work". (Reflection paper for laboratories that perform the analysis or evaluation of clinical trial samples, EMA, February 2012)



[bookmark: _Toc142827701][bookmark: _Toc450657094]Analytical Phase
[bookmark: _Toc450657095][bookmark: _Toc357370170]Samples transport to the Laboratory
	For more details : See Checklist A_LAM_Central_Laboratory_CL : Same section 



[bookmark: _Toc450657096]Samples tracking by the Laboratory

	For more details : See Checklist A_LAM_Central_Laboratory_CL : Same section 



[bookmark: _Toc450657097]Samples receipt at the Laboratory 

	For more details : See Checklist A_LAM_Central_Laboratory_CL : Same section 



[bookmark: _Toc450657098][bookmark: _Toc357370168]Samples de-identification 
Si nécessaire, les échantillons biologiques sont anonymisés

	"On arrival, or prior to processing, each sample and requisition form should be examined to ensure that its label does not display information which reveals the full identity of the trial subject. If information is recorded on the label which compromises the trial subject’s right to privacy, it should be masked. Care should be taken not to obliterate other information which may be needed to identify the sample during analysis or evaluation.
It would not be appropriate to permanently delete information on a label if there was no other way of identifying the sample. In such cases the trial subject’s full personal details should be masked and a unique identifier assigned to the sample by the laboratory.
The above paragraphs may not be applicable in situations where samples remain within the confines of a hospital where local procedures ensure the confidentiality of trial subjects. However, care must always be taken to ensure the requirements of the clinical protocol are followed and blinding is not compromised." (Reflection paper for laboratories that perform the analysis or evaluation of clinical trial samples, EMA, February 2012)



Procédure de réception des échantillons :
modalités de réception (prise en compte des jours où le Laboratoire est fermé),
garanties de confidentialité vis-à-vis des patients,
système d'identification des prélèvements,
contrôles réalisés à la réception des échantillons et leur documentation :
conformité aux spécifications du laboratoire :
identité du patient sur l'échantillon et sur la prescription
conformité du récipient aux analyses prescrites (anticoagulant, volume de l'échantillon),
intégrité du récipient (absence de fuite)
respect des conditions de transport préconisées (durée maximale, température)

0. [bookmark: _Toc450657099]Blinding/Unblinding
	"6.20. Blinding/unblinding
In many cases clinical trials will be blinded. Maintaining the integrity of the blinding process is an essential part of conducting a clinical trial. If the blinding is compromised the validity of the trial may be put at risk.
The sponsor is responsible for ensuring that appropriate measures are implemented to ensure blinded individuals are not party to information which will compromise the blinding. Laboratories that perform the analysis or evaluation of clinical trial samples should exercise due diligence to ensure they do not inadvertently compromise the blinding process.
In situations where samples from blinded trials are supplied to a laboratory and the data generated by the laboratory may unblind the trial, it is important that data is only sent to an established point of contact.
It is not uncommon for analytical laboratories to be asked to unblind trials so that analysis is not performed on samples collected from trial subjects who have been given a placebo treatment. In such cases, it is imperative that the laboratory has a documented policy (ies) detailing how results will be communicated to the sponsor or their representative. Such policies may cover the reblinding of samples and safeguards that have been implemented to ensure that unblinded results are not disseminated in a manner that may comprise the integrity of the trial.
If laboratories are supplied with the codes necessary to unblind trial samples, the sponsor or its representative should ensure that the unblinding procedures are discussed and agreed with the laboratory personnel. This information should be stored securely and only be accessed by authorised laboratory personnel." (Reflection paper for laboratories that perform the analysis or evaluation of clinical trial samples, EMA, February 2012)



[bookmark: _Toc450657100]Samples storage prior the testing
Les conditions de stockage requises sont documentées.
Les conditions de stockage sont monitorées.
Les réfrigérateurs et les congélateurs sont monitorés. La plage de températures attendue est spécifiée. Le monitoring est enregistré.
Les sondes de températures sont calibrées périodiquement.
Le laboratoire possède suffisamment de capacité de stockage, incluant une redondance en cas de panne d'un appareil.
Il existe une procédure de stockage des échantillons biologiques, incluant :
la conduite à tenir en cas d'écart de température
	"The required sample storage conditions as specified by the clinical trial protocol should be included in the work instruction or associated documentation. Laboratory staff should monitor storage conditions in order to provide evidence that the samples have been stored in a way that ensures they remain fit for purpose. 
Refrigerators or freezers used for the storage of clinical samples should be monitored to ensure they are operating within acceptable parameters. Procedures should be implemented to ensure that prompt action is taken if the acceptable limits are breached. Evidence of monitoring and action taken in the event of any excursions from the specified ranges should be documented and retained. Equipment used to monitor temperature should be subject to periodic calibration. 
Adequate provision should be made to ensure that laboratories have sufficient spare capacity for the storage of chilled and frozen samples, should a refrigerator or freezer malfunction." (Reflection paper for laboratories that perform the analysis or evaluation of clinical trial samples, EMA, February 2012)


[bookmark: _Toc450657101]Analysis

The work should be conducted in accordance with the Trial Protocol and the analytical plan.

All data generated during the conduct of the analytical phase should be recorded :
directly, 
promptly, 
accurately, 
and legibly. 
These entries should be signed or initialled and dated.

Any change in the data should be made so as not to obscure the previous entry, and should indicate the reason for the change and should be identified by date and signed or initialled by the individual making the change.

Trial material should be analysed and reported within a time frame consistent with patient safety issues and trial protocol, analytical plan, standard operating procedure and any contractual requirements.

	For more details : See Checklist A_LAM_Central_Laboratory_CL : Same section 



[bookmark: _Toc450657102]Quality Controls

	For more details : See Checklist A_LAM_Central_Laboratory_CL : Same section 



[bookmark: _Toc450657103]Repeated analysis
Il existe une procédure de ré-analyse, précisant :
les modalités de ré-analyse (ex : résultats hors-normes),
la définition du résultat final conservé,
les modalités de réalisation de la ré-analyse (ex : portant sur tous les résultats ou sur seulement le paramètre hors norme)…
	For more details : See Checklist A_LAM_Central_Laboratory_CL : Same section 



	"6.11. Repeat analysis
Acceptance criteria for each method of analysis and the circumstances that allow repeat analysis should be clearly defined and documented. 
Repeat analyses should only be undertaken in accordance with a documented policy. Such a policy may be detailed in a standard operating procedure, or if there are specific requirements for a particular trial, this information may form part of the contract or work instruction. It is never acceptable to selectively report data; consequently, the rationale for performing the repeat analysis and the reason for the selection of the data points that will be reported should be transparent and should be documented." (Reflection paper for laboratories that perform the analysis or evaluation of clinical trial samples, EMA, February 2012)



[bookmark: _Toc450657104]Deviation management


	"The impact of any deviations from the laboratory’s standard operating procedures or documented policies should be assessed and documented. Where there is potential for a deviation to impact on the integrity or reliability of the trial data, patient or subject confidentiality, consent or safety, appropriate procedures should be implemented to ensure the issue is reported immediately to the sponsor or their representative and, if appropriate, to the investigator." (Reflection paper for laboratories that perform the analysis or evaluation of clinical trial samples, EMA, February 2012)


[bookmark: _Toc450657105][bookmark: _Toc357370133]Post-analytical phase
[bookmark: _Toc450657106]Study modification management

	"Laboratories should not perform any work on clinical trial samples that is not specified in the clinical trial protocol. If additional work is requested by the sponsor or their representative all relevant documentation must be amended prior to the initiation of the additional analysis or evaluation. The laboratory should seek assurance from the sponsor that the additional work does not conflict with the requirements of the clinical trial protocol, compromise the informed consent given by the trial subjects or impact on the ethics committee approval and/or the authorisation given by the competent authority. 
It should be noted that patient/subject safety is of primary importance. Consequently, if unscheduled analysis or evaluation is required for urgent clinical reasons, for example, as a result of adverse events, then it should not be delayed because it is not stipulated in the clinical trial protocol, the work instruction or the contract. Laboratories should maintain a documented policy detailing how they would address this type of situation." (Reflection paper for laboratories that perform the analysis or evaluation of clinical trial samples, EMA, February 2012)



[bookmark: _Toc450657107][bookmark: _Toc357370136]Data handling

	For more details : See Checklist A_LAM_Central_Laboratory_CL : Same section 



[bookmark: _Toc450657108]Data reporting

	For more details : See Checklist A_LAM_Central_Laboratory_CL : Same section 



[bookmark: _Toc450657109]Reporting of abnormal values

	"The safety of trial patients or subjects takes precedence over any other aspect of the trial. Consequently, prior to the initiation of laboratory work, lines of communication should be established with the sponsor, or their representative, and with the investigators, to ensure that any issues that may impact on patient/subject safety are reported without delay. These may include, but are not limited to, the reporting of unexpected or out of range results and significant deviations from the protocol or work instructions. 
The need to expedite the reporting of results should always be considered and discussed with the sponsor or their representative prior to the initiation of any laboratory work." (Reflection paper for laboratories that perform the analysis or evaluation of clinical trial samples, EMA, February 2012)



[bookmark: _Toc450657110]Sample retention and destruction

	For more details : See Checklist A_LAM_Central_Laboratory_CL : Same section 



[bookmark: _Toc450657111]Reporting of results
Il existe des procédures et des modes opératoires qui définissent le processus de transmission des résultats.
Modes possible de transmission des comptes rendus.
Sécurité du transfert des données.
accusé de réception des résultats

	"6.13. Reporting
The way in which data will be reported and the number of reports that will be generated should be agreed with the sponsor or their representative prior to initiation of the work. This agreement should be documented in the contract or the work instructions. 
Depending on the circumstances, it is acceptable to report data in a number of different ways. These may include, a report which contains data, interpretation of results and conclusions or alternatively, the results of clinical analysis may simply be supplied as electronic source data or printouts from the analytical equipment used to perform the testing. Regardless of how data is reported it must be accurate and complete. 
Data may be sent to the sponsor or their representative and to the investigator as hard paper copy or electronically. Whichever method is used, it is recommended that the means by which data are transferred are checked to ensure that the data sets sent have been received in their entirety, especially if results are sent using, for example, e-mail attachments or internet portals. 
Interim datasets or reports which are used to make either patient-specific or trial-related decisions should be retained so that the basis upon which the decisions were made can be verified." (Reflection paper for laboratories that perform the analysis or evaluation of clinical trial samples, EMA, February 2012)



[bookmark: _Toc450657112]Analytical results
	"Analytical results
Analytical results should be appropriately and accurately reported. Such reports should include but not necessarily be limited to the following:
a) Identification of the analytical work by unique identification number.
b) The clinical trial number.
c) Identity of the Sponsor.
d) Identity of the trial facilities and the Investigator to whom the results are directed.
e) Name of the Analytical Project Manager.
f) Presentation of the results."
(Good Clinical Laboratory Practice, World Health Organization, 2009)




[bookmark: _Toc450657113]Quality control
	"The trial facility should maintain appropriate quality control procedures to ensure the quality and accuracy of all aspects of the work performed and reported.
Where appropriate, test facilities should subscribe to membership of external accreditation/performance/proficiency schemes to demonstrate the competency of the work performed."
(Good Clinical Laboratory Practice, World Health Organization, 2009)



QC 100% des données brutes?
[bookmark: _Toc450657114]Quality audit
	"Independent auditing of the trial facility should be conducted to assure compliance with the trial protocol, analytical plan, standard operating procedures and these principles.
Facilities, systems, equipment, methods, quality control procedures, personnel, reports and documentation should be audited at intervals following a prearranged programme.
Audits should be conducted by a competent person(s) designated by trial facility management. This person(s) should be independent of the work being audited. Independent audits by external experts may also be utilized.
All audit results should be recorded. Reports of the audits should contain all the observations made during the audit and, where applicable, any corrective actions.
Analytical Project Managers and Trial Facility management should respond to these audit reports in a timely manner.
Any corrective actions indicated should be tracked to ensure appropriate implementation. 
On the satisfactory completion of an audit, an audit certificate should be produced, which identifies the activities audited, and an indication of the compliance of those activities with this guideline." (Good Clinical Laboratory Practice, World Health Organization, 2009)




[bookmark: _Toc450657115]Rapport final
	"It is appropriate to indicate in trial reports or other supporting documentation that the analysis or evaluation of samples has been performed in compliance with the relevant national and international regulations and guidance." (Reflection paper for laboratories that perform the analysis or evaluation of clinical trial samples, EMA, February 2012)



	"Content of the Analytical Report
An analytical report should contain, but not be limited to, the following:
a) Identification of the analytical work by a descriptive title and identification number;
b) The clinical trial number;
c) Name and address of the Sponsor;
d) Name and address of the Investigator(s);
e) Name and address of any trial facilities and any investigator sites involved; including identity of any Investigators;
f) Name and address of the Analytical Project Manager;
g) The start and completion dates of the laboratory work;
h) A Quality Audit Certificate;
i) Description of methods and materials used including data manipulation techniques and any statistical methods used;
j) Presentation of the results;
k) All information and data required by the analytical plan;
l) The location(s) where the analytical plan, any specimens required to be retained, data and the final analytical report are to be stored." (Good Clinical Laboratory Practice, World Health Organization, 2009) 



[bookmark: _Toc450657116]Bioanalytical Method validation

	For more details : See Check list Validation




[bookmark: _Toc357370181][bookmark: _Toc450657117][bookmark: _Toc29368310]Archiving and study documentation

	"6.21. Retention of data
Documents should be retained in accordance with the requirements of GCP and national legislation. 
Facilities should be available for the secure storage of clinical trial data (including source data). Facilities should be suitably designed and constructed to accommodate the types of material that will be archived. Archive design and environmental conditions should protect contents from untimely deterioration and should safeguard the confidentiality of any trial participants. 
Archives may take a number of different forms including a building or room specifically designated for the retention of trial materials, a fireproof safe or lockable cabinet. All archive facilities should be secure to prevent unauthorised access to the retained materials. 
Non trial-specific data such as equipment validation and maintenance records, staff training records, quality assurance reports, SOPs etc. should be retained in a secure archive to facilitate the reconstruction of clinical trials and also provide evidence of compliance, with the GCP regulations, during regulatory inspections. 
Access to the archive should be restricted to designated member(s) of staff. In most instances a dedicated archivist will be appointed. Personnel responsible for the archive will normally not be involved with the generation of data or supporting records that are passed into their care. In small organisations where separation of responsibilities is not possible, mechanisms should be adopted which ensure that the integrity of records is not compromised. 
Procedures for the removal of material from the archive and its subsequent return should be documented. 
If materials are removed from the archive they should be returned in a timely manner. On their return adequate checks should be performed to verify that all loaned material has been accounted for. 
Requirements for the archiving of electronic records are the same as those for other record types. However there are a number of specific issues which should be considered such as: 
· Long-term access to, and readability of, electronic information (data format ) 
· The shelf-life of the storage medium where appropriate (CD-ROM, DVD, server etc.) 
· QC checks following data migration to a secure server or other storage medium." (Reflection paper for laboratories that perform the analysis or evaluation of clinical trial samples, EMA, February 2012)



_____
[bookmark: _Toc450657118]Computerized systems

	For more details : See Checklist A_LAM_Central_Laboratory_CL : Same section 




	"1.16. Computerised systems
All computerised systems used for the capture, processing, reporting and storage of data should be developed, validated and maintained in ways which ensure the validity, integrity and security of the data. The following points should be considered in relation to the use of computerised systems: 
A responsible person should be identified who will act as the administrator for each computerised system. 
Prior to use, all computerised systems should be subject to an appropriate level of validation. The primary aim of any validation process will be to demonstrate that the computerised system is fit for its intended purpose and can produce reliable and reproducible data. The scope of the validation should be linked to the level of functionality that will be utilised. Validation should be performed in accordance with a documented plan. All key aspects of the validation process should be documented and on completion, results should be assessed by a suitably qualified person. When a computerised system is deemed fit for use the decision should be documented and authorised by laboratory management or their designated representative. Any limitations of the system should be clearly described in laboratory procedures. 
For each computerised system, the components (e.g. hardware and software) which constitute the system should be clearly defined. This information should be documented with the associated validation package. 
If additional functionality is utilised which is beyond the scope of the original validation the need to perform additional validation must be considered and, in most cases, will be required. 
If additional computerised systems are interfaced with an existing laboratory information management system (LIMS) the impact of the new equipment on the functionality of the LIMS should be assessed. 
Following changes to computer software such as a system upgrade, or the installation of “patches”, the need to re-validate the computerised system should be determined. It may be appropriate to perform a documented risk assessment which will determine what level of re-validation is required. Following any re-validation activities, if it is deemed that the computerised system remains fit for use this decision should be documented and authorised by laboratory management or their designated representative " (Reflection paper for laboratories that perform the analysis or evaluation of clinical trial samples, EMA, February 2012)



	"If a computerised system has been in use for some time, but has never been subject to any formal validation, a retrospective assessment of its suitability should be performed. The scope of any retrospective validation will vary, but should always be justified and documented. 
If the validation of a computerised system has been performed at a remote location it will usually be necessary for laboratory management or their designated representative to review the validation records to confirm that the system is fit for purpose. In most situations, an appropriate level of validation should be performed to ensure that the system operates appropriately, following its installation in the laboratory. This assessment should be documented and retained. 
On completion, all records associated with the validation of a computerised system should be archived. 
Computerised systems should be sited in appropriate locations. Consideration should be given to environmental conditions and other external factors which may adversely impact on the systems performance. 
Disaster recovery procedures should be considered for all computerised systems. In most cases it will be necessary to maintain documented policies which will describe the procedures that would be followed in the event of a system failure. Such procedures may, for example, describe the measures that would be taken to recover data. 
Laboratory policies should clearly define what constitutes a source document. Source documents may take a number of forms including electronic primary source data or paper hard copies. Source documents must always be archived and be sufficiently detailed to ensure they can be used to reconstruct the analysis, and any subsequent operation performed on the data, during or after the analysis. 
Access to computerised systems should be controlled. The identity of those with specific access rights to computerised systems should be documented and subject to periodic review to ensure that the access restrictions remain current and appropriate." (Reflection paper for laboratories that perform the analysis or evaluation of clinical trial samples, EMA, February 2012)
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