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[bookmark: _Le_projet_d'étude][bookmark: _Toc450654822]Audit context
LABO PHARMA is the sponsor of the study:
Ref
"Title".
An audit was requested by LABO PHARMA and contracted to Sunnikan Consulting.
This study is performed in _, and is _on-going at the date of the audit.
Central laboratory XXX is in charge of the centralization and analysis of biological samples.
☐ The Central Laboratory is working for the Sponsor since
☐ The Central Laboratory has never experienced working for the Sponsor
☐ The Services provided are…
☐ There is a recent major change (acquisition / takeover)…
☐ This changes affected: staff, location, procedures,…
First patient : XXX
First sample : XXX
Results sent to the Sponsor : Y/N
End of the project : XXX
[bookmark: _Hlk503514506]Countries/sites : XXX

[bookmark: _Toc450654823]Audit Methodology
[bookmark: _Toc450654824]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 clinical project,
the adequacy of the bioanalytical analyses with the clinical project,
The audit is conducted according to the main applicable standards :
European and French regulations,
Good Clinical Laboratory Practices.

[bookmark: _Toc450654825]Audit agenda
[bookmark: _Toc74458962]The audit took place in the Central Laboratory on _ and was performed by _ according to an audit agenda previously sent to …

[bookmark: _Toc450654826]Opening meeting
[bookmark: _Toc74458963]An opening meeting took place with:
· 
[bookmark: _Toc450654827]Audit
The Central Laboratory (CL) audit consisted of a review of:
· the CL organization
· the personnel qualification
· the Quality documentation for the processes _
· the facilities
· the services provided (_)
Interviews, site visite and documentation review are performed during the audit.
[bookmark: _Toc450654828]Close-up meeting
A debriefing meeting took place to present and discuss the audit results with:

Finding grading
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 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.
[bookmark: _Toc249691803]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. 

[bookmark: _Toc450654830]Executive summary
LABO PHARMA is a pharmaceutical laboratory / a CRO specialized in clinical research 

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 CL 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: _Toc450654831]Main applicable standards

[bookmark: _Toc450654832]The central laboratory organization and staff qualification and training
[bookmark: _Toc450654833]Central laboratory Activities
	Dispositifs d’évaluation externe concernent l'acticité labo :

· Labo privé/publique : 
…l'autorisation par l'ARS de l'ouverture d'un LABM
    l’accréditation des laboratoires de biologie médicale (LBM) : réalisée par le COFRAC, elle évalue spécifiquement le système de management de la qualité et les compétences techniques des LBM. Elle s’appuie sur la règlementation existante et sur les normes européennes NF EN ISO 15189 et NF EN ISO 22870 (biologie délocalisée). L’accréditation est obligatoire pour l’ensemble des LBM (privés ou publics) (art. L 6221-1 du CSP)1. Au 1er novembre 2016, tous les LBM devront être accrédités pour 50% des examens réalisés (70% au 1er novembre 2018 et 100% au 1er novembre 2020).


· Labo inclu dans centre hospitalier:
    la certification des établissements de santé réalisée par la HAS, elle évalue le fonctionnement général de l’établissement. Dans ce cadre, elle porte un regard sur l’activité de biologie médicale (existence d’une thématique « biologie médicale » en v2014) qui porte à la fois sur la mise en place d’une démarche qualité au laboratoire (critère 21b du manuel de certification) et sur les interfaces entre les secteurs d’activité et le laboratoire (critère 21a du manuel de certification) ;

La liste des LBM accrédités est par ailleurs consultable par les experts/visiteurs de la HAS sur le site du COFRAC (www.cofrac.fr).




☐ The Central Laboratory (CL) exists since…
☐ The CL is located in…
☐ The main activities of the CL are:
☐ clinical trials safety testing (hematology, biochemistry…) = xx % of activity
☐ The central laboratory is ISO 15189 : 2012 certified (Valid date of the certificate: ______).
☐ The ISO 15189 : 2012 certification is in progress (deadline in 2020).
(Safety data: Not in the Audit scope)

☐ Customed Bioanalysis services:
Efficacy testing (e.g. Cholesterol level in Hyperlipidemia patients…) = xx % of activity
Special testing (PK, PD…) = xx % of activity 
(Recommendations to follow: GBEA, GCLP, ISO 17025…: In the Audit scope)

· ☐ Clinical kits supply
· ☐ Logistics management for samples transportation
· ☐ Biorepository services

The Central Laboratory maintains the following certificates / accreditations:
· ☐ CAP (College of American Pathologists)
· ☐ ISO 17025
· ☐ ISO 15189
· ☐ Clinical Laboratory Improvement Amendment (CLIA), 
· ☐ Clinical Laboratory Standards Institute (CLSI)
· ☐ Other private organization


	External quality control programs  : C'est obligatoire pour les labo accrédités : Norme NF EN ISO 15189 !!!



The Central Laboratory participates to the following external quality control programs:
· e.g. National Glucose Standardization Program
e.g. Centers for disease Control and Prevention Lipid Standardization Program

· ☐ There is a procedure for external Quality Control dated XXX
· ☐ how often control samples are received and analysed; XXX
· ☐ the schedule foreseen by the external body is respected.
· ☐ The documentation / results and check procedures for handling "out of specification" results should be checked. Y/N
· ☐ The procedure to include feedback to sponsor if the laboratory has been proved to be "out of range" for a period should also be checked. Y/N 

[bookmark: _Toc450654834]Central laboratory organization

	[image: C:\Users\fraillery\Desktop\Flag_EU.png] 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." (Reflection paper for laboratories that perform the analysis or evaluation of clinical trial samples, EMA, February 2012)



☐ Central laboratory (CL) organization is described in an organizational chart dated, signed 
☐ The chart is updated.
☐ The organizational chart is approved by 

	 "The analysis or evaluation of clinical trial samples should be overseen by a named individual(s) who assumes responsibility for the conduct and reporting of the work. This individual(s) should ensure that all laboratory work is performed in compliance with the clinical trial protocol, clinical trial protocol amendments, the contract, any associated work instruction and standard operating procedures. 
Prior to the initiation of any analysis, the persons designated as “laboratory management” should make provision to ensure that sufficient resources are available for the timely and proper conduct of the analysis in accordance with the clinical trial protocol, work instructions, associated methods and standard operating procedures." (Reflection paper for laboratories that perform the analysis or evaluation of clinical trial samples, EMA, February 2012)



☐ There are enough human resources allocated to the project: 
	Position
	Name
	Legal Requirement

	 Head of Laboratory/Director
	
	(Annex 4, GBEA 1999)

	 Director associate
	
	(§ "Introduction", § 2.8.1, GBEA 1999)

	 Laboratory manager
	
	The individual(s) who performs the role of laboratory management should be named (GCLP, §5.1, RQA)

	 Laboratory technicians
	
	(§ "Introduction" § 2.8.2, GBEA 1999)

	 Laboratory assistant
	
	(§ "Introduction" § 2.8.3, GBEA 1999)

	 Project Manager
	
	

	 Manager Quality
	
	

	 Analytical project manager
	
	(GCLP §9.1, RQA)

	 Other : 
	
	


☐ 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 a Project Manager depending on the project size 
· ☐ PM assigned depending on their therapeutic area knowledge or other criteria.

☐ Human resources allocated to the project are not sufficient / trained / adapted to the project conditions. 
☐ A back-up system exists to guarantee continuity of laboratory analyses activity.
☐ There is a documented handover process in case of Project Manager change.
	Observation n° Grade

	Blablabla

Main audit standards

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

	



[bookmark: _Toc450654835]Staff qualification and training 
[bookmark: _Toc450654836]Qualification and CVs
	[image: C:\Users\fraillery\Desktop\Flag_EU.png] 6.1. Organisation
"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." (Reflection paper for laboratories that perform the analysis or evaluation of clinical trial samples, EMA, February 2012)


☐ There are dated and signed CVs for the whole staff.
☐ The competencies are adequate for the project.
☐ The staff is selected with qualifications.

	[image: C:\Users\fraillery\Desktop\Flag_EU.png] "Procedures and systems should be implemented to ensure that individuals involved in the organisation and conduct of the analysis or evaluation of samples collected as part of a clinical trial are appropriately educated, experienced and trained. Laboratory personnel should be fully aware of their roles and responsibilities with respect to the analysis or evaluation they are performing. 
Laboratory personnel should receive an appropriate level of technical training prior to their participation in the analysis or evaluation of clinical trial samples. Specifically, laboratory management should ensure that staff are competent to perform the techniques required by the protocol, work instructions or associated methods. 
A record of training should be maintained for each individual involved in the analysis or evaluation of clinical trial samples. Laboratory management should ensure a copy of this information is retained when staff leave the organisation. 
If an individual has relevant experience that has been gained through previous employment, they should maintain a record of this experience in addition to a record of training provided by their current employer. 
It is recommended that training records are periodically reviewed by laboratory management to ensure the information they contain is up to date and remains relevant. This review should be documented." (Reflection paper for laboratories that perform the analysis or evaluation of clinical trial samples, EMA, February 2012)



[bookmark: _Toc450654837]General Training Process 
☐ Staff training is described in the "___" SOP,
☐ The training process is a periodic 5-step process, including:
☐ assessment of the needs for training,
☐ planning of the training sessions (periodic Training Plan),
☐ performance of the training sessions,
☐ documentation of the training sessions,
☐ assessment of the efficacy of training sessions.

☐ Training activities are performed according to the relevant procedure and are documented.
☐ The training is documented in each personnel file/ in a database.
☐ The training sessions are documented in the CVs.
☐ There is a periodic (e.g. annual) Training Plan.
☐ Specific training sessions for newcomers are organized.
The training process covers the following topics:
Regulatory training
Technical training
Health and environmental protection training
SOPs training…

	[image: C:\Users\fraillery\Desktop\Logo_ISO.png] "The laboratory shall have a programme to introduce new staff to the organization, the department or area in which the person will work, the terms and conditions of employment, staff facilities, health and safety requirements (including fire and emergency), and occupational health services." (ISO 15189:2012)



[bookmark: _Toc450654838]Regulatory trainings

	[image: C:\Users\fraillery\Desktop\Flag_EU.png] "All staff involved in the analysis or evaluation of clinical trial samples should receive GCP training commensurate with their roles and responsibilities. It is appropriate for laboratory staff to receive periodic GCP refresher training. Such training is especially important following changes to regulations and associated guidance documents." (Reflection paper for laboratories that perform the analysis or evaluation of clinical trial samples, EMA, February 2012)



☐ The training on regulatory requirements is regularly performed (frequency: ____) and covers the following:
☐  Clinical trial regulations,
☐  Good Clinical Practice,
☐ There is enough evidence of GCP training and process set up to ensure that the staff is appropriately trained:
☐ There are enough details on the training certificate and on the training program to assess the level of GCP training (topics addressed, duration, etc.) 
☐There is periodic GCP refresher training planned
☐ Laboratory staff involved in the conduct of a trial are aware of GCLP (GCLP, §5.3, RQA)
☐ Training sessions are documented:
☐ agenda,
☐ signature log,
☐ training documents.
☐ Training sessions related to Standard Operating Procedures are performed, followed and documented.
☐ Training session efficacy is assessed.
☐ Staff is appropriately trained.

	[image: C:\Users\fraillery\Desktop\Logo_ISO.png] "Formulate goals for personnel education, training, and skills, and identify training needs. Particular
requirements exist for personnel responsible for opinions and interpretations in test reports.
Maintain job descriptions including responsibilities, required experience and expertise, qualifications and training programs, managerial duties.
A special authorization/declaration of competence is needed for personnel involved in sampling, testing, issuing reports, giving opinions, and operating equipment.." (ISO/IEC 17025, 5.2, Personnel)



[bookmark: _Toc450654839]Technical training
☐ Laboratory personnel receive an appropriate level of technical training
☐ The technical trainings are achieved prior to their participation in the analysis or evaluation of clinical trial samples. 
☐ Laboratory personnel are authorized by the Laboratory Management to start performing clinical analysis when competency is assessed.
☐ Particular requirements exist for personnel responsible for opinions and interpretations in test reports.
Study specific training 
☐ Study Protocol and relevant study documents (e.g. Laboratory Manual),
☐ Concerned disease and medical environment.
☐ Analytical plan (GCLP, §5.3, RQA)

	Name
Position
	Job Description
	CV
	Training and Qualification

	Start date
Involvement in the study/date
	Date
Signature N+1
☐ The following authorities are addressed:
· ☐ Release of lab results : XXX
· ☐ Qualification of personnel and authorization to perform a type of analysis : XXX
· ☐ Approval of lab results report : XXX
· ☐ Authorization of the validated state of a method : XXX

	Date
	· Good Clinical Practice XXX

· GCLP XXX

· Study Protocol and relevant study documents (e.g. Laboratory Manual…), XXX


· Concerned disease and medical environment XXX

· Technical trainings (on specific analytical methods, equipment, …) XXX

· SOP XXX


	Start date
Involvement in the study/date
	Date
Signature N+1
☐ The following authorities are addressed:
· ☐ Release of lab results : XXX
· ☐ Qualification of personnel and authorization to perform a type of analysis : XXX
· ☐ Approval of lab results report : XXX
· ☐ Authorization of the validated state of a method : XXX

	Date
	· Good Clinical Practice XXX

· GCLP XXX

· Study Protocol and relevant study documents (e.g. Laboratory Manual…), XXX


· Concerned disease and medical environment XXX

· Technical trainings (on specific analytical methods, equipment, …) XXX

· SOP XXX





[bookmark: _Toc450654840]Job descriptions

	[image: C:\Users\fraillery\Desktop\Logo_ISO.png] "The laboratory shall have job descriptions that describe responsibilities, authorities and tasks for all personnel." (ISO 15189:2012(E))

	 6.1. Organisation
"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 functions are addressed in the following Job descriptions:
·  Biologist
·  Technician
·  …

☐ The following authorities are addressed:
· ☐ Release of lab results
· ☐ Qualification of personnel and authorization to perform a type of analysis
· ☐ Approval of the laboratory manual
· ☐ Approval of lab results report
· ☐ Authorization of the validated state of a method
· ☐ Signature of a contractual agreement

☐ Roles are defined in generic Job Descriptions
☐ There are dated and signed Job Descriptions for the whole staff.
☐ The Job Descriptions are consistent with the chart.
☐ The Job Descriptions are adequate.
☐ The Job descriptions are signed by the staff members.

[bookmark: _Toc450654841]Facilities
	Avant la visite : demander sous quel format est la documentation de la maintenance des instruments
· Si documentation sur papier, vérifier les classeurs au cours de la visite (à proximité des appareils/frigos/freezer)
· Si documentation électronique (intranet du labo), noter les numéros identifiants des appareils pour vérification ultérieure

Lors de la visite : 
· Vérifier le lieu de stockage du matériel si labo en charge des kits : température monitorée ?
· Lieux de stockage des échantillons (-80°C) (
· Matériel (hotte, pipettes, balances…) étiquetées (identifiées avec dates de calibration/maintenance)





	[image: ] 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)


☐ 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. Y/N
☐ Procedures are in place for :
· waste storage, collection and disposal
· decontaminating laboratories and their equipment
☐ Suitable space is available for the preparation of samples kits (GCLP, §6.1, RQA). Y/N
☐ The access to the facility is controlled, guests are identified, registered, and guided at all times during the audit, and asked to wear an identification badge and protective clothing. Y/N
☐ The access to specialized areas is restricted and has additional security and access control provisions (e.g. areas that handle radioactive materials and the Information Technology department with the server facility). Y/N
Equipment
	[bookmark: _Hlk503518193]Selon les études, vérifier :
A minima : 
· Un appareil clé utilisé dans le cadre de l’essai (et son logiciel validé) : en général c'est le dernier appareil (celui de l'analyse finale)
· Le lieu de stockage des échantillons (congélo/enregistreur de température)
Si temps supp :
· Un 2eme appareil utilisé dans le cadre de l’essai (et son logiciel validé)
· Lieu de stockage des réactifs
· Maintenance des pipettes/hottes/centri/balance
Si étude terminée/en pause : vérifier la documentation liée à la plus forte activité (par ex : courbes de temp quand les échantillons étaient présents sur site, les maintenances quand l’appareil était utilisé)





	[image: ] 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)



	[image: C:\Users\fraillery\Desktop\Logo_ISO.png] "Equipment must be operated by authorized personnel, with instructions on use and maintenance
readily available. Establish calibration programs for key quantities and values before putting equipment into service. Hardware and software must be safeguarded from inappropriate adjustments and any correction
factors consistently applied..." (ISO/IEC 17025, 5.5, Equipment)



☐ There are written procedures dated XXX and documentation (logbooks) for service/maintenance of equipment. Y/N
☐ There is a Documentation of day-to-day performance and functioning documented in logbooks (e.g. for evidence of calibration of pipettes, Y/N evidence for daily calibration of analyzers Y/N, freezers Y/N …)
☐ Equipment used are periodically inspected, cleaned, maintained, and calibrated, as appropriate.
☐ Records of such maintenance and any unscheduled maintenance or calibration are retained.
☐ There are procedures specifying responsibilities for maintenance as well as frequency, tracking and controlling of compliance with maintenance schemes; dated
☐ Equipment Documentation:
· ☐ liste du materiel Y/N, document dated
· ☐ registre de maintenance et fiche de maintenance : Y/N
☐ 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 Y/N
☐ Les appareils sont "périodiquement et efficacement inspectés, nettoyés, entretenus et vérifiés selon la procédure en vigueur." (§ "Règles de fonctionnement, §3 du GBEA 1999)

	Requirements
	Yes
	No
	N.A.
	Comments

	Apparatus 1: ____

	is validated in case of computerized systems
	
	
	
	Documentation available: 

	is suitably located
	
	
	
	

	Has the appropriate design
	
	
	
	

	Has the adequate capacity
	
	
	
	

	is periodically inspected
	
	
	
	Frequency: 
Check the 3 last inspections
Compliant with SOP?

	Cleaned
	
	
	
	Last cleaning 
Compliant with SOP?

	Maintained
	
	
	
	Frequency:
Check the 3 last maintenance reports
Compliant with SOP?

	and calibrated (according to national or international standards measurement)
	
	
	
	Frequency:
Check the 3 last calibration reports: 
Compliant with SOP?

	UAT prior to use
	
	
	
	

	Documentation available appropriate:
Contact of the responsible person
User manual
SOP
Logbook
Maintenance reports
service records
	
	
	
	



☐ For each piece of equipment, a designee is responsible for the equipment maintenance.
☐ Some maintenances are performed by external companies. 
☐ The maintenance contract for the equipment is available and adequate.
☐ Actions are taken in case of Plan d'action lors d'un contrôle qualité négatif entraînant une manipulation sur l'automate

Freezer/Cold room :

☐ There are written procedures for the freezer/fridge/cold room maintenance dated XXX
☐Verifier conditions de stockage des réactifs et/ou des échantillons :
–	-80°C
–	-20°C
–	4°C
☐ Temperature monitoring of freezers and refrigerators Y/N
–	Verifier courbe Temp :date
•	☐ Manual or electronic temperature log 7 days/weekly Y/N
•	☐ Alarm systems and documentation of the test of alarms (frequency of planned tests vs. executed tests) and the outcome of testing of alarm systems Y/N
–	In case of alarm the WE/Night ? Who/ how ?

[bookmark: _Toc450654843]Reagents
	Verifier ce qui est prévu pour 
· éviter rupture de réactif (gestion de stock)
· éviter rupture de lot (stockage, lot dédié à l'essai…)
· assurer qu'en cas de lots de réactif différents, pas de difference dans les résultats (test, revalidation si necessaire) …

Attention: il n'y a pratiquement rien dans les GCLP et EMA guidance sur les échantillons : donc pas de référentiel :( 



☐ There are written procedures for the labelling and storage of materials and reagents. Y/N
☐ In addition, this should include the following aspects: 
☐ Reagents stored in compliance with laboratory procedures and/or suppliers’ instructions. 
Ex d’un réactif utilisé : name, temperature ?
☐ Labels on reagents and aliquoted reagents show source, identity, concentration, expiry and opening date, Lot number, storage conditions. Y/N
Ex d’un réactif utilisé :  id, expiry date, lot number…
☐ Inventory Log’ for reagents and responsibility (ies) for ordering reagents/materials and maintaining the ‘Inventory Log’. 
Document dated
Person in charge of the maintenance : XXX
☐ Availability of and compliance with SOPs for handling and documenting "out of specification" periods : dated
☐ Inventories and QC check of storage Y/N
☐ There is appropriate storage areas as needed for samples and supplies (GCLP, §6.1, RQA). Y/N
☐ Stability information include the preparation date and earliest expiration date (GCLP, § 7.2, RQA). Y/N

[bookmark: _Toc450654845]Sample Storage Facilities

	[image: ] "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)



☐ Storage facilities are adequate to preserve the sample integrity (restricted access, environmental conditions monitored and maintained). Y/N
☐ The maintenance of the equipment (e.g. Ultrafreezer -80°C for long term storage) and the Cold room -20°C for temporary storage) is appropriate. Y/N
☐ Evidence of monitoring and action taken in the event of any excursions from the specified ranges are documented and retained. Y/N SOP ?
☐ Equipment used to monitor temperature are regularly calibrated.date
☐ The storage capacity is sufficient. Y/N
☐There are spare pieces of equipment in case of equipment malfunction. Y/N
☐ The spare pieces of equipment are qualified, maintained and calibrated. Y/N 
· Temperature sonde : date
· Freezer : date

[bookmark: _Toc450654847]Archive
☐ The retention and handling of records is defined in the contract.
☐ The facility is able to archive and retrieve documentation according to the requirements defined in the contract. This includes archiving of any electronic data.
☐ There are dedicated area for clinical trial records in the archiving facilities.
☐ Lists of dedicated staff working in the archive and of staff that have access to the archives are maintained.
☐ Access is control and secured.
☐ A visitor's access log is maintained.
The retention and handling of records, which by contract must be kept for a period longer than normal for the laboratory (the auditor should compare the contract with the sponsor’s archiving policy).
☐ There is physical security such as:
Alarms; (tested every XXX)
Fire control facilities; fire extinguisher (tested every XXX)
Protection from water (look for water pipes in the ceilings of rooms), 
humidity is monitored
Protection from rodents and insects
Protection from theft.
☐ Contingency plans for the archive and records are available and the staff have been trained to manage emergencies.
☐ This includes archiving of any electronic data.
· ☐ Procedures for the logging in and checking-out and re-logging-in of records.
☐ Provisions for archiving electronic data (including in addition to the above, protection from electromagnetic radiation).
☐ The security and archiving of electronic data from automatic analyzers. The archiving of data from automatic samplers, the capacity of the memory (e.g. maximum period during which data can be retrieved from a particular piece of equipment), the back-up procedures, if any, and procedures for the transfer of data to a mainframe computer.


	For more details : See Checklist XXX_CL : Part X "XXX"



	[image: ]  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: _Toc450654848]Central Laboratory Quality System
[bookmark: _Toc450654849]Quality Assurance Processes
	[image: ] "Laboratory management should ensure that there is a Quality Assurance programme with designated personnel and ensure that the quality assurance responsibility is being performed in accordance with regulatory requirements." (Reflection paper for laboratories that perform the analysis or evaluation of clinical trial samples, EMA, February 2012)



	[image: ] 6.17. Quality Assurance (QA) processes
" 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. 
Quality assurance processes should be developed to ensure that: 
· Patient safety and confidentiality are not compromised. 
· The analysis or evaluation of clinical trial samples is conducted in accordance with the principles of GCP. 
· Analysis or evaluation of samples is performed in accordance with the protocol and, where applicable, the contract/agreement, the work instruction and associated methods. 
· The laboratories policies and SOPs are adhered to. 
· Trial data is recorded and reported accurately, legibly, completely and in a timely manner. 
· Trial data is archived. 
(Reflection paper for laboratories that perform the analysis or evaluation of clinical trial samples, EMA, February 2012)


[bookmark: _Toc249691808]
☐ Process audits are performed to assess the conduct of routine and repetitive processes common to all trials such as:
•	sample receipt  : Y/N
•	sample storage  : Y/N 
•	temperature monitoring, : Y/N
•	pipette and balance controls, : Y/N
•	and cleaning procedures. : Y/N

☐ Policies that control the installation, validation, calibration, maintenance and servicing of apparatus, equipment and computerised systems are in place.

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


[bookmark: _Toc450654850]Quality Manager
	[image: ] 6.17. Quality Assurance (QA) processes
"Laboratories may appoint dedicated quality assurance personnel or alternatively resources may be drawn from other areas of the organisation. However, it would be inappropriate for members of the organisation who are directly involved in generating trial data to be involved in a quality assurance programme. Consequently, before appointing quality assurance personnel, consideration should be given to any potential conflict of interest which may undermine their effectiveness or the independence of quality assurance processes. 
Quality assurance personnel should be appropriately qualified and trained to perform the tasks assigned to them. A record of their qualifications and relevant experience should be maintained.  (Reflection paper for laboratories that perform the analysis or evaluation of clinical trial samples, EMA, February 2012)



	[image: C:\Users\fraillery\Desktop\Logo_ISO.png] "Extensive quality system documentation is required, which is communicated to, understood by, and implemented by appropriate personnel.
The documentation must include a quality manual including statements on commitment, objectives, standard of service, roles, and responsibilities of technical management and the quality manager." (ISO/IEC 17025, 4.2 Quality System)



	For more details : See Checklist System_CL : Part "Quality manager"



[bookmark: _Toc440362945][bookmark: _Toc29368282][bookmark: _Toc450654851]Procedures and forms

	[image: ] 6.19. Standard Operating Procedures (SOPs) and facility policies
"A laboratory should have written procedures that are designed to underpin the quality and integrity of the data it generates. It is expected that these procedures will be periodically reviewed and authorised by an appropriately qualified person. Revisions to procedures should be controlled, documented and authorised. If new procedures are issued, or existing ones reviewed, the need to provide additional training should be considered and where appropriate addressed and documented. 
Standard operating procedures or documented policies should cover all key activities; examples include, but are not limited to the following: 
· 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. 
· Clinical kit preparation. 
· Staff training. 
Each area of the laboratory should have access to the procedures relevant to the activities being conducted within that area. Published text books, analytical methods and manuals may be used to supplement procedures written by the laboratory. However, consideration should be given to the retention of these documents for historical reconstruction and verification purposes." (Reflection paper for laboratories that perform the analysis or evaluation of clinical trial samples, EMA, February 2012)



☐ The documentation system is constituted with:
☐ A set of Standard Operating Procedures 
☐ Working Instructions
☐ Specifications
☐ Records
☐ Analyses plan

	For more details : See Checklist System_CL : Part 9 "Standard Operating Procedures "



Procedures / Policies must be available for all activities performed by the Central Laboratory including:
Global SOP: 
☐ Laboratory security
☐ Materials and reagents (Supply, preparation, labelling, handling, shipment and storage) GCLP, §8, RQA
☐ Equipment operation, maintenance, servicing, cleaning and calibration of equipment and computerized systems (GCLP, §8, RQA)
☐ Quality assurance, including Quality audit procedure (GCLP, §8, RQA)
☐ Computer system: Record keeping, reporting, storage and retrieval. Coding of trials, data collection, preparation of reports, indexing systems and handling of data, including the use of computerized data systems (GCLP, §8, RQA)
☐ Contracts and agreements (GCLP, §8, RQA)
☐ The archiving of both paper and electronic data.

Samples management SOP:
☐ Procedures for the preparation and dispatch of kits to clinical trial centres and the provision of additional materials to the investigator e.g. ‘Investigator Instruction Manual for Sample Handling and Shipments’. (GCLP, §8, RQA)
☐ Courier and sample transportation
☐ Patient and sample identification
☐ Procedure for the receipt, processing and storage areas with regard to the re-labelling of samples, safety procedures used, temperature control of the premises and, where applicable, equipment, hygiene, and security. ( GCLP, §8, RQA)
☐ Procedures and systems to ensure that patient identification is preserved throughout the process and that where manual steps or operations are involved, QC checks are built-in.

Samples analyses process SOPs:
☐ The procedures available for the activities to be performed at the laboratory e.g. the handling of the results of laboratory tests and communicating the results to the investigators and sponsor
☐ Procedures for the analysis of trial samples and the conditions and criteria under which any repeat assays are performed (GCLP, §8, RQA)
☐ Procedures for handling abnormal test results including sample re-analysis and analyses performed outside protocol time-window.
☐ The determination and updating of reference values.
☐ Analyses Validation rules
☐ Analyses methodology description (cahier des charges § "Cas particulier", §1.1 du GBEA)
☐ Procedures linked to patient safety and confidentiality such as expedited reporting results, unblinding and blinding of samples and procedures for dealing with the receipt of unexpected, unscheduled or poorly labelled samples. ( GCLP, §8, RQA)
☐ QC procedures (operated by the laboratory to ensure the quality and accuracy of results) (GCLP, §8, RQA)
☐ Procedures in place for the management of laboratory waste and its disposal. 
☐ Sample retention / destruction.
•	☐ Procedures to make each laboratory report ‘sponsor-specific’ to prevent the accidental release of data to the wrong sponsor. This is especially important if a CRO is implicated in the study and receives copies of the laboratory test results (either electronically or as hardcopies) and if the laboratory is working for several sponsors at the same time.

[bookmark: _Toc406506785][bookmark: _Toc450654852][bookmark: _Toc406506788][bookmark: _Toc249691810]Internal Audits 

	[image: ] 6.17. Quality Assurance (QA) processes
"It is recommended that quality assurance activities include, but are not limited to the following: 
1. Regular facility audits to ensure that the laboratory and associated equipment used to conduct analysis or evaluation of clinical trial samples remain fit for purpose. 
2. Periodic review of the laboratory’s quality systems, including control of standard operating procedures and/or laboratory policies, archiving and the maintenance of training records. 
3. The audit of technical procedures and methodologies used to conduct the analysis or evaluation of clinical trial samples. 
4. The audit of critical analytical phases if not covered by (3). 
5. Audits performed to assess the conduct of routine and repetitive processes which are common to all trials such as; sample receipt, sample storage, temperature monitoring, pipette and balance controls, and cleaning procedures. The most robust audit schedules will ensure that all key functions, personnel and procedures are reviewed over the course of one audit cycle. 
6. The audit of documentation generated during the validation of computerised systems or analytical equipment. 
(Reflection paper for laboratories that perform the analysis or evaluation of clinical trial samples, EMA, February 2012)



	[image: C:\Users\fraillery\Desktop\Logo_ISO.png] "Labs must have a predetermined schedule and procedures for these. Audits must address all elements of the quality system, including testing (on a one-year cycle), and must be conducted by trained, qualified, and independent personnel. Audit follow-up must include verification of implementation and effectiveness of corrective action." (ISO/IEC 17025, 4.13, Internal Audits)



☐ CL is audited by other clients:
☐ Audits are performed (internal or study or sub-contractors) according to an annual program.
☐ Process audits are performed to assess the conduct of routine and repetitive processes common to all trials such as:
sample receipt, 
sample storage, 
temperature monitoring, 
pipette and balance controls, 
and cleaning procedures. 
☐ All key functions, personnel and procedures are audited once a year / every 2 years?
☐ There is a policy of auditing including the scope and frequency of audits as defined in the audit plan and evidence that the audits have been conducted.
☐ There is a procedure on "Audits".
☐ Auditors are independent.
☐ Auditors are adequately trained.
☐ System audits are performed.
☐ There is an Audit Plan.
☐ Subcontractors are audited

	For more details : See Checklist System_CL : Part 9 "Audits "



[bookmark: _Toc142827675][bookmark: _Toc450654853]Sub-Contractors

	[image: ] "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)



	[image: ] "This is allowed for unforeseen reasons as well as on a continuing basis, provided the subcontractor is tests and calibrations competent.
If subcontractors are used by choice, the lab is responsible to the client for the subcontractor’s work.." (ISO/IEC 17025, 4.5, Subcontracting of tests and calibration)



☐ There are third parties performing tasks on behalf of the laboratory, such as:
☐ kit assembly
☐ courier service
☐ data management
☐ service contractors for lab. equipment and computer system validation.

☐ Analytical work is sub contracted by the laboratory with the prior approval of the Sponsor (GCLP, §10, RQA)
☐ To maintain GCLP for all work, assurance is obtained to confirm the sub-contractor work in accordance with GCP, GCLP and any trial requirements (GCLP, §10, RQA)
☐ The agreement clearly specifies the role and responsibilities, the detail of the analyses to be performed and the retention of trial data (GCLP, §10, RQA)

	For more details : See Checklist System_CL : Part 12 "Control of contracted out Activities "



[bookmark: _Toc406506789][bookmark: _Toc450654854]Action plans 

	[image: ] 6.17. Quality Assurance (QA) processes
"It would be appropriate for quality assurance personnel to review completed data sets and reports before they are sent to the sponsor to confirm that the analysis or evaluation of the clinical trial samples has been conducted and reported in accordance with the protocol, the contract/agreement, the work instruction and in compliance with the principles of GCP. 
Quality assurance personnel should report audit findings to both laboratory management and other relevant personnel within agreed timelines. Quality assurance departments will usually take responsibility for monitoring the progress of corrective and preventative actions (CAPA) identified during audits. It is appropriate to implement a process for escalating the requirement to perform corrective actions should quality assurance personnel encounter delays or resistance from those concerned. Escalation policies should be agreed with, and supported by, laboratory management if they are to be effective. 
A mechanism for informing the sponsor and the concerned investigator or coordinating investigator (as appropriate) of significant deviations (those that may impact on data integrity, patient safety etc.) should be agreed prior to the initiation of laboratory work. 
Quality assurance personnel will normally require the underlying cause of a deficiency to be addressed as well as the specific deficiency itself. The most effective quality assurance programmes will include a documented CAPA procedure. 
All routine quality assurance activities should be documented in standard operating procedures or laboratory policies. 
A system should be implemented to ensure that the quality assurance personnel are working in accordance with their own procedures and in compliance with the principles of GCP." (Reflection paper for laboratories that perform the analysis or evaluation of clinical trial samples, EMA, February 2012)



☐ Actions are taken and followed after the audit.
☐ There are Procedures for reporting observations/non-compliance issues to management and / or the Sponsor/or the investigator
☐ There are procedures for the follow up and resolution of observations regarding non-compliance issues.
☐ Action plans include corrective and preventive actions.

	For more details : See Checklist System_CL : Part 9 "Audits "



Regulatory watch
les sources normatives, internationales (ISO, IEC/CEI), européennes (CEN, CENELEC), nationales (AFNOR, BS, ANSI, DIN…),
Data protection
[bookmark: _Toc450654855]Study specifications
[bookmark: _Toc450569261][bookmark: _Toc450654856]Contractual agreements

	[image: ] "Contractual agreements between relevant parties should be in place prior to the initiation of any work. This will usually take the form of a legally binding contract which is signed by the sponsor (or their representative) and laboratory management. 
Contracts and agreements between the laboratory and the sponsor should not conflict with the requirements outlined in the clinical trial protocol or work instruction. It is advisable to review the contract, the relevant sections of the clinical trial protocol and (where applicable) the work instruction prior to the initiation of laboratory analysis or evaluation in order to ensure that the documents are not contradictory and that their requirements are not incompatible. It is also appropriate to ensure these agreements comply with local legal regulatory and ethical requirements, and again that there are no conflicting terms. 
If a laboratory performs analysis or evaluation of samples associated with more than one clinical trial for the same sponsor, it may be appropriate to conduct the work under a master service level agreement. In such circumstances it is important to ensure that the terms and conditions stipulated in the master service level agreement are applicable to all the work conducted for the sponsor in question. Care should be taken to ensure that any trial specific schedules or appendices are not over-ridden by the terms of the master service level agreement. 
The laboratory’s quality system should include a documented procedure for the drafting, agreement, review and revision of contracts. All contracts and agreements, including master service level agreements, should be subject to periodic review to ensure that they remain up to date and relevant. In cases where the contract is provided by the sponsor, the laboratory’s quality system should include procedures for agreement and review of contracts.
There is an expectation that a contract or agreement will be implemented between the laboratory and any company or individual that provides a service linked to the analysis or evaluation of clinical trial samples. These agreements should stipulate the nature of the service(s) provided. Examples may include companies that provide maintenance services for analytical equipment through to scientific experts who are contracted to read pathology slides. 
A formal contract is not required in situations where the laboratory is part of the sponsor organisation. However, a service level agreement or other internal policy documents, which detail the roles and responsibilities of both parties (including lines of communication and timelines), should be in place prior to the initiation of any work. Service level agreements or policy documents should be subject to periodic review." (Reflection paper for laboratories that perform the analysis or evaluation of clinical trial samples, EMA, February 2012)

	"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. It is therefore 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



☐ Contractual agreement is established between Sponsor and the Central Laboratory prior to the start of the laboratory activities.
☐ If the Central Laboratory is part of the sponsor organization, there is a level agreement or other internal policy documents, which detail the roles and responsibilities of the sponsor and the internal laboratory is in place.
☐ The mechanism to ensure that the laboratory is informed in a timely manner of what actions to implement if consent is withdrawn is documented in the contractual agreement or other relevant documentation prior to the initiation of any analytical work.
☐ The contractual agreement is updated in case of important changes.
 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.
1.1 [bookmark: _Toc450657091]Planning of bioanalysis process
☐ Time frames and the methods for reporting the results are specified in the contract between the sponsor and the laboratory. Y/N

☐Project team list ? Y/N
· Project attribution based on: qualification, endorsement,
☐Study specific training Y/N
· ☐ Study Protocol and relevant study documents (e.g. Laboratory Manual), Y/N
· ☐ Concerned disease and medical environment. Y/N
· ☐ Analytical plan (GCLP, §5.3, RQA) Y/N

☐Internal meetings : Y/N

[bookmark: _Toc450569263][bookmark: _Toc450569264][bookmark: _Toc450569270][bookmark: _Toc450569271][bookmark: _Toc450569272][bookmark: _Toc450569273][bookmark: _Toc450569274][bookmark: _Toc450569275][bookmark: _Toc450569276][bookmark: _Toc450569277][bookmark: _Toc450569278][bookmark: _Toc450569279][bookmark: _Toc450569280][bookmark: _Toc450569281][bookmark: _Toc450569282][bookmark: _Toc450569283][bookmark: _Toc450569284][bookmark: _Toc450569285][bookmark: _Toc450569286][bookmark: _Toc450569287][bookmark: _Toc450569288][bookmark: _Toc450569289][bookmark: _Toc450569290][bookmark: _Toc450569291][bookmark: _Toc450569292][bookmark: _Toc450569293][bookmark: _Toc450569294][bookmark: _Toc450569295][bookmark: _Toc450569296][bookmark: _Toc450569297][bookmark: _Toc450569298][bookmark: _Toc450569299][bookmark: _Toc450569300][bookmark: _Toc450569301][bookmark: _Toc450569302][bookmark: _Toc450569303][bookmark: _Toc450569304][bookmark: _Toc450654857]Communication between the Sponsor and the Central Laboratory

	[image: ] "In situations where the clinical laboratory, the sponsor, or their representative, and the investigators are operating in different time zones or in countries with different (public) holiday allocations, consideration should be given to how the laboratory would expedite the reporting of issues that may impact on patient safety or well-being. In such situations the laboratory should consider the implementation of an agreed and tested out of hours communication policy." (Reflection paper for laboratories that perform the analysis or evaluation of clinical trial samples, EMA, February 2012)



☐ An agreed and tested out of hours communication policy is implemented between Investigational Sites and the Central Laboratory (time zone difference/Holidays…)

Management of the patient safety by the Central Laboratory

	[image: ] "Prior to the initiation of analytical work, lines of communication should be established and documented between the sponsor or their representative and the individual who is responsible for coordinating the laboratory analysis. It is particularly important that laboratory personnel know to whom they should report anomalous results which may impact on trial subject safety." (Reflection paper for laboratories that perform the analysis or evaluation of clinical trial samples, EMA, February 2012)



	[image: ] "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)


☐ Lines of communication are established to report the abnormal laboratory results between the Laboratory and the Sponsor
☐ Lines of communication are established to report any unexpected or out of range results between the Laboratory/Sponsor and the Investigator

	[image: ] "Appropriate procedures should be implemented to ensure effective and timely communication with the sponsor or their representative, regarding any serious deviations from the work instruction, clinical trial protocol or contract/agreement. Timely reporting will ensure that the sponsor or their representative are able to determine the significance and impact of the deviation on the safety and well being of the trial subjects and on the integrity and reliability of the trial data." (Reflection paper for laboratories that perform the analysis or evaluation of clinical trial samples, EMA, February 2012)


☐ Lines of communication are established to report any work instruction/protocol deviations
☐ Significance and impact of potential deviations is established in advance

	[image: ] "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)



☐ If unscheduled analysis or evaluation is required for urgent clinical reasons, 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."

Communication by the sponsor on the patient consent to the Central Laboratory

	[image: ] "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. It is therefore 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)


☐ The mechanism to ensure that the laboratory is informed in a timely manner of what actions to implement if patient consent is withdrawn is defined
☐ In case of protocol amendment (clinical trial samples analyses changes) the impact on the patient inform consent is analyzed before the implementation

Unscheduled analysis

	[image: ] "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.
(Reflection paper for laboratories that perform the analysis or evaluation of clinical trial samples, EMA, February 2012)


☐ Any work on clinical trial samples that is not specified in the clinical trial protocol is not performed
☐ No additional work was performed prior all relevant documentation was amended
☐ The additional work/analyses performed do not conflict with the patient inform consent. 
1.2 [bookmark: _Toc450657093]Patients / subject safety and Informed Consent matters
Procédures relatives :
· ☐à la sécurité des patients, Y/N
· ☐qualité des résultats Y/N
· ☐mechanism to ensure that the laboratory is informed in a timely manner of what actions to implement if consent is withdrawn Y/N

	"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)



2 [bookmark: _Toc450569315][bookmark: _Toc450654859][bookmark: _Toc450657094]Clinical Kits
☐There are written procedures for clinical kits management dated XXX
☐ The process of the clinical kits preparation is documented (SOP, records of preparation, preparation quality controls documentation…) Y/N

☐ A work of order is established between Sponsor and central laboratory (with specificities) or between the Central Laboratory and the kit manufacturer (in case of subcontractor). Y/N
☐ A documented agreement is implemented between the sponsor and the laboratory which includes: 
☐ Information on the content of each kit, shipment details (destination names and address) and the number of kits required. Y/N
☐ The contents and management of instruction manuals for the drawing, handling, processing (centrifuging) and dispatch of samples. Y/N
☐ The types of kit available, the compliance of packaging materials and procedures with IATA regulations. Y/N
☐ The procedures for managing clinical trial centers (e.g. keeping track of materials sent, inventories, re-stocking). Y/N
☐ The procedures for the recall of faulty materials sent to sites. Y/N
☐ Systems for handling of complaints including follow up, documentation of sequence of events and archiving of related correspondence. Y/N
☐ Procedures for review and approval of labels, kit contents etc. Y/N

	[image: ] 6.22. Preparation and distribution of clinical kits
"It is not uncommon for analytical laboratories to prepare and distribute clinical kits used for the collection of trial samples. If such activities are undertaken the following points should be considered. 
A documented agreement should be implemented between the sponsor and the laboratory which includes: information on the content of each kit, shipment details (destination names and address) and the number of kits required. 
Areas designated for the preparation of clinical kits should be fit for purpose. They should be large enough to allow a clear separation of activities and environmental conditions should be monitored. 
Kit components must be stored in conditions that assure the integrity of any active ingredients. Particular attention should be paid to expiry dates. 
Kit preparation must be subject to an acceptable level of quality control monitoring which will ensure that each kit contains the correct components and that associated labelling is accurate and readable. 
The laboratory must make appropriate provision for the resupply of clinical kits at short notice." (Reflection paper for laboratories that perform the analysis or evaluation of clinical trial samples, EMA, February 2012)



2.1 [bookmark: _Toc450654860]Contracted-out Clinical Kits
☐ The preparation of clinical kits is contracted out to XXX
☐ Some steps of the clinical kits preparation are sub contracted (e.g.: printing, assembly...) XXX
☐ Subcontractor is regularly audited by the Central Laboratory. Y/N
2.2 [bookmark: _Toc450654861]In House facilities for Kit preparation
☐ There are designated areas for the clinical kits preparation and they are appropriate. Y/N
☐ Storage of the kit component is appropriate. Y/N
☐ The Staff in charge of the Kit preparation is qualified. Y/N

2.3 [bookmark: _Toc450654862]Clinical Kits Documentation
☐There are written procedures for clinical kits documentation dated XXX

Laboratory manual: 
· ☐ Laboratory manual detailing specimen identification, sample processing and matrix collection methods. Y/N
· ☐ Laboratory manuals include the normal reference ranges, Y/N
· ☐ Laboratory manuals include the CV of the laboratory directors, Y/N
· ☐ The laboratory manual is adapted to reflect the study protocol, Y/N
· ☐ The laboratory manual exists in different languages (if needed), Y/N
· ☐ Manual address protocol requirements and interactions with courier services, Y/N
· ☐ Manual Address Central Laboratory Contact details in case of site questions, Y/N
· ☐ Manual Address Central Laboratory closure dates (e.g. weekend, holidays…). Y/N

Sample labelling:
· Template
· Requirements ?
· Language

Documentation and supporting services to ensure rapid transfer of samples through all aspects of shipping:
· ☐ Labeled shipping cooler in compliance with the latest International Air Transport Association (IATA) regulations Y/N
· ☐ Preparation and shipping instructions (instruction booklets can be supplied in a number of different languages). Y/N
· ☐ Completed international waybills and instructions for specialized couriers such as FedEx or World Courier. Y/N
· ☐ Completed commercial invoices and instructions Y/N
· ☐ Import and export permits for biological samples. Y/N

☐Documentation Review by other laboratories?
☐Documentation Approval by Sponsor ?
2.4 [bookmark: _Toc450654863]Composition of the laboratory Kits
Laboratory Kit contains:
· ☐ Type of collection tubes, vacutainers and storage tubes appropriate to the type of matrix such as plasma, urine, serum and whole blood 
· XXXX
· ☐ Storage containers to hold the storage tubes during transit:
· XXX
· ☐ Tube labels for specimen identification for each specific subject. (e.g. cryo labels specifically designed for frozen samples) Y/N
· ☐ Draft label designs are pre-approved by client, and pre-printed labels including protocol identification, subject number, time, study day and date are provided for each subject. Y/N
· ☐ Storage tubes and labels are provided in duplicate to allow clinical sites to retain an aliquot of each sample onsite (if applicable) Y/N
· ☐Requisition forms (based on the approved template) are present. Y/N

	[image: ]"The clinical trial samples should be labelled in such a way as to allow their unequivocal identification." (Reflection paper for laboratories that perform the analysis or evaluation of clinical trial samples, EMA, February 2012)



2.5 [bookmark: _Toc450654864]Laboratory Kit Quality Controls:
☐ There is a Quality Control (QC) procedure for the kit preparation such as percentage of checked kits. Y/N
· ☐ Quality controls are performed on the supplies before sending (including controls of the components and the associated labelling) Y/N
· ☐ Quality controls are documented Y/N
· ☐ Quality Controls acceptance criteria are defined. QC at receipt? On a sample basis? Y/N
· ☐ In case of non-conformity of one kit additional QC is preformed, e.g. 100% of the kits are checked Y/N
☐ There are written procedures describing the recall process (in case of faulty material), and that these take into account the need to notify the sponsor. Y/N
☐ There are procedures in case of complaint notifications”, if available. Y/N

2.6 [bookmark: _Toc450654865]Kit management on site:
☐ There is a process for expiry date management (the earliest expiry date of any item included determines the expiry of the whole kit)
· ☐ Site is in charge to control the kits expiry date and to order new kits Y/N
· ☐ A system is in place to replace automatically the kits with expiry date Y/N
☐ There is a process for the kits resupply (if applicable)
· ☐ Kit resupply is automatic (e.g. when a kit is used and sent to the CL, a new one is sent automatically to the site) Y/N
· ☐ Kit resupply is not automatic: site has to send an order form Y/N
☐ There is a web site to manage the kits expiry date/resupply Y/N
☐ There is a procedure to define the responsibilities for the preparation of training materials for instructing the site staff for sample processing and dispatch Y/N
· ☐ Site staff and monitors are trained on the kits management before the study start Y/N
· ☐ The site staff and monitors training is documented Y/N

2.7 [bookmark: _Toc450654866]Shipping supplies by the central laboratory to the site
☐ There is a process for the kit distribution to the sites: e.g. 
· ☐ Sponsor green light Y/N
· ☐ CRA monitor approval after site initiation visit Y/N
· ☐ Automatically depending on the site patients visit (e.g. first patient first visit) Y/N
☐ Kits are Acknowledge by site at their receipt. Y/N

3 Bioanalytical Method validation (GCLP/EMA)

	Normalement, les labos médicaux ne développent pas de nouvelles méthodes, ils suivent des protocoles spécifiques. Les méthodes d'analyse sont standardisées et "validées" par les fournisseurs. Pas de validation à faire par le labo sauf controles qualités (ex échantillon test dont les résultats doivent être dans les valeurs normales ou valeurs attendues))

Pour labo de recherche : en cas de nouvelle méthode d'analyse ou méthode adaptée, il faut effectuer une validation de la méthode avant l'analyse des échantillons.




	[bookmark: _Hlk503543484]Dans le plan de validation, ce qui peut être vérifié comme critère :
-les dilutions testées et validées (en cas d'échantillon de faible volume) : on devrait trouver une indication sur le min de volume d'échantillons à fournir obligatoirement au labo pour effectuer l'analyse sans biais.
-la répétabilité de la méthode par deux techniciens différents (principalement en cas de méthode manuelle)
-la stabilité des échantillons (analyse après X mois de stockage) : on devrait avoir une deadline pour effectuer l'analyse X temps après le prélèvement
-le type d'échantillon (sang, urines, feces…) et le "conditionnement " (tube, broyé, anti coagulant ajouté…)
-toute notion de nouveauté, difficulté liée à l'analyse par rapport aux analyses de routine


Le Plan de validation permet de développer le Plan d'analyse




☐There are written procedures for method validation dated XXX
☐ The selection of instrument platforms and analytical methodologies take in account current regulatory standard/guidelines and sponsor expectations, where appropriate: Y/N
FDA guidance for industry on Bioanalytical validation (CDER 2001)
Best practice for chromatography (AAPS 2007)
EMA guideline in the validation of Bioanalytical Methods 
ICH Q2A and ICH Q2B.
☐ Each analytical method used is appropriately documented, validated, controlled and approved. Y/N
☐ Validation records of analytical methods are available. Y/N
☐ There is a procedure for maintaining the validation status of equipment and methods such as requirements of re-validation if changes to methodology or equipment occur. Y/N
☐ Analytical methods are changed with consultation and agreement with the sponsor. Y/N
☐ Those changes are controlled, documented, approved by the sponsor and validated. Y/N

4 Analytical Phase
4.1 [bookmark: _Toc450657095][bookmark: _Toc357370170]Analytical Plan (GCLP)

	"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)



	9.1 Analytical Plan
For each trial the laboratory is involved in, a written analytical plan should be produced by the laboratory prior to initiation of the work.
The analytical plan should describe the work to be performed by the laboratory and be available to the staff involved in that work.
This plan should be an exact reflection of the requirements detailed in the clinical protocol and only include work that is covered by the informed consent given by the trial subjects.
This plan should be agreed by the dated signature of the analytical project manager and sponsor.
The analytical plan may be a controlled document or form part of the contractual agreement with the sponsor, or be contained within the clinical protocol.
The analytical plan should be retained as part of the laboratory records for the trial.
All changes, modifications or revisions to the agreed analytical plan should be documented, including justification(s), and be agreed by the dated signature of the analytical project manager and sponsor. Copies of all such amendments should be maintained with the original analytical plan. GCLP RQA



☐There is a SOP to describe Analytical Plan issue , dated
☐ A written Analytical Plan is produced by the laboratory prior to initiation of the work (GCLP, §9, RQA) : date AP/date first process
☐ The Analytical Plan is approved, dated and signed by the Analyrtical plan manager and the Sponsor : signature date
☐ 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: Y/N
· 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 : Y/N
☐ Reference to published analytical methods.
☐ 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 : Y/N
☐ A list of records to be retained and their location on completion of the work
☐ Method of reporting results
· Dates : Y/N
☐ 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 Y/N
☐ 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..) : list of docs
☐ Any deviation from the Analytical Plan is described, explained, Aknowledge and dated in a timely manner by the Analytical Plan Manager and sponsor
☐ 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)



4.2 Samples transport to the Laboratory
	Pour les échantillons congelés : ce n’est pas obligatoire d’avoir un relevé de temp mais le niveau de la glace carbo doit être vérifié (documenté) ainsi que l’état de l’échantillon (congelé, décongelé).


	[image: ]"Samples should be transported in such a way that their integrity and viability remains unaffected. This requirement should apply to all samples whether they are being transported over long distances or between different departments within the same organisation. Particular attention should be paid to the following: the time samples remain in transit, temperature monitoring during transit and, if not refrigerated or frozen, the climatic conditions samples are exposed to during transit. 
Where there is a requirement for samples to be refrigerated or frozen during transportation, measures should be taken to positively confirm that the samples were maintained at an appropriate temperature for the duration of time they were in transit." (Reflection paper for laboratories that perform the analysis or evaluation of clinical trial samples, EMA, February 2012)



☐ If Couriers are used, the type and extent of sub-contracted activities are evaluated as follows: 
· ☐ being contacted by investigators. Y/N
· ☐ pick-up of samples. Y/N
· ☐ documenting receipt of samples. Y/N
· ☐ storing packages. Y/N
· ☐ documenting delivery of packages to the laboratory and biological safety precautions (courier procedures and / or sponsor requirements). Y/N
☐ If any of the above steps are sub-contracted, the extent of arrangements and supervision by Courier Company is verified. 
· ☐ Contingency arrangements with the courier in case of strikes, custom problems, transportation problems. Y/N
· ☐ Courier Company Working day (if the protocol request to send the samples the week end) Y/N
· ☐ Temperature monitoring during transport and the documentation thereof. Y/N
· ☐ Interactions between the laboratory and the courier company, e.g. monitoring of the courier’s performance and procedures to give feedback to the sponsor in case of unsatisfactory performance of the courier. Y/N
· ☐ Documentation of Acknowledgement of Receipt by Central Laboratory Y/N

4.3 [bookmark: _Toc450657096]Samples tracking by the Laboratory
	[image: ]"A mechanism to track the movement of each sample from arrival to analysis or evaluation should be implemented and maintained." (Reflection paper for laboratories that perform the analysis or evaluation of clinical trial samples, EMA, February 2012)



☐ A mechanism to track the movement of each sample from arrival to analysis or evaluation is implemented and maintained. Y/N

4.4 [bookmark: _Toc450657097]Samples receipt at the Laboratory 

	[image: ]"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.
[image: ] "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)



	[image: ]"All samples received by the laboratory should be assessed on arrival to check their physical integrity. If samples have been compromised in transit the sponsor or their representative, or the investigator, should be notified promptly. 
Date and time of receipt should be recorded and reported back to the sponsor or their representative, or the investigator to enable them to track clinical trial samples and ensure that they are handled in compliance with the requirements of the clinical trial protocol. 
On receipt, laboratory staff should ensure that all samples are accounted for, this process should be documented. If samples are poorly labelled, missing or if unexpected samples are received, the sponsor or their representative, or the investigator, should be contacted in order to investigate and resolve the issues. In most cases samples should not be analysed until their identity is confirmed. However, if a delay in analysis is likely to compromise the integrity of the sample as a result of instability etc. the sample should be analysed and the result quarantined until the sample’s identity has been established. If the identity of the sample can not be established the results should not be reported. Policies describing the process of receipt of samples and for dealing with missing, unexpected or poorly labelled samples should be documented." (Reflection paper for laboratories that perform the analysis or evaluation of clinical trial samples, EMA, February 2012)
"The sponsor or their representative and/or the investigator should be notified of all instances of inappropriate labelling of clinical trial samples as soon as is practically possible." (Reflection paper for laboratories that perform the analysis or evaluation of clinical trial samples, EMA, February 2012)
"It is recommended that sample receipt is subject to regular quality control checks. Additionally, it is advisable to include an audit of the sample receipt processes as part of the QA programme to ensure it is performed in accordance with laboratory policy. Failure to monitor the receipt and accurate “booking in” of samples may have a significant impact on the integrity of data produced by the laboratory." (Reflection paper for laboratories that perform the analysis or evaluation of clinical trial samples, EMA, February 2012)


☐Procedures for un-packing samples cover the following:
· ☐ Personal safety protection procedures such as use of gloves, protecting glasses, etc. Y/N
· ☐ Check of received packages, tubes and request forms for physical integrity, completeness and adequacy of information. Y/N
· ☐ Procedures used for inspection of received goods and materials, manual vs. electronic
· ☐ Documentation of related QC procedures and for resolution/follow-up of errors/deviations.
· ☐ Management of corrections of forms errors or samples errors or discrepancies between forms and samples Y/N
· ☐ Laboratory opening hours; procedures for receipt of samples outside working hours, arrangements for sickness cover, vacation and public holidays. Y/N
· ☐ The system for registering and, if applicable, labelling the samples and recording the date of sampling, receipt, analyses and date and time of reporting the results. Y/N
· ☐ Procedures for the confirmation to the investigator and/or the study monitor of the receipt of samples. Y/N
· ☐ Feedback to clinical trial site if the quality of samples and/or documentation is inadequate. This includes documentation of the sequence of events, procedures for prevention of repeat errors and immediate feedback to sites. Y/N
· ☐ The date of sampling and date of analyses should be compared to assess if the lag time is supported by stability data for each of the analytes. Y/N

☐Personn in charge is : dedicated to this process Y/N

☐ Comment est informée l’équipe de l’arrivée des échantillons : XXX

4.4.1 [bookmark: _Toc450657098][bookmark: _Toc357370168]Samples de-identification 
	Si analyses sensibles (ex HIV), la personne qui a eu accès par au nom du patient (indiquer par erreur sur le tube par ex) doit éviter de prendre en charge l'analyse/d'avoir accès au résultat de ce patient (demande de certains auditeurs d'après les labo)



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)



☐ Information recorded on the label/requisition form don't compromise the trial subject’s right to privacy e.g. patient name.
· ☐ There is a process to manage this issue: Y/N
☐ A copy of the requisition is taken and the patient name is marked out with a black marker
☐ The original requisition is returned to the Principal Investigator/central lab with an explanatory letter of the error
☐ If patient name appears on the sample tube a blank sticker is used to cover the name.

☐ Procedures cover processing samples with missing essential data on the accompanying laboratory requisition sheet / label:
· ☐ The tracking, storage of samples, when these are kept back. Y/N
· ☐ The flagging and tracking of samples, when these are analyzed with high priority. Y/N
· ☐ The process for obtaining missing information from clinical trial centers and documentation of this process. Y/N
· ☐ The procedure for handling missing or broken samples as well as additional and/or unscheduled samples. Y/N
☐ Incomplete or illegible information on the requisition form or tube labels prompts immediate site contact for verification.
☐ In cases where the issue is not resolved, analyses or sending of the laboratory report are delayed.
4. [bookmark: _Toc450657099]Blinding/Unblinding 
Satff blind/Unblind : Y/N
If Yes : management of the blinding :
Server
Data protected
Local
Sponsor/stat/DM
[bookmark: _Hlk503543707]Qui alerter en cas de résultat incoherent ?
Process en cas de SUSAR ?

	"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)



4.5 [bookmark: _Toc450657100]Samples storage prior the testing
	S’assurer que les échantillons sont pris en charge rapidement.
Parfois réception en deux temps quand échantillons congelés : 
-1) Réception globale : nombre d’échantillon, état du colis, temp vérifiés. AOR de réception complétée et renvoyé au labo central/site/sponsor… puis stockage intermédiaire (échantillons nouvellement arrivés sont séparé des échantillons identifies/analysés par sécurité)
-2) Réception détaillée : identification et enregistrement tube par tube, vérification de l'état des tubes (contenu lysé, etc…), ré étiquetage (parfois avec numéro interne) puis stockage ou analyses juste après

Après analyse stockage sur long terme de l’échantillon ou du produit extrait (eg ARN, ADN…))




☐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 : Y/N
☐la conduite à tenir en cas d'écart de température Y/N
	"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)


4.6 [bookmark: _Toc450657101]Analysis

	Pour études en cours :
Comparer points clé entre la validation de la méthode et la méthode employée dans le cadre de l’essai : Validation report vs Analytical plan. On s’attend à avoir la même méthode :
Vérifier principalement : 
•	volume des échantillons testé
•	calculs (formules) utilisées
•	appareils/réactifs
•	procédures mentionnées (attention aux mises à jour)

Si modification de la méthodologie en cours d'analyse : analyse d’impact pour vérifier :
si échantillons analysés avec la méthode non validée (violation du plan d'analyse) doivent  être réanalysés/ ou si résultats sont validés 
si une nouvelle validation de la méthodologie doit être refaite (partielle/totale) 




Plus amendement au Plan de validation et approbation du sponsor
☐ The analytical phase is conducted in accordance with the:
· ☐ Analytical Plan Y/N
· ☐ Work instruction Y/N
· ☐ Clinical trial protocol Y/N
· ☐ the Contract Y/N
· ☐ the laboratory Manual Y/N
· ☐ SOPs Y/N

☐ The samples have been processed according to agreed procedures and compare the date / time of sampling with the date/time of analysis. 
☐ The trial materials are analysed within a time frame consistent with patient safety issues and trial protocol, analytical plan, Standard Operating Procedure and any contractual material
☐ Process time for the assays is adequate compared to capacity, the workload and the stability of samples.
☐ There are written procedures for operating automated systems. Y/N
☐ The generic user manuals supplied by the manufacturer of the automatic systems are complemented with customized manuals covering laboratory specific aspects.
☐ For manual and semi-manual instruments/methods, the rounding-of rules for raw data, both at the time the assay is performed and later on the transfer of the data to the host system.
4.7 [bookmark: _Toc450657102]Quality Controls
Internal Quality Control:
☐ There is a procedure for Internal Quality Control. Dated ?
☐ The procedure for Internal Quality Control covers: 
· ☐ The number and “interval” of QC samples for each analytical run Y/N
· ☐ The acceptance criteria for results from QC test samples Y/N
· ☐ The handling of “out of specification" results Y/N
☐ Review and Validation of the results are done by a technician / biologist Y/N
☐ Quality controls are documented. Y/N

4.8 [bookmark: _Toc450657103]Repeated analysis

☐ There are procedures for the rejection of results, subsequent re-testing and re-call or rectification of provisional results:  dated ? Y/N
les modalités de ré-analyse (ex : résultats hors-normes), Y/N (in the PA)
la définition du résultat final conservé, (raw data or report ?)
· ☐This includes the assessment of the rationale, risk / impact evaluation and follow-up action by the responsible scientist. Y/N
· ☐ There are some QC and QA of follow-up process for recalled or rectified results. Y/N

	"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)



4.9 [bookmark: _Toc450657104]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)


☐ Any work on clinical trial samples that is not specified in the clinical trial protocol is not performed Y/N
☐ No additional work was performed prior all relevant documentation was amended Y/N
☐ The additional work/analyses performed do not conflict with the patient inform consent. 
☐ In case of protocol amendment (clinical trial samples analyses changes) the impact on the patient inform consent is analyzed before the implementation : Y/N
☐ 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. Y/N

If unscheduled analysis or evaluation is required for urgent clinical reasons, 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."

4.10 Deviation management

☐ Any deviation from the Analytical Plan is described, explained, Aknowledge and dated in a timely manner by the Analytical Plan Manager and sponsor : Y/N

Deviation : reported to the sponsor ? Reported in the report ? retraining of the personal ?

SOP ? dated

	"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)


5 [bookmark: _Toc450657105]Post-analytical phase
	Vérifier la validation du LIMS (si applicable)
Les laboratoires doivent assurer la traçabilité et la qualité des données et utilisent pour cela des applications informatiques qui se déclinent en plusieurs catégories :

    LIMS (Laboratory Information Management System), SIL en Français ;
    ELN (Electronic Laboratory Notebooks) ;
    SDMS (Scientific Data Management Systems) ;
    LPM (Laboratory Process Management) ;
    ISA (Instrumentation Software Automation) parfois appelé incorrectement "Middleware" en France.

Les applications LIMS sont les plus répandues et offrent un choix de fonctionnalités pouvant répondre à la majorité des besoins d’un laboratoire, en particulier pour satisfaire aux exigences de qualité et de traçabilité des organismes de contrôle et d'accréditation et faire face à l'augmentation exponentielle du volume de données à traiter. (wikipedia)



5.1 [bookmark: _Toc486941870]Data handling

☐ All data generated during the conduct of the analytical phase recorded directly, promptly, accurately, and legibly by the individual entering the data, and have all entries been signed or initialed and dated.

☐Raw data ? Excel /Lims ?
☐Laboratory note book : if yes,countersigned ?
☐QC on the data ? Y/N
☐QC on the laboratory book ? Y/N

Manual data:
☐ For assays that are performed manually, the data are recorded and registered promptly, directly, accurately and in a legible manner.
☐ Any changes in the raw data are made so as not to obscure the previous entry and have the reasons for the changes been indicated, and dated and signed. Y/N : audit trail ?
Excel sheet : Y/N
☐Verrouillage ?
☐Validation ?
☐Test ?
☐Calculation ?
☐QC ?
☐Audit trail


Data registered on computer:
☐ The data generated as a direct computer input are identified at the time of data input by the individual(s) responsible for direct data entries. Y/N
☐ Computerized system design provides a full audit trail to show all changes to the data without obscuring the original data. 
☐ The reasons for the changes are documented.

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.

5.1.1 [bookmark: _Toc486941872][bookmark: _Toc486941871]DM tools and validation status

5.1.2 [bookmark: _Toc486941873]Data Management Plan (DMP) ? If applicable

5.1.3 [bookmark: _Toc486941874]Data validation (edit checks and queries) If applicable

5.2 Data reporting
	[image: ] 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)



	[image: ] 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)



	"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)


☐ Procedures are in place for the review and release of results before the sending of laboratory reports to the investigator and/or the sponsor : who ? when ? Documentation ? 
☐ These procedures cover the following topics:
☐ Documented QC systems in place at all critical steps of data processing and data transfer involving non-validated/manual processes / operations. Y/N
☐ The review and release of provisional and final results prior to dispatch to investigators and sponsor.Y/N
☐ Differences between reports on the analysis of samples from clinical trials and those from routine practices.
☐ Release of “out of range” values. Y/N

Report to the Investigator
☐ Procedures are in place to report promptly the results to the investigator (e.g. fax followed by mail).
☐ The documentation and procedures should cover:
· ☐ The timelines for faxed reports when laboratory test results are needed e.g. to determine the selection of patients. Y/N
· ☐ QC procedures and systems to verify and document that the results were reported to Investigator/sponsor in a timely manner. Y/N
· ☐ Procedures for flagging "out of range/alert" results. Y/N
· ☐ Procedures for promptly contacting the Investigator and or the sponsor if clinically significant abnormalities are detected in order to have a medical evaluation and enable the Investigator to take appropriate action. Y/N
· ☐ The laboratory has his own physician to evaluate when the investigators should be notified. Y/N
· ☐ Procedure for flagging of changes to Investigator and/or Sponsor when the final and provisional results differ, and the tracking of these reports. Y/N
· ☐ Appropriate measures are taken to ensure that blinded individuals do not receive the results or receive a blinded report. Y/N
· ☐ 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. Y/N

5.3 [bookmark: _Toc450569327][bookmark: _Toc450569328][bookmark: _Toc450569333][bookmark: _Toc450569334][bookmark: _Toc450569335][bookmark: _Toc450569336][bookmark: _Toc450569337][bookmark: _Toc450569338][bookmark: _Toc450569339][bookmark: _Toc450569340][bookmark: _Toc450569341][bookmark: _Toc450569343][bookmark: _Toc450569344][bookmark: _Toc450569358][bookmark: _Toc450569359][bookmark: _Toc450569360][bookmark: _Toc450569361][bookmark: _Toc450569362][bookmark: _Toc450569363][bookmark: _Toc450569364][bookmark: _Toc450569365][bookmark: _Toc450569366][bookmark: _Toc450569367][bookmark: _Toc450569368][bookmark: _Toc450569369][bookmark: _Toc450569370][bookmark: _Toc450569371][bookmark: _Toc450569372][bookmark: _Toc450569373][bookmark: _Toc450657106][bookmark: _Toc486941875]Transfer of data 
☐ The data transfer was controlled and the quality control was documented.Y/N
☐ There is a proof of validation for the interfaces between systems, including laboratory – sponsor systems.
☐ In case of central laboratory with premises in different time zones, local time and the time of a centrally located mainframe computer are synchronized.

 The process for transferring data to XXX / third party is addressed in … (e.g. PA or dedicated specifications).
 Transfer tests were run and related documentation is available in the study TMF. . Y/N
 For each transfer a QC is done and documented. . Y/N
 Any discrepancy between transfered data (to be specified) lead to query issue. . Y/N
☐ In case of electronic systems used for the data reporting, the generation of reports and the transfer of data are handled correctly. Y/N
☐ Data transferred electronically are encrypted. Y/N
Email ? password
Sumcheck ?
☐ There are some Back-up systems if the data transfer fails. Y/N
5.4 [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) 



There is a dedicated SOP, dated XXXX
Based on the PA Y/N
Template Y/N
Review by XXX
QC performed by XXX
Signed by XXX
5.5 [bookmark: _Toc486941876][bookmark: _Toc486941877][bookmark: _Toc450657110][bookmark: _Toc450657116]Sample retention / destruction

	[image: ] "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)



☐ There is a policy/procedure for the storage of specimens after analysis (Back-up samples included).: Y/N
☐ The storage procedures are different between samples from clinical studies and those from routine practice and the evaluation of the impact of any such differences. Y/N
☐ Procedures cover: dated XXX
· ☐ The final destruction of back-up samples.
· ☐ The roles and responsibilities of any personnel involved in this process. 
· ☐ The health and safety provisions for the handling of infectious samples (Biohazards) and potentially infectious samples (HIV, Hepatitis etc.).
6 Security – Business Continuity

	"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)


6.1 Data server

6.2 Business continuity plan
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