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[bookmark: _Toc482689420]

[bookmark: _Le_projet_d'étude][bookmark: _Toc419464408]Introduction
 The Test Facility is working for the Sponsor since _______
 The Test Facility has never experienced working for the Sponsor
 The Services provided are…

	Observation n° Grade

	Blablabla

Main audit standards

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

	




 The Test Facility was audited previously.
 The Test Facility has never been audited by the Sponsor.
 The corrective actions are addressed.
 There is a recent major change (acquisition / takeover)…
 This changes affected: staff, location, procedures,…

LABO PHARMA is a pharmaceutical laboratory ….sponsor of a pre-clinical study based on …:
"Pre-clinical study name" (Study Plan number XXX)
 This Pre-clinical study was fully performed by LAB.
 This Pre-clinical study is/was a multi-site study, the following Test site were involved:
…

At the date of the audit, XX animals have already received the test item.
 The Pre-clinical study is finished, the final report is signed by the Study Director.
 The Pre-clinical study is finished, the final report is being reviewed by the Sponsor/by Test Facility Quality Assurance Unit... 

Within the context of this Pre-clinical study, LABO PHARMA has appointed Sunnikan Consulting to conduct an audit of the Pre-clinical study name performed by the Test Facility LAB.

[bookmark: _Toc419464409]Audit objectives
This audit is performed to To assess the compliance with Good Laboratory Practice (GLP) principles of the study sponsored by LABO PHARMA and conducted by LABM and to confirm the quality and integrity of the data produced. In this purpose the following processes were reviewed:
Organisation and Personnel
Quality Assurance Programme
Facilities
Apparatus, Materials, Reagents and Specimens
Test Systems
Test and Reference Substances
Standard Operating Procedures
Performance of the Study
Reporting of Study Results
Storage and Retention of Records

The audit was conducted according to the main audit standards:
OECD Principles of Good Laboratory Practice (ENV/MC/CHEM(98)17)
ICH M3(R2): Guidance on Nonclinical Safety Studies for the Conduct of Human Clinical Trials and Marketing Authorization for Pharmaceuticals, January 2010
ICH S3A: Note for Guidance on Toxicokinetics: The Assessment of Systemic Exposure in Toxicity Studies
Study Plan and Study Plan Amendment(s)
Contract/Agreement between LABO PHARMA and LABM.
[bookmark: _Toc419464410]Audit agenda
[bookmark: _Toc74458962]The audit took place in the Test Facility ___ on _ and was performed by _ according to an audit agenda previously sent to …
If needed, paste the audit agenda

[bookmark: _Toc419464411]Opening meeting
[bookmark: _Toc74458963]An opening meeting took place with:
· 
[bookmark: _Toc419464412]Audit
The Study audit consisted of a review of:
· Quality Assurance Programme
· Standard Operating Procedures
· floor plans;
· facility management and scientific organization charts;
· Training files, CVs and Job Descriptions of personnel involved in the study sponsored by LABO PHARMA
· Index of the facility’s Standard Operating Procedures (SOPs);
· Records regarding apparatus or special equipment used in the study (such as calibration, maintenance and service records…)
· Records relating to the stability of the test substances, analyses of test substance and formulations, analyses of feed, etc.;
· Study documentation (Study Plan, Amendment(s), deviation(s), Study Report) and records (log books, laboratory notebooks, files, worksheets, print-outs of computer-stored data, where appropriate);
· Individual animals records from their arrival at the test facility to autopsy and if possible records regarding history of the animals before arrival to the test facility.
· Reporting of Study Results
· Storage and Retention of Records

Interviews, site visit and documentation review were performed during the audit.
[bookmark: _Toc419464413]Close-out meeting
A debriefing meeting took place to present and discuss the audit results with:


[bookmark: _Toc419464414]Audit report
Any improvement suggestions included in this report are only advices. They are not based on a prior assessment of costs/timelines/quality objectives of the Test Facility. They do not represent by themselves the appropriate actions plan and should be considered within the global context.

Classification of audit findings
Classification of audit findings
In this report, the findings are classified as critical, major or minor according to the Procedure for reporting of GCP inspections requested by the Committee for Medicinal Products for Human Use (CHMP), 28 March 2017:

	"APPENDIX 5 – Grading of inspection findings
Critical
Conditions, practices or processes that adversely affect the rights, safety or well-being of the subjects and/or the quality and integrity of data.
Critical observations are considered totally unacceptable.
Possible consequences: rejection of data and/or legal action required
Remark: Observations classified as critical may include a pattern of deviations classified as major, bad quality of the data and/or absence of source documents. Manipulation and intentional misrepresentation of data belong to this group.

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

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

Comments
The observations might lead to suggestions on how to improve quality or reduce the potential for a deviation to occur in the future."






[bookmark: _Toc249691803]

[bookmark: _Toc419464415]Executive summary
Copy "audit context"

The aim of this audit is to assess….
The audit took place in the Test Facility ___ on _ and was performed by _ according to an audit agenda previously sent to …


"A Test Facility Inspection of any large facility is likely to reveal a number of minor deviations from GLP Principles but, normally, these will not be sufficiently serious to affect the validity of studies emanating from that test facility. In such cases, it is reasonable for an Inspector to report that the facility is operating in compliance with GLP Principles according to the criteria established by the (National) GLP Monitoring Authority. Nevertheless, details of the inadequacies or faults detected should be provided to the test facility and assurances sought from its senior management that action will be taken to remedy them. The Inspector may need to revisit the facility after a period of time to verify that necessary action has been taken. 
"If a serious deviation from the GLP Principles is identified during a Test Facility Inspection or Study Audit which, in the opinion of the Inspector, may have affected the validity of that study, or of other studies performed at the facility, the Inspector should report back to the (National) GLP Monitoring Authority. The action taken by that Authority and/or the regulatory authority, as appropriate, will depend upon the nature and extent of the non-compliance and the legal and/or administrative provisions within the GLP Compliance Programme." (Guidance for GLP Monitoring Authorities - Revised Guidance for the conduct of Laboratory Inspections and Study Audits (1995))
Overall it has been noted that…

The main findings are:





[bookmark: _Toc348438911][bookmark: _Toc293304309][LH: dans cette checklist certains textes en italique sont notés (1) pour:
(1) OECD Principles on Good Laboratory Practice (as revised in 1997)

[bookmark: _Toc419464416]Test Facility Organisation and Personnel

	"Les expérimentations animales devront faire l’objet d’une évaluation et d’une autorisation préalables. Les États membres devront, en effet, veiller à ce que tous les éleveurs, fournisseurs et utilisateurs soient agréés par l’autorité compétente et enregistrés auprès d’elle. (…)" (Directive 2010/63/UE du Parlement européen et du Conseil du 22 septembre 2010 relative à la protection des animaux utilisés à des fins scientifiques)




	Test Facility Management Job Description
	"_", version #_, dated _
signed by the Test Facility Management on _

	autorité et responsabilité officielle de l'organisation et du fonctionnement de l'installation d'essai, conformément aux principes de bonnes pratiques de laboratoire
s'assurer de l'existence d'une déclaration qui désigne la ou les personnes exerçant, dans une installation d'essai, les responsabilités de gestion telles qu'elles sont définies par les présents principes de bonnes pratiques de laboratoire;
s'assurer qu'un nombre suffisant de personnes qualifiées, ainsi que d'installations, équipements et matériaux appropriés, sont disponibles pour que l'étude se déroule en temps voulu et de façon adéquate;
veiller à la tenue d'un dossier contenant les qualifications, la formation, l'expérience et la description des tâches de toutes les personnes de niveau professionnel et technique;
veiller à ce que le personnel comprenne clairement les tâches qu'il doit remplir et, lorsqu'il y a lieu, le former à ces tâches;
veiller à ce que des modes opératoires normalisés pertinents et techniquement valides soient définis et suivis, et approuver tout mode opératoire normalisé nouveau ou révisé;
veiller à l'existence d'un programme d'assurance qualité doté d'un personnel spécifiquement affecté et vérifier que la responsabilité de l'assurance qualité est assumée conformément aux présents principes de bonnes pratiques de laboratoire;
vérifier que, pour chaque étude, une personne possédant les qualifications, la formation et l'expérience requises soit nommée directeur de l'étude par la direction, avant le début de l'étude. Le remplacement du directeur de l'étude doit se faire conformément à des procédures établies et doit être étayé par des documents;
vérifier, dans le cas d'une étude multisites, qu'un responsable principal des essais possédant la formation, les qualifications et l'expérience requises est désigné, s'il y a lieu,  pour superviser la ou les phases de l'étude qui lui sont déléguées. Le remplacement d'un responsable principal des essais doit se faire conformément à des procédures établies et doit être étayé par des documents;
veiller à ce que le directeur de l'étude approuve le plan de l'étude en toute connaissance de cause;
vérifier que le directeur de l'étude a mis le plan de l'étude approuvé à la disposition du personnel chargé de l'assurance qualité;
veiller au maintien d'un fichier chronologique de tous les modes opératoires normalisés;
s'assurer qu'une personne est désignée comme responsable de la gestion des archives;
veiller au maintien d'un schéma directeur (= master schedule);
veiller à ce que les fournitures reçues par l'installation d'essai remplissent les conditions nécessaires à leur utilisation dans une étude;
vérifier, dans le cas d'une étude multisites, qu'il existe un système transparent de communication entre le directeur de l'étude, le ou les responsables principaux des essais, les responsables du ou des programmes d'assurance qualité et le personnel de l'étude;
vérifier que les éléments d'essai et les éléments de référence sont correctement caractérisés;
instaurer des procédures garantissant que les systèmes informatiques conviennent à l'objectif recherché et qu'ils sont validés, utilisés et entretenus conformément aux présents principes de bonnes pratiques de laboratoire. (1)

	Test Facility Management qualification and training records 
	CV of "_" dated _ and signed on _ 
Initial qualification


Last GLP Training

SOP training



	Comments:






	Study Director Job Description 
	"_", version #_, dated _
signed by "_" on _

	* conduite générale de l'étude
* approbation du plan de l'étude et de ses amendements
* approbation du rapport final
* veille au respect de tous les principes pertinents des bonnes pratiques de laboratoire
* seul en charge du contrôle de l'étude et assume la responsabilité de la conduite générale de l'étude et de l'établissement du rapport final.
approuver, par une signature datée, le plan de l'étude et tout amendement qui lui serait apporté;
veiller à ce que le personnel chargé de l'assurance qualité dispose en temps utile d'une copie du plan de l'étude et de tout amendement éventuel et communiquer de façon efficace avec le personnel chargé de l'assurance qualité en fonction des besoins du déroulement de l'étude;
s'assurer que le personnel qui réalise l'étude dispose bien des plans de l'étude, avec leurs amendements et les modes opératoires normalisés;
vérifier que le plan de l'étude et le rapport final dans le cas d'une étude multisites décrivent et définissent le rôle de chaque responsable principal des essais et de chaque site ou installation d'essai intervenant dans le déroulement de l'étude;
veiller au respect des procédures décrites dans le plan de l'étude, évaluer et répertorier l'incidence de toute déviation du plan sur la qualité et l'intégrité de l'étude, et prendre des mesures correctives appropriées, le cas échéant; constater les déviations par rapport aux modes opératoires normalisés au cours de la réalisation de l'étude;
veiller à ce que toutes les données brutes obtenues soient pleinement étayées par des documents et enregistrées;
vérifier que les systèmes informatiques utilisés dans l'étude ont été validés;
signer et dater le rapport final afin d'indiquer qu'il accepte la responsabilité de la validité des données et préciser dans quelle mesure l'étude respecte les présents principes de bonnes pratiques de laboratoire;
veiller à ce que le plan de l'étude, le rapport final, les données brutes et les pièces justificatives soient transférés aux archives après achèvement (conclusion comprise) de l'étude. (1)
(* activités non délégables)

	Comments:






	Study Director qualification and training records
	CV of "_" dated _ and signed on _ 
Initiale qualification


Last GLP Training

SOP training


	QA Unit / Manager Job Description
	"_", version #_, dated _
signed by "_" on _

	indépendant de la conduite de l'étude
donne l'assurance que les principes de bonnes pratiques de laboratoire sont bien respectés
a) conserver des copies de tous les plans d'étude et modes opératoires normalisés approuvés qui sont utilisés dans l'installation d'essai et avoir accès à un exemplaire à jour du schéma directeur;
b) vérifier que le plan de l'étude contient les informations nécessaires au respect des présents principes de bonnes pratiques de laboratoire. Cette vérification devra être étayée par des documents;
c) procéder à des inspections pour établir si toutes les études se déroulent conformément aux présents principes de bonnes pratiques de laboratoire. Des inspections doivent également établir si des plans d'étude et des modes opératoires normalisés ont été mis à la disposition du personnel d'étude et sont respectés. Ces inspections peuvent être de trois types, comme le précisent les modes opératoires normalisés du programme d'assurance qualité:
· inspections portant sur l'étude,
· inspections portant sur l'installation,
· inspections portant sur le procédé.
Les comptes rendus de ces inspections doivent être conservés;
d) examiner les rapports finals afin de confirmer que les méthodes, les modes opératoires et les observations sont fidèlement et entièrement décrits et que les résultats consignés reflètent de façon exacte et complète les données brutes des études;
e) rendre compte promptement par écrit de tout résultat d'inspection à la direction et au directeur de l'étude, ainsi qu'au ou aux responsables principaux des essais et aux directions respectives, le cas échéant;
f) rédiger et signer une déclaration, qui sera insérée dans le rapport final et précisera la nature des inspections et les dates auxquelles elles ont eu lieu, y compris la ou les phases de l'étude inspectées, ainsi que les dates auxquelles les résultats des inspections ont été communiqués à la direction et au directeur de l'étude, ainsi qu'au ou aux responsables principaux des essais, le cas échéant. Cette déclaration servira, en outre, à confirmer que le rapport final reflète les données brutes.(1)

	QA Unit / Manager qualification and training records
	CV of "_" dated _ and signed on _ 
Initiale qualification


Last GLP Training

SOP training


	Other Study staff Job Description
	"_", version #_, dated _
signed by "_" on _

	 Tout le personnel participant à la réalisation de l'étude doit être bien informé des parties des principes de bonnes pratiques de laboratoire applicables à sa participation à l'étude.
Le personnel de l'étude aura accès au plan de l'étude et aux modes opératoires normalisés qui s'appliquent à sa participation à l'étude. Il lui incombe de respecter les instructions données dans ces documents. Toute déviation par rapport à ces instructions doit être étayée par des documents et signalée directement au directeur de l'étude ou, le cas échéant, au ou aux responsables principaux des essais.
Il incombe à tout le personnel de l'étude d'enregistrer les données brutes de manière rapide et précise, conformément aux présents principes de bonnes pratiques de laboratoire, et d'assumer la responsabilité de la qualité de ces données.
Le personnel de l'étude doit prendre les précautions d'hygiène nécessaires pour réduire au minimum le risque auquel il est exposé et pour assurer l'intégrité de l'étude. Il doit avertir les personnes compétentes de tout état de santé ou affection dont il a connaissance et qui peut influer sur l'étude, de façon que les membres du personnel concernés puissent être exclus des opérations où leur intervention pourrait nuire à l'étude. (1)

	Other Study staff qualification and training records
	CV of "_" dated _ and signed on _ 
Initiale qualification


Last GLP Training

SOP training






	Qualifications of the QA personnel
"They must be familiar with the test procedures, standards and systems operated at or on behalf of the test facility. (…)
"Training should be continuous and subject to periodic review." (Consensus Document QUALITY ASSURANCE AND GLP, Series N°4) 
"The training of QA personnel must be documented and their competence evaluated. These records should be kept up-to-date and be retained. "(1)




	Qualifications of the Study Director
"Qualifications for a Study Director will be dictated by the requirements of each individual study. Setting the criteria is the responsibility of the management. Furthermore, management has the responsibility for selection, monitoring and support of the Study Director to ensure that studies are carried out in compliance with the GLP Principles. 
Any minimal qualifications established by management for the position of Study Director should be documented in the appropriate personnel records. 
In addition to a strong technical background, the coordinating role of the Study Director requires an individual with strengths in communication and problem solving and managerial skills." 
"Management should ensure that there is documentation of training in all aspects of the Study Director’s work. 
A training programme should ensure that Study Directors have a thorough understanding of :
GLP Principles 
and an appropriate knowledge of testing facility procedures. 
This may include an awareness and working knowledge of other guidelines and regulations pertinent to the testing facility and the particular study type, for example, the OECD Test Guidelines. 
Training may include 
work experience under the supervision of competent staff. 
Observation periods or work experience within each discipline involved in a study can provide a useful basic understanding of relevant practical aspects and scientific principles, 
and assist in the formation of communication links. 
Attendance at in-house and external seminars and courses, membership in professional societies 
and access to appropriate literature may allow Study Directors to maintain current awareness of developments within their scientific field. 
Professional development should be continuous and subject to periodic review. 
All training should be documented and records should be retained for the period specified by the appropriate authorities. " (…)
"Documented records of such a programme should reflect the progression of training and provide a clear indication of the type of study that an individual is considered competent to direct. Further training or retraining may be necessary from time to time, for example, following the introduction of new technology, procedures or regulatory requirements." (Consensus Document, THE ROLE AND RESPONSIBILITIES OF THE STUDY DIRECTOR IN GLP STUDIES, Series N°8)



The following documents were reviewed during the audit:
floor plans "_", version #_, dated _.
facility management and scientific organisation charts  "_", version #_, dated _.
list(s) of on-going and completed studies with information on the type of study, initiation/completion dates, test system, method of application of test substance and name of Study Director;
staff health surveillance policies; "_", version #_, dated _.
an index of the facility’s Standard Operating Procedures (SOPs); "_", version #_, dated _.
list(s) of the Study Directors and sponsors associated with the study(ies) being audited, "_", version #_, dated _.
The following CVs of personnel involved in the study(ies) were reviewed during the audit: 
· Study Director
· Laboratory staff
· Head of the Quality Assurance unit
· any other scientist involved in the study;
· …

The following staff job descriptions and staff training programmes and records were reviewed during the audit:
· Study Director
· Laboratory staff
· Head of the Quality Assurance unit
· any other scientist involved in the study;
· …
There is enough staff for continuity, e.g. during holidays.

Regarding the documentation reviewed during the audit, the test facility has sufficient:
qualified personnel, 
staff resources 
and support services 
for the conduct of the study(ies) undertaken.
The organizational structure is appropriate; and management has established a policy regarding:
training 
and staff health surveillance 
which is appropriate regarding the audited study(ies) undertaken in the facility.


	Finding #





[bookmark: _Toc419464417]Quality Assurance Programme
[bookmark: _Toc419464418]QA Unit organization, qualification and training
The qualifications of the head of QA, and of all QA staff are adequate to monitor the study(ies) selected for the audit.
The QA unit is familiar with the test procedures (cf SOP training CL) 
The QA role regarding the review, revision and updating of SOPs is documented in the Job descriptions and is compatible with the principles of Good Laboratory Practice.

The QA unit :
· is designated by the management
· is directly responsible to management
· functions independently from the staff involved in the studies;
The QA unit processes for :
· scheduling and conducting inspections, 
· identifying critical phases in a study, 
· managing resources available for QA inspections and monitoring activities,
is sufficient to assure that studies performed are in compliance with these Principles of Good Laboratory Practice.
[bookmark: _Toc419464419]QA Audits

	GLP Requirements
	Yes
	No
	N.A.
	Comments

	Performs verifications that the study plan contains the information required for compliance with these Principles of Good Laboratory Practice. (1) 
	
	
	
	

	Have SOPs describing the audits process:
Study-based inspections, cf SOP "_", version #_, dated _.
Facility-based inspections, cf SOP "_", version #_, dated _
Process-based inspections, cf SOP "_", version #_, dated _
 
	
	
	
	

	Performs audits such as :
- Study-based inspections, (for all studies!!)
- Facility-based inspections (regularly: every __ month/year ?),
- Process-based inspections (if applicable).
	
	
	
	

	inspects the final reports to confirm that the methods, procedures, and observations are accurately and completely described, and that the reported results accurately and completely reflect the raw data of the studies; (1)
	
	
	
	

	promptly reports any inspection results in writing to:
[Test Facility] management 
the Study Director, 
the Principal Investigator(s) 
the respective management [i.e. Test Site Management], when applicable (1)
	
	
	
	

	prepares and signs a statement, to be included with the final report, which specifies:
 types of inspections and 
their dates, 
including the phase(s) of the study inspected,
 and the dates inspection results were reported to management and the Study Director and Principal Investigator(s), if applicable. 
This statement would also serve to confirm that the final report reflects the raw data. (1)
	
	
	
	



The Quality Assurance (QA) Programme regarding audits process are described in Standard Operating Procedures:
- Study-based inspections, cf SOP "_", version #_, dated _.
- Facility-based inspections, cf SOP "_", version #_, dated _
- Process-based inspections, cf SOP "_", version #_, dated _

The extent and depth of QA monitoring during the practical phases of the study is sufficient;
The extent and depth of QA monitoring of routine test facility operation is sufficient;
QA Study-based audits are conducted on all studies.
The QA procedures for checking the final report to ensure its agreement with the raw data are adequate ;
The management received reports from QA concerning problems likely to affect the quality or integrity of the study(ies);
The actions taken by QA when deviations are found are documented ?? ;

[For multi-site studies]
if studies or parts of studies are done in contract laboratories, the QA role, if any, is clearly defined;
[only for short term studies]
(that where studies are of such short duration that monitoring of each study is impracticable, arrangements exist for monitoring on a sample basis;) 

Regarding the documents reviewed during the audit, based on the study XXX and the explanation given by the head of the Quality Assurance (QA) Unit: 
the systems and methods for QA inspection 
the monitoring of studies, 
and the system for recording observations made during QA monitoring
are adequate to ensure that the studies are conducted in accordance with GLP Principles.

[bookmark: _Toc419464420]Maintenance of QA records

	GLP Requirements
	Yes
	No
	N.A.
	Comments

	Quality Assurance Personnel maintains copies of:
all approved study plans 
and Standard Operating Procedures in use in the test facility
and have access to an up-to-date copy of the master schedule; (1)
	
	
	
	

	Records of verifications that the study plan contains the information required for compliance with these Principles of Good Laboratory Practice. (1) 
	
	
	
	

	Records of the following inspections are retained:
Inspections can be of three types as specified by Quality Assurance Programme Standard Operating Procedures:
- Study-based inspections,
- Facility-based inspections,
- Process-based inspections. (1)
Records of such inspections should be retained.
	
	
	
	




The maintenance of the QA records is in accordance with the GLP Principles.

	Finding #






	QA involvement in developing SOPs and study plans
Management is responsible for ensuring that Standard Operating Procedures (SOPs) are produced, issued, distributed and retained. QA personnel are not normally involved in drafting SOPs; however it is desirable that they review SOPs before use in order to assess their clarity and compliance with GLP Principles.
Management should ensure that the study plan is available to QA before the experimental starting date of the study. This allows QA:
- to monitor compliance of the study plan with GLP;
- to assess the clarity and consistency of the study plan;
- to identify the critical phases of the study; and
- to plan a monitoring programme in relation to the study.
As and when amendments are made to the study plan, they should be copied to QA to facilitate effective study monitoring.
QA inspections
QA programmes are frequently based upon the following types of inspections:
- Study-based inspections: These are scheduled according to the chronology of a given study, usually by first identifying the critical phases of the study.
- Facility-based inspections: These are not based upon specific studies, but cover the general facilities and activities within a laboratory (installations, support services, computer system, training, environmental monitoring, maintenance, calibration, etc.).
- Process-based inspections: Again these are performed independently of specific studies. They are conducted to monitor procedures or processes of a repetitive nature and are generally performed on a random basis. These inspections take place when a process is undertaken very frequently within a laboratory and it is therefore considered inefficient or impractical to undertake study-based inspections. It is recognised that performance of process-based inspections covering phases which occur with a very high frequency may result in some studies not being inspected on an individual basis during their experimental phases.
QA planning and justification of QA activities and methods
QA should plan its work properly and its planning procedures as well as the operation of QA personnel in performing, documenting and reporting inspections should be described in SOPs. A list of studies planned and in progress should be kept. QA should have access to an up-to-date copy of the master schedule. Such a list is necessary for planning QA activities and assessing the QA workload in the laboratory.
As is the case for any other operative procedures covered by the GLP Principles, the QA programme of inspections and audits should be subject to management verification. Both the QA staff and management should be able to justify the methods chosen for the performance of their tasks.
QA inspection reports
National GLP monitoring authorities may request information relating to the types of inspections and their dates, including the phase(s) of the study inspected. However, QA inspection reports should not normally be examined for their contents by national monitoring authorities as this may inhibit QA when preparing inspection reports. Nevertheless, national monitoring authorities may occasionally require access to the contents of inspection reports in order to verify the adequate functioning of QA. They should not inspect such reports merely as an easy way to identify inadequacies in the studies carried out.
Audits of data and final reports
The review of a study’s raw data by QA can be carried out in a number of ways. For example, the records may be examined by QA during experimental phases of the study, during process inspections or during audits of final reports. Management should ensure that all final reports for which GLP compliance is claimed are audited by QA. This audit should be conducted at the final draft stage, when all raw data have been gathered and no more major changes are intended.
The aims of the audit of the final report should be to determine whether:
- the study was carried out in accordance with the study plan and SOPs;
- the study has been accurately and completely reported;
- the report contains all the elements required by GLP;
- the report is internally consistent; and
- the raw data are complete and in compliance with GLP.
QA may find it helpful to record the audit of the final report in a form that is sufficiently detailed to enable the audit to be reconstructed. Procedures must be established so that QA is made aware of all additions or changes made to the study data and report during the audit phase.
Before signing the QA statement, QA should ensure that all issues raised in the QA audit have been appropriately addressed in the final report, that all agreed actions have been completed, and that no changes to the report have been made which would require a further audit.
Any correction of or addition to a completed final report must be audited by QA. A revised or additional QA statement would then need to be provided.
In the GLP Principles, raw data are defined as "all original test facility records and documentation, or verified copies thereof, which are the result of the original observations and activities in a study”. Raw data also may include, for example, photographs, microfilm or microfiche copies, computer readable media, dictated observations, recorded data from automated instruments, or any other data storage medium, that has been recognised as capable of providing secure storage of information for a time period as stated in section 10 below." [Section I.2.3(7)].
The QA statement
The Principles of GLP require that a signed quality assurance statement be included in the final report, which specifies types of inspections and their dates, including the phase(s) of study inspected, and the dates inspections results were reported to management and the Study Director and the Principal Investigator(s), if applicable [Sections II.2.2(1f) and II.9.2(4)]. Procedures to ensure that this statement reflects QA’s acceptance of the Study Director’s GLP compliance statement and is relevant to the final study report as issued are the responsibility of management.
The format of the QA statement will be specific to the nature of the report. It is required that the statement include full study identification and the dates and phases of relevant QA monitoring activities.
Where individual study-based inspections have not been part of the scheduled QA programme, a statement detailing the monitoring inspections that did take place must be included, for example, in the case of shortterm studies where repeated inspections for each study are inefficient or impractical.
It is recommended that the QA statement only be completed if the Study Director’s claim to GLP compliance can be supported. The QA statement would also serve to confirm that the final report reflects raw data. It remains the Study Director’s responsibility to ensure that any areas of non-compliance with the GLP Principles are identified in the final report.
QA and non-regulatory studies
Compliance with GLP is a regulatory requirement for the acceptance of certain studies. However, some test facilities conduct in the same area studies which are and which are not intended for submission to regulatory authorities. If the non-regulatory studies are not conducted in accordance with standards comparable to GLP, this will usually have a negative impact on the GLP compliance of regulatory studies.
Lists of studies kept by QA should identify both regulatory and non-regulatory studies to allow a proper assessment of work load, availability of facilities and possible interferences. QA should have access to an up-to-date copy of the master schedule to assist them in this task. It is not acceptable to claim GLP compliance for a non-GLP study after it has started. If a GLP-designated study is continued as a non-GLP study, this must be clearly documented.
QA at small test facilities
At small test facilities it may not be practicable for management to maintain personnel dedicated solely to QA. However, management must give at least one individual permanent, even if part-time, responsibility for co-ordination of the QA function. Some continuity in the QA staff is desirable to allow the accumulation of expertise and to ensure consistent interpretation. It is acceptable for individuals involved in studies that comply with GLP to perform the QA function for GLP studies conducted in other departments within the test facility. It is also acceptable for personnel from outside the test facility to undertake QA functions if the necessary effectiveness required to comply the GLP principles can be ensured.
This concept may be additionally applied to multi-site studies, for example field studies, on the condition that overall responsibility for co-ordination is clearly established."
(OECD Series on Principles of GLP and Compliance Monitoring - Number 4 (Revised) -Consensus Document - QUALITY ASSURANCE AND GLP)




[bookmark: _Toc419464421]Facilities
[bookmark: _Toc293304332][bookmark: _Toc419464422]Access to the buildings
 Access to the buildings is under control.
 Access to the buildings is not under control.
 There are procedures on building security (access, alarm, fire etc) and the procedure is followed (e.g. staff leaving the company cannot access the facilities).
 There is no procedure on building security (access, alarm, fire etc).
[bookmark: _Toc419464423]Laboratory facilities
 L’aménagement permet d’isoler les activités pouvant entraîner une contamination de l’opérateur et / de l’analyse
 Il y a différentes zones de stockage à températures différentes pour les matières premières, les réactifs, les sample
 Les zones de stockage sont différentes des zones de conservation des échantillons biologiques
 Sample integrity, consideration should be given to arrangements for sample receipt, tracking and storage
 Appropriate storage conditions are maintained that will protect sample integrity and prevent cross-contamination
 Procedures are in place for:
waste storage, collection and disposal
decontaminating laboratories and their equipment


[bookmark: _Toc419464424]Salle serveurs
 LABO PHARMA dispose de locaux dédiés à l'informatique (salle serveurs).
 LABO PHARMA ne dispose pas de locaux dédiés à l'informatique.

 L'accès à la salle serveurs est sécurisée (accès réservé au seul personnel autorisé)
 par une alarme,
 par digicode,
 par télésurveillance,
 autre (préciser).
 L'accès à la salle serveurs n'est pas sécurisé

 Les caractéristiques suivantes ont été constatées :
·  il existe un journal des accès à la salle serveurs,
·  la salle est réservée au matériel informatique,
·  la salle est rangée et nettoyée,
·  la température et l'humidité de la salle sont sous contrôle (monitoring périodique, alarme, air conditionné, contrat d'intervention de maintenance de la climatisation),
·  l'alimentation électrique est sous onduleur,
·  L'alimentation électrique est adaptée et conforme aux normes des fabricants,
·  il existe une alimentation électrique de secours (ex : générateur de secours, de type Uninterruptable Power System [UPS] par exemple), avec un durée d’autonomie adaptée,
·  il n'existe pas d'alimentation électrique de secours,
·  il existe un dispositif de disjoncteur d'urgence pour la mise hors tension des systèmes, en cas d'urgence,
·  il existe un système de shutdown, avec une alarme,
·  l'alimentation de secours est régulièrement testée (conformément aux recommandations du fabricant, au moins une fois par an?),
·  il n'y a pas de canalisation d'eau dans la salle,
·  il existe un dispositif anti-incendie approprié,
 La salle serveurs n'est pas correctement équipée / maintenue. Les caractéristiques suivantes n'ont pas été constatées :
· 
 La salle serveurs est correctement équipée et maintenue [préciser]
 La salle serveurs n'est pas correctement équipée / maintenue [préciser

[bookmark: _Toc419464425]Conclusion regarding facilities:
Regarding the audited study N° XXX:
the design enables an adequate degree of separation so that, e.g., test substances, animals, diets, pathological specimens, etc. of one study cannot be confused with those of another;
environmental control and monitoring procedures exist and function adequately in critical areas, e.g., animal and other biological test systems rooms, test substance storage areas, laboratory areas;
the general housekeeping is adequate for the various facilities and that there are, if necessary, pest control procedures.
the test facility, whether indoor or outdoor, is therefore of 
suitable size, 
design 
and location 
to meet the demands of the studies N° XXX being undertaken.
In particular, for the study XXX which require the use of animals, the test facility has support facilities and conditions for their care, housing and containment, adequate to prevent stress and other problems which could affect the test system and hence the quality of data.

	Finding #






	GLP Requirements
3.2 Test System Facilities
1. The test facility should have 
•	a sufficient number of rooms 
•	or areas to assure the isolation of test systems 
•	and the isolation of individual projects, involving substances or organisms known to be or suspected of being biohazardous. (1)
2. Suitable rooms or areas should be available for:
•	the diagnosis, 
•	treatment 
•	and control of diseases, 
in order to ensure that there is no unacceptable degree of deterioration of test systems. (1)
3. There should be storage rooms or areas as needed for supplies and equipment. Storage rooms or areas should :
•	be separated from rooms or areas housing the test systems 
•	and should provide adequate protection against infestation, contamination, and/or deterioration. (1)
5.2 [Test System] Biological
1. Proper conditions should be established and maintained for: 
•	the storage, 
•	housing, 
•	handling 
•	and care of biological test systems, in order to ensure the quality of the data. (1)
2. Newly received animal and plant test systems should be isolated until their health status has been evaluated. 
If any unusual mortality or morbidity occurs, this lot should not be used in studies and, when appropriate, should be humanely destroyed. 
At the experimental starting date of a study, test systems should be free of any disease or condition that might interfere with the purpose or conduct of the study. 
Test systems that become diseased or injured during the course of a study should be isolated and treated, if necessary to maintain the integrity of the study. Any diagnosis and treatment of any disease before or during a study should be recorded.  (1)



[bookmark: _Toc419464426]Apparatus, Materials, Reagents and Specimens
[bookmark: _Toc419464427]Apparatus

	GLP Requirements
	Yes
	No
	N.A.
	Comments

	Apparatus 1: ____

	is validated in case of computerised systems
	
	
	
	

	is suitably located
	
	
	
	

	Has the appropriate design
	
	
	
	

	Has the adequate capacity
	
	
	
	

	is periodically inspected
	
	
	
	

	cleaned
	
	
	
	

	maintained
	
	
	
	

	and calibrated (according to national or international standards measurement)
	
	
	
	

	Any service records?
	
	
	
	

	Apparatus 2: ____

	is validated in case of computerised systems
	
	
	
	

	is suitably located
	
	
	
	

	Has the appropriate design
	
	
	
	

	Has the adequate capacity
	
	
	
	

	is periodically inspected
	
	
	
	

	Is cleaned
	
	
	
	

	Is maintained
	
	
	
	

	and calibrated (according to national or international standards measurement)
	
	
	
	

	Any service records?
	
	
	
	

	
	
	
	
	

	Equipment 1 for maintaining the environmental conditions required for each test system:
___________

	adequate
	
	
	
	

	well maintained
	
	
	
	

	and effective
	
	
	
	

	Equipment 2 for maintaining the environmental conditions required for each test system:
___________

	adequate, 
	
	
	
	

	well maintained
	
	
	
	

	and effective
	
	
	
	

	
	
	
	
	



There are Standard Operating Procedures for each apparatus describing periodically inspected, cleaned, maintained, and calibrated 
Apparatus 1 cf SOP "_", version #_, dated _.
Apparatus 2 cf SOP "_", version #_, dated _.
Apparatus 3 cf SOP "_", version #_, dated _.
…
Records of these activities are maintained. 
i.e. Records regarding the following points were maintained and available: 
operation, 
maintenance, 
verification, 
calibration 
and validation of measuring equipment and apparatus (including computerised systems);
In conclusion, the test facility has suitably located, operational apparatus in sufficient quantity and of adequate capacity to meet the requirements of the tests being conducted in the facility.
Apparatus used do not alter to any appreciable extent the test systems

[bookmark: _Toc419464428]Materials and chemical reagents

	GLP Requirements
	Yes
	No
	N.A.
	Comments

	Reagent 1: ____

	Appropriate temperatures for storage: ______
	
	
	
	materials and chemical reagents are properly labelled and stored at appropriate temperatures and that expiry dates are not being ignored. 


	Current storage conditions: _______
	
	
	
	

	Label indicates:
source: _________
identity: _________
concentration __________
expiry date: _________
and/or other pertinent information:

	
	
	
	Labels for reagents should indicate their source, identity and concentration and/or other pertinent information;


	Reagent 2: ____

	Appropriate temperatures for storage: ______
	
	
	
	materials and chemical reagents are properly labelled and stored at appropriate temperatures and that expiry dates are not being ignored. 


	Current storage conditions: _______
	
	
	
	

	Label indicates:
source: _________
identity: _________
concentration __________
expiry date: _________
and/or other pertinent information:




	
	
	
	Labels for reagents should indicate their source, identity and concentration and/or other pertinent information;


	Reagent 3: ____

	Appropriate temperatures for storage: ______
	
	
	
	materials and chemical reagents are properly labelled and stored at appropriate temperatures and that expiry dates are not being ignored. 


	Current storage conditions: _______
	
	
	
	

	Label indicates:
source: _________
identity: _________
concentration __________
expiry date: _________
and/or other pertinent information:

	
	
	
	Labels for reagents should indicate their source, identity and concentration and/or other pertinent information;


	Reagent 4: ____

	Appropriate temperatures for storage: ______
	
	
	
	materials and chemical reagents are properly labelled and stored at appropriate temperatures and that expiry dates are not being ignored. 


	Current storage conditions: _______
	
	
	
	

	Label indicates:
source: _________
identity: _________
concentration __________
expiry date: _________
and/or other pertinent information:




	
	
	
	Labels for reagents should indicate their source, identity and concentration and/or other pertinent information;




In conclusion:
The materials, reagents and specimens are properly labelled, used and stored
The materials and reagents used do not alter to any appreciable extent the test systems

[bookmark: _Toc419464429]Specimens
specimens are well identified by test system, study, nature and date of collection;

	4. Apparatus, Material, and Reagents
1. Apparatus, including validated computerised systems, used for the generation, storage and retrieval of data, and for controlling environmental factors relevant to the study should be suitably located and of appropriate design and adequate capacity.

2. Apparatus used in a study should be periodically inspected, cleaned, maintained, and calibrated according to Standard Operating Procedures. Records of these activities should be maintained. Calibration should, where appropriate, be traceable to national or international standards of measurement.

3. Apparatus and materials used in a study should not interfere adversely with the test systems.

4. Chemicals, reagents, and solutions should be labelled to indicate identity (with concentration if appropriate), expiry date and specific storage instructions. Information concerning source, preparation date and stability should be available. The expiry date may be extended on the basis of documented evaluation or analysis.




[bookmark: _Toc419464430]Test Systems (Handling, control, Care, Housing and Containment of Biological Test Systems)
	"Les expérimentations animales devront faire l’objet d’une évaluation et d’une autorisation préalables. Les États membres devront, en effet, veiller à ce que tous les éleveurs, fournisseurs et utilisateurs soient agréés par l’autorité compétente et enregistrés auprès d’elle. (…)" (Directive 2010/63/UE du Parlement européen et du Conseil du 22 septembre 2010 relative à la protection des animaux utilisés à des fins scientifiques)




	GLP Requirements
	Yes
	No
	N.A.
	Comments

	test systems are as specified in study plan 
	
	
	
	

	test systems are uniquely identified
	
	
	
	

	records exist regarding receipt of the test systems (e.g. date of arrival: _______)
	
	
	
	The accountability of the test systems is adequate to ensure full traceability of the test systems 

	the number of test systems :
received
used
replaced
discarded
	
	
	
	

	Individual test systems that are to be removed from their housing or containers during the conduct of the study should bear appropriate identification, wherever possible
	
	
	
	

	housing or containers of test systems are properly identified with all the necessary information (examples Sunnikan:
unique identification number
study number
information regarding feed
last cleaning of container
last dose administration
specific security warning
responsible name
…)
	
	
	
	

	there is an adequate separation of studies being conducted on the same animal species but with different substances; 
	
	
	
	

	there is an adequate separation of animal species either in space or in time;
	
	
	
	

	the environment is as specified in the study plan or in SOPs for aspects such as :
temperature, 
or light/dark cycles; 
…
	
	
	
	

	equipment for maintaining the environmental conditions required for each test system is:
·  adequate, 
· well maintained, 
· and effective;
(cf section apparatus)
	
	
	
	

	The following items are sufficiently cleaned: (cleaning intervals)
animal cages (____________)
racks, (____________)
tanks (____________)
and other containers, (____________)
as well as accessory equipment (____________)
	
	
	
	

	Any material that comes into contact with the test system should be free of contaminants at levels that would interfere with the study (1)
	
	
	
	

	There are adequate analyses to check environmental conditions and the support systems are carried out as required;

	
	
	
	

	facilities exist for removal and disposal of animal waste and refuse from the test systems and that these are operated so as to minimise 
· vermin infestation,
· odours, 
· disease hazards 
· and environmental contamination;

	
	
	
	

	Use of pest control agents should be documented." (1)
	
	
	
	

	storage areas for animal feed:
 are present; 
 are not used for the storage of other materials such as test substances, pest control chemicals or disinfectants, 
and are separate from areas in which animals are housed or other biological test systems are kept;

	
	
	
	

	stored feed and bedding are protected from deterioration by adverse environmental conditions, infestation or contamination.

	
	
	
	

	written records are kept of :
receipt, 
handling, 
housing or containment, 
care 
health evaluation
examination, 
quarantine, 
morbidity, 
mortality, 
behaviour, 
diagnosis 
and treatment of animal 
other similar aspects as appropriate to each biological test system;…
	
	
	
	

	there are provisions [="mesures, dispositions"] for the appropriate disposal of test systems at the end of tests.
	
	
	
	



X individual animal files on Y were reviewed during the audit, from their arrival at the test facility to autopsy. In particular the records relating to:
animal body weight, food/water intake, dose formulation and administration, etc.;
clinical observations and autopsy findings;
clinical chemistry;
pathology.


There are:
 facilities adequate for the test systems used and for testing needs;
arrangements to quarantine animals being introduced into the facility and that these arrangements are working satisfactorily
arrangements to isolate animals known to be, or suspected of being, diseased or carriers of disease
proper environmental conditions
adequate accountability of the test systems to ensure full traceability of the test systems (from arrival to disposal)
…


Proper conditions should be established and maintained for: 
the storage, cf SOP "_", version #_, dated _.
housing, cf SOP "_", version #_, dated _.
handling cf SOP "_", version #_, dated _.
and care of biological test systems, cf SOP "_", version #_, dated _.
in order to ensure the quality of the data. (1)

The existing procedures regarding the Handling, control Care, Housing and Containment of Biological Test Systems are adequate for the study XXX.
The recording of these activities is appropriate to enable full traceability and reconstruction of the management of the test systems in study XXX. 



	"3.2 Test System Facilities
1. The test facility should have a sufficient number of rooms or areas to assure the isolation of test systems and the isolation of individual projects, involving substances or organisms known to be or suspected of being biohazardous.
2. Suitable rooms or areas should be available for the diagnosis, treatment and control of diseases, in order to ensure that there is no unacceptable degree of deterioration of test systems.
3. There should be storage rooms or areas as needed for supplies and equipment. Storage rooms or areas should be separated from rooms or areas housing the test systems and should provide adequate protection against infestation, contamination, and/or deterioration." (1)

"5. Test Systems
5.2 Biological
1. Proper conditions should be established and maintained for the storage, housing,handling and care of biological test systems, in order to ensure the quality of the data.
2. Newly received animal and plant test systems should be isolated until their health status has been evaluated. If any unusual mortality or morbidity occurs, this lot should not be used in studies and, when appropriate, should be humanely destroyed. At the experimental starting date of a study, test systems should be free of any disease or condition that might interfere with the purpose or conduct of the study. Test systems that become diseased or injured during the course of a study should be isolated and treated, if necessary to maintain the integrity of the study. Any diagnosis and treatment of any disease before or during a study should be recorded.
3. Records of source, date of arrival, and arrival condition of test systems should be maintained.
4. Biological test systems should be acclimatised to the test environment for an adequate period before the first administration/application of the test or reference item.
5. All information needed to properly identify the test systems should appear on their housing or containers. Individual test systems that are to be removed from their housing or containers during the conduct of the study should bear appropriate identification, wherever possible.
6. During use, housing or containers for test systems should be cleaned and sanitised at appropriate intervals. Any material that comes into contact with the test system should be free of contaminants at levels that would interfere with the study. Bedding for animals should be changed as required by sound husbandry practice. Use of pest control agents should be documented." (1)





[bookmark: _Toc419464431]Test and Reference Substances

	GLP Requirements
	Yes
	No
	N.A.
	Comments

	Records are kept regarding test item and reference item:
characterisation, 
date of receipt (including identification of the person responsible), 
expiry date, 
quantities received
quantities used
and storage 
	
	
	
	

	
	
	
	
	

	containers holding mixtures (or dilutions) of the test and reference substances are 
labelled 
records are kept of the homogeneity 
and stability of their contents, where applicable;
	
	
	
	

	Storage container(s) are labelled with:
identification information, 
expiry date, 
and specific storage instructions
	
	
	
	

	Each test and reference item should be appropriately identified 
code, 
Chemical Abstracts Service Registry Number [CAS number],
 name, 
biological parameters
	
	
	
	

	For each batch of the test or reference items, records are maintained:
 the identity, including batch number,
 purity,
 composition,
 concentrations, 
or other characteristics to appropriately define 
	
	
	
	

	A sample for analytical purposes from each batch of test item is retained for all studies.
	
	
	
	

	
	
	
	
	

	
	
	
	
	

	
	
	
	
	

	
	
	
	
	




The following records were reviewed during the audit:
stability of the test substances, 
analyses of test substance and formulations, 
analyses of feed, 
etc.;


There are written records on:
 the receipt (including identification of the person responsible), 
and for the handling, 
sampling, 
usage 
and storage of tests and reference substances;

test and reference substances containers are properly labelled;

Storage conditions are appropriate to preserve 
the concentration,
 purity 
and stability of the test and reference substances;

There are written records on the determination of 
identity, 
purity, 
composition, 
stability, 
and for the prevention of contamination of test and reference substances, where applicable;

there are procedures for the determination of the homogeneity and stability of mixtures containing test and reference substances, where applicable; 

There are identification procedures to ensure that during handling, sampling, and storage of test and reference substances 
· the homogeneity and stability are assured 
· and contamination or mixup are avoided


(when the test is of longer than four weeks’ duration, samples from each batch of test and reference substances have been taken for analytical purposes and that they have been retained for an appropriate time;)


In conclusion
The test facility has procedures designed (i) to ensure that the identify, potency, quantity and composition of test and reference substances are in accordance with their specifications, and (ii) to properly receive and store test and reference substances.

	6. Test and Reference Items
6.1 Receipt, Handling, Sampling and Storage
1. Records including test item and reference item characterisation, date of receipt, expiry date, quantities received and used in studies should be maintained.
2. Handling, sampling, and storage procedures should be identified in order that the homogeneity and stability are assured to the degree possible and contamination or mixup are precluded.
3. Storage container(s) should carry identification information, expiry date, and specific storage instructions.
6.2 Characterisation
1. Each test and reference item should be appropriately identified (e.g., code, Chemical Abstracts Service Registry Number [CAS number], name, biological parameters).
2. For each study, the identity, including batch number, purity, composition, concentrations, or other characteristics to appropriately define each batch of the test or reference items should be known.
3. In cases where the test item is supplied by the sponsor, there should be a mechanism, developed in co-operation between the sponsor and the test facility, to verify the identity of the test item subject to the study.
4. The stability of test and reference items under storage and test conditions should be known for all studies.
5. If the test item is administered or applied in a vehicle, the homogeneity, concentration and stability of the test item in that vehicle should be determined. For test items used in field studies (e.g., tank mixes), these may be determined through separate laboratory experiments.
6. A sample for analytical purposes from each batch of test item should be retained for all studies except short-term studies. (1)


[bookmark: _Toc419464432]Standard Operating Procedures
	GLP Requirements
	Yes
	No
	N.A.
	Comments

	There is a procedure related to revision and updating of SOPs
______________
version #____, dated ______.

	
	
	
	

	There is a procedure related to receipt; determination of identity, purity, composition and stability; labelling; handling; sampling; usage; and storage of test and reference substances: 
______________
version #____, dated ______.

	
	
	
	

	There is a procedure related to use, maintenance, cleaning, calibration and validation of measuring apparatus, computerised systems and environmental control equipment: 
______________
version #____, dated ______.

	
	
	
	

	There is a procedure related to preparation of reagents and dosing formulations: 
______________
version #____, dated ______.

	
	
	
	

	There is a procedure related to record-keeping, reporting, storage and retrieval of records and reports: 
______________
version #____, dated ______.

	
	
	
	

	There is a procedure related to preparation and environmental control of areas containing the test systems: 
______________
version #____, dated ______.

	
	
	
	

	There is a procedure related to handling of the test systems before, during and at the termination of the study: 
______________
version #____, dated ______.

	
	
	
	

	receipt, transfer, location, characterisation, identification and care of test systems;
______________
version #____, dated ______.

	
	
	
	

	disposal of test systems;
______________
version #____, dated ______.

	
	
	
	

	use of pest control and cleaning agents
______________
version #____, dated ______.

	
	
	
	

	Quality Assurance programme operations
______________
version #____, dated ______.

	
	
	
	

	
	
	
	
	

	
	
	
	
	




each test facility area has immediately available relevant, authorised copies of SOPs;
any amendments or changes to SOPs have been authorised and dated;
historical files of SOPs are maintained;
There are SOPs available covering the required activities:







	"7. Standard Operating Procedures
7.1. A test facility should have written Standard Operating Procedures approved by test facility management that are intended to ensure the quality and integrity of the data generated by that test facility. Revisions to Standard Operating Procedures should be approved by test facility management.
7.2. Each separate test facility unit or area should have immediately available current Standard Operating Procedures relevant to the activities being performed therein. Published text books, analytical methods, articles and manuals may be used as supplements to these Standard Operating Procedures.
7.3. Deviations from Standard Operating Procedures related to the study should be documented and should be acknowledged by the Study Director and the Principal Investigator(s), as applicable.
7.4. Standard Operating Procedures should be available for, but not be limited to, the following categories of test facility activities. The details given under each heading are to be considered as illustrative examples.
1. Test and Reference Items
Receipt, identification, labelling, handling, sampling and storage.
2. Apparatus, Materials and Reagents
a) Apparatus
Use, maintenance, cleaning and calibration.
b) Computerised Systems
Validation, operation, maintenance, security, change control and back-up.
c) Materials, Reagents and Solutions
Preparation and labelling.
3. Record Keeping, Reporting, Storage, and Retrieval
Coding of studies, data collection, preparation of reports, indexing systems, handling of data, including the use of computerised systems.
4. Test System (where appropriate)
a) Room preparation and environmental room conditions for the test system.
b) Procedures for receipt, transfer, proper placement, characterisation, identification and care of the test system.
c) Test system preparation, observations and examinations, before, during and at the conclusion of the study.
d) Handling of test system individuals found moribund or dead during the study.
e) Collection, identification and handling of specimens including necropsy and histopathology.
f) Siting and placement of test systems in test plots.
5. Quality Assurance Procedures
Operation of Quality Assurance personnel in planning, scheduling, performing, documenting and reporting inspections. " (1)



[bookmark: _Toc419464433]Performance of the Study
	GLP Requirements for the content of the Study Plan
	Yes
	No
	N.A.
	Comments

	1. Identification of the Study, the Test Item and Reference Item
	
	
	
	

	a) A descriptive title;
	
	
	
	

	b) A statement which reveals the nature and purpose of the study;
	
	
	
	

	c) Identification of the test item by code or name (IUPAC; CAS number, biological parameters, etc.);
	
	
	
	

	d) The reference item to be used.
	
	
	
	

	2. Information Concerning the Sponsor and the Test Facility
	
	
	
	

	a) Name and address of the sponsor;
	
	
	
	

	b) Name and address of any test facilities and test sites involved;
	
	
	
	

	c) Name and address of the Study Director;
	
	
	
	

	d) Name and address of the Principal Investigator(s), and the phase(s) of the study
	
	
	
	

	3. Dates
	
	
	
	

	a) The date of approval of the study plan by signature of the Study Director. The date of approval of the study plan by signature of the test facility management and sponsor if required by national regulation or legislation in the country where the study is being performed.
	
	
	
	

	b) The proposed experimental starting and completion dates.
	
	
	
	

	4. Test Methods
Reference to the OECD Test Guideline or other test guideline or method to be used.
	
	
	
	

	5. Issues (where applicable)
	
	
	
	

	a) The justification for selection of the test system;
	
	
	
	

	b) Characterisation of the test system, such as the species, strain, substrain, source of supply, number, body weight range, sex, age and other pertinent information;
	
	
	
	

	c) The method of administration and the reason for its choice;
	
	
	
	

	d) The dose levels and/or concentration(s), frequency, and duration of
	
	
	
	

	e) Detailed information on 
the experimental design, including a description of the chronological procedure of the study, 
all methods, 
materials and conditions, 
type and frequency of analysis,
measurements, 
observations 
and examinations to be performed, 
and statistical methods to be used (if any).
	
	
	
	

	6. Records
A list of records to be retained.
	
	
	
	

	
	
	
	
	

	
	
	
	
	




	Other GLP Requirements
	Yes
	No
	N.A.
	Comments

	The study plan was signed by the Study Director;
	
	
	
	

	Any amendments to the study plan were signed and dated by the Study Director;
	
	
	
	

	The date of the agreement to the study plan by the sponsor was recorded (where applicable);
	
	
	
	

	A unique identification should be given to each study. All items concerning this study should carry this identification. Specimens from the study should be identified to confirm their origin. Such identification should enable traceability, as appropriate for the specimen and study. (1)
	
	
	
	



measurements, observations and examinations were in accordance with the study plan and relevant SOPs;
the results of these measurements, observations and examinations were recorded directly, promptly, accurately and legibly and were signed (or initialled) and dated;
any changes in the raw data, including data stored in computers, did not obscure previous entries, included the reason for the change and identified the person responsible for the  change and the date it was made;
computer-generated or stored data have been identified and that the procedures to protect them against unauthorised amendments or loss are adequate;
the computerised systems used within the study are reliable, accurate and have been validated;
any unforeseen events recorded in the raw data have been investigated and evaluated;

In conclusion:
There are written study plans in accordance with GLP Principles. 
The plans and the conduct of the study are in accordance with GLP Principles
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Annexe 1: Verification of raw data vs study plan and amendments and final report
	Records to be checked
	Study plan
	Raw data 1 (e.g. for animal group 1, administration 1…)
	Final Report data
	Raw data 2 (e.g. for animal group 2, administration 2…)
	Final Report data
	Raw data 3 (e.g. for animal group 3, administration 3…)
	Final Report
	Comments

	date of arrival of test system group 1
	
	
	
	
	
	
	
	

	stability of the test substances
	
	
	
	
	
	
	
	

	analyses of test substance
	
	
	
	
	
	
	
	

	analyses of formulations
	
	
	
	
	
	
	
	

	analyses of feed
	
	
	
	
	
	
	
	

	animal body weight, 
	
	
	
	
	
	
	
	

	food/water intake
	
	
	
	
	
	
	
	

	dose formulation
	
	
	
	
	
	
	
	

	administration
	
	
	
	
	
	
	
	

	clinical observations and autopsy findings;
	
	
	
	
	
	
	
	

	clinical chemistry;
	
	
	
	
	
	
	
	

	pathology
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	GLP Requirements regarding the Content of the Final Report
	Yes
	No
	N.A.
	Comments

	1. Identification of the Study, the Test Item and Reference Item
	
	
	
	

	a) A descriptive title;
	
	
	
	

	b) Identification of the test item by code or name (IUPAC, CAS number, biological
	
	
	
	

	parameters, etc.);
	
	
	
	

	c) Identification of the reference item by name;
	
	
	
	

	d) Characterisation of the test item including purity, stability and homogeneity.
	
	
	
	

	2. Information Concerning the Sponsor and the Test Facility
	
	
	
	

	a) Name and address of the sponsor;
	
	
	
	

	b) Name and address of any test facilities and test sites involved;
	
	
	
	

	c) Name and address of the Study Director;
	
	
	
	

	d) Name and address of the Principal Investigator(s) and the phase(s) of the study delegated, if applicable
	
	
	
	

	e) Name and address of scientists having contributed reports to the final report.
	
	
	
	

	3. Dates
	
	
	
	

	Experimental starting and completion dates.
	
	
	
	

	4. Statement
	
	
	
	

	A Quality Assurance Programme statement listing the types of inspections made and their dates, including the phase(s) inspected, and the dates any inspection results were reported to management and to the Study Director and Principal Investigator(s), if applicable. This statement would also serve to confirm that the final report reflects the raw data.
	
	
	
	

	5. Description of Materials and Test Methods
	
	
	
	

	a) Description of methods and materials used;
	
	
	
	

	b) Reference to OECD Test Guideline or other test guideline or method.
	
	
	
	

	6. Results
	
	
	
	

	a) A summary of results;
	
	
	
	

	b) All information and data required by the study plan;
	
	
	
	

	c) A presentation of the results, including calculations and determinations of statistical significance;
	
	
	
	

	d) An evaluation and discussion of the results and, where appropriate, conclusions.
	
	
	
	

	7. Storage
The location(s) where the study plan, samples of test and reference items, specimens, raw data and the final report are to be stored.
	
	
	
	



The final report is signed and dated by the Study Director to indicate acceptance of responsibility for the validity of the study and confirming that the study was conducted in accordance with GLP Principles;
it is signed and dated by other principal scientists, if reports from co-operating disciplines are included;
a Quality Assurance statement is included in the report and that it is signed and dated;
any amendments were made by the responsible personnel (if applicable);

the results presented in the reports of the study (interim or final) are consistent and complete and that they correctly reflect the raw data.

Regarding the audit study XXX, the final report was prepared in accordance with GLP Principles
[bookmark: _Toc419464435]Storage and Retention of Records
	Examples of items to check:
	Yes
	No
	N.A.
	Comments

	· 
	
	
	
	

	· Y a-t-il un contrôle de ce qui a été reçu par l'Archiviste : entre la documentation de l'envoi par le DE et l'archivage/inventaire réalisé par l'Archiviste?

	
	
	
	

	· Les opérations de réintégration des dossiers demandés, font ils l’objet de contrôles avant et après leur réintégration physique ?

	
	
	
	

	Le local d'archives n'est pas exposé à des risques d’affaissement ou d’inondation
	
	
	
	

	"Les locaux d'archivage doivent être conçus pour éviter une exposition des locaux d'archivage en plein soleil ou sous des vents dominants humides."
	
	
	
	

	· Y a-t-il un service de garde/d'alerte en dehors des heures ouvrables ?
· Y a-t-il une procédure décrivant ce système d'alerte en dehors des heures ouvrables : 
· actions à réaliser, 
· personnes à contacter, 
· documentation de l'alerte

	
	
	
	

	Les locaux de conservation doivent être protégés par un système d'alarme anti-intrusion relié, de façon à se prémunir notamment contre le vol, le vandalisme, l'effraction,
	
	
	
	

	Tous les matériaux utilisés doivent être résistants à l'épreuve du feu
	
	
	
	

	"Durée de résistance au feu de la porte coupe feu: 2 heures."
	
	
	
	

	"Rangements: étagères métalliques fixes ou  mobiles, possibilité de stockage en cagette, armoire blindée ignifugée."
	
	
	
	

	Il existe des Systèmes de détection d'incendie
	
	
	
	

	"Il faut éviter au maximum les passages de canalisation (eau, vapeur) dans les pièces."
	
	
	
	

	Mesure de l'Hygométrie (et alerte) / température / Ventilation:
Cf encadré jaune
	
	
	
	

	Protection contre les parasites, les rongeurs et la poussière
Cf encadré jaune
	
	
	
	

	Dégradation : lumière, chaleur, électricité (hors incendie), moisissures…
Cf encadré jaune
	
	
	
	




a person has been identified as responsible for the archiving and archive facilities
access to the archives is limited to authorised personnel
records of personnel given access to raw data are kept 
there is a procedures for retrieval of archived materials/records:
______________
version #____, dated ______.

An inventory is maintained of materials removed from, and returned to, the archives
· Date of the last inventory : ___________
· Frequency of inventories: ____________
Storage conditions (protected from loss or damage by fire, adverse environmental conditions, etc.) are appropriate.
In conclusion:
the processes in place to guarantee safe storage and retention of generated records, reports and samples and specimens and records of education and training of personnel is adequate.

	In the absence of a required retention period, the final disposition of any study materials should be documented. When samples of test and reference items and specimens are disposed of before the expiry of the required retention period for any reason, this should be justified and documented. Samples of test and reference items and specimens should be retained only as long as the quality of the preparation permits evaluation.
10.2 Material retained in the archives should be indexed so as to facilitate orderly storage and retrieval.
10.3 Only personnel authorised by management should have access to the archives. Movement of material in and out of the archives should be properly recorded.
10.4 If a test facility or an archive contracting facility goes out of business and has no legal successor, the archive should be transferred to the archives of the sponsor(s) of the study(s). (1)

"Un système de sprinklage correctement conçu, installé et entretenu, fait beaucoup moins de dégâts que l’extinction manuelle d’un feu qui n’a pas été maîtrisé par un système de sprinklage. Un dysfonctionnement possible d’un système de sprinklage peut, néanmoins, provoquer des dégradations importantes sur les documents." 
"Si un système d’extinction à eau est utilisé, des dispositions doivent être prises pour prévoir un drainage rapide de tous les espaces protégés. Il convient de concevoir les cages d’ascenseur, les escaliers et les canalisations, de sorte que l’eau qui s’écoule d’un endroit n’entre pas dans un autre. Il est recommandé de rendre étanches les planchers intermédiaires dans les magasins à plusieurs étages." (NF ISO 11799 Janvier 2004 Information et documentation - Prescriptions pour le stockage des documents d'archives et de bibliothèques)

· "Papier, pour une conservation optimale :
· Température : 
 min : 2, max : 18, 
changements admissibles quotidiennement à l'intérieur des limites : 1
· Humidité relative
Min : 30 ; max : 45
changements admissibles quotidiennement à l'intérieur des limites : 3" (NF ISO 11799 Janvier 2004 Information et documentation - Prescriptions pour le stockage des documents d'archives et de bibliothèques)
· " Papier, dans les zones fréquentées par du personnel, pour des documents consultés régulièrement
· Température :
Min : 14 ; max : 18
changements admissibles quotidiennement à l'intérieur des limites : 1
· Humidité relative
Min : 35 ; max : 50
changements admissibles quotidiennement à l'intérieur des limites : 3" (NF ISO 11799 Janvier 2004 Information et documentation - Prescriptions pour le stockage des documents d'archives et de bibliothèques)

· "Protection contre les parasites, les rongeurs et la poussière :
· Contrôle régulier de l’absence de micro-organismes et/ou de rongeurs
· Sols dont la nature et le revêtement se prêtent à un nettoyage régulier et ne constituent pas un milieu favorable au développement des parasites, des rongeurs et de la poussière (exemple : Sols dallés ou cimentés)
· Nettoyage régulier des locaux" (Norme NF Z 40-350, maj, juin 2009)
· "Les sites d'implantation des locaux de conservation d'archives doivent être choisis de façon à éviter qu'ils soient près d'un lieu ou d'un site qui attire les rongeurs, insectes et autres nuisances." (Norme NF Z 40-350) 

· "Il est recommandé que la lumière du jour ne pénètre pas directement dans le bâtiment. Dans un bâtiment non conçu à l’origine pour la conservation, mais qui a été adapté à ce but, les fenêtres doivent, au mieux, être obturées ou, au moins, être munies de rideaux ou de stores, et/ou les vitres doivent être équipées de filtres UV." (NF ISO 11799 Janvier 2004 Information et documentation - Prescriptions pour le stockage des documents d'archives et de bibliothèques)

· "La surface vitrée ne doit pas dépasser 10% de la surface murale (protection contre les rayonnements)". (Rapport SFSTP)

· "Les conditions d'archivage doivent être conformes aux normes concernant les conditions de conservation thermique:
· Pour les normes françaises:
- Papier: 16-20°C,
- Photos couleur: 4-6°C
- Microfilm: 12-20°C,
· Pour les normes anglosaxonnes:
- Tous documents: 13-18°C
- Microfilms: 15-25°C" (Rapport SFSTP)
· "Les conditions d'archivage des documents sur support informatique doivent être conformes aux normes concernant les conditions de conservation thermique:
Pour les normes françaises : 16-20°C
Pour les normes anglo-saxonnes: 18-22°C" (Rapport SFSTP)
"Les sites d'implantation des locaux de conservation d'archives doivent être choisis de façon à éviter qu'ils soient près d'une usine ou d'une installation émettant des gaz nocifs, de la fumée, de la poussière." (Norme NF Z 40-350) 
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(Section en plus par rapport aux chapitres des BPL, peut être traité à part ou en même temps que chaque chapitre: material, apparatus, reagents…)

	GLP Requirements
	Yes
	No
	N.A.
	Comments

	
	
	
	
	

	
	
	
	
	

	
	
	
	
	

	
	
	
	
	

	
	
	
	
	

	
	
	
	
	

	
	
	
	
	

	
	
	
	
	

	
	
	
	
	




	"COMPLIANCE OF LABORATORY SUPPLIERS WITH GLP PRINCIPLES
Background
The responsibilities of the management of test facilities are defined in the OECD Principles of Good Laboratory Practice1 under the heading of Test Facility Organisation and Personnel (Section II.1). Test facility management should ensure that the GLP Principles are complied with at the test facility and that a sufficient number of qualified personnel, appropriate facilities, equipment and materials are available for the timely and proper conduct of the study. They also should ensure that test facility suppliers meet requirements appropriate to their use in a study. On the basis of these requirements, suppliers of materials used in studies submitted to regulatory authorities need not be included in national GLP compliance programmes but they do play a definite role relating to the responsibilities of the management of test facilities.
As by definition in the GLP Principles, the responsibility for the quality and fitness for use of equipment and materials rests entirely with the management of the test facility. The acceptability of equipment and materials in GLP-compliant laboratories should therefore be guaranteed to any regulatory authority to whom studies are submitted. The main purpose of this document is to offer advice to both test facility management and suppliers as to how they might meet GLP requirements through national accreditation schemes and/or working to formal national or international standards, or by adopting other measures which may be appropriate to a particular product. National or international standards, which may be set by an accreditation organisation, may be applied whenever they are acceptable to the test facility’s management. The management of facilities, individually or in co-operation with each other, should thus maintain close contacts with suppliers and with their accreditation organisations.

Standards and accreditation schemes
Laboratories use various supplied materials in studies conducted in compliance with the GLP Principles. Suppliers have attempted to produce products which satisfy users’ obligations as set out in the GLP Principles. Many suppliers have adopted manufacturing practices which comply with formal national or international standards, or have become accredited within various national schemes. These initiatives have been taken in the anticipation that supplied products will therefore be acceptable to regulatory authorities who require studies to be conducted in compliance with GLP Principles.
Suppliers are recommended to implement International Standard ISO 9001, and  particularly Part 1 - Specification for Design/Development, Production, Installation and Servicing. This International Standard can be supported with European Standard EN 45001; the importance of Paragraph 5.4.7 of the latter, which refers to subcontracting, is emphasized.
Where appropriate, accreditation can be especially useful to suppliers. Accreditation schemes frequently monitor members’ implementation of national and international standards; thus a supplier or manufacturer’s accreditation certificate may signify to the customer the satisfactory implementation of a standard in addition to other aspects of accreditation. It is recommended that suppliers seek membership, where feasible and/or appropriate, in national accreditation schemes.

Although accreditation is a useful complementary tool to support compliance with the GLP Principles, it is not an acceptable alternative to GLP compliance nor will it lead to international recognition in the context of meeting the requirements for the mutual acceptance of data as set out in the OECD Council Acts.2

Test systems
The Revised Principles of GLP [Section II.8.2(5b)] require that the characterisation of test systems (animals, plants and other organisms) should be given in the study plan. This is the requirement that can be directly fulfilled by information from the supplier. In some countries where GLP has been implemented, suppliers belong to national regulatory or voluntary accreditation schemes (for example, for laboratory animals) which can provide users with additional documentary evidence that they are using a test system of a defined quality.

Animal feed, bedding and water
Although not specifically indicated in the Revised GLP Principles, animal feed should be analysed at regular intervals to establish its composition in order to avoid any potential interference with the test system. Water and bedding should also be analysed to ensure that contaminants are not present at levels capable of influencing the results of a study. Certificates of analysis are routinely provided by suppliers, including water authorities. Suppliers should provide appropriate documentary evidence to ensure the
reliability of the analyses carried out.

Radio-labeled chemicals
Commercial pressure has forced suppliers of radio-labeled chemicals to seek formal GLP compliance by inclusion in national GLP compliance programmes. In many instances these suppliers produce labeled test items which are required to be fully characterised by procedures which comply with the GLP Principles. Suppliers of radio-labeled chemicals may need to be covered through national GLP compliance monitoring programmes.

Computer systems, applications software
All computer software, including that obtained from an external supplier, should normally be acceptance-tested before being put into service by a laboratory. From this requirement it can be inferred that it is acceptable for formal validation of applications software to be carried out by the supplier on behalf of the user, provided that the user undertakes the formal acceptance tests.

The user should ensure that all software obtained externally has been provided by a recognized supplier. Many suppliers have endeavoured to meet users’ requirements by implementing ISO 9001. This is considered to be useful.
The Revised Principles of GLP (Section II.1.2.2g) place the responsibility to ensure that software programmes have been validated with the Study Director. The validation may be undertaken by the user or the supplier, but full documentation of the process must be available and should be retained in the archives.
In cases where the validation is performed by the user, Standard Operating Procedures should be available [Section II.7.4(2b)].
It is the responsibility of the user to undertake an acceptance test before use of the software programme. The acceptance test should be fully documented. [See OECD Consensus Document No. 10, The Application of the Principles of GLP to Computerised Systems, 1995.]

Reference items
It is the responsibility of test facility management to ensure that all manufactured reference items meet the GLP requirements for identity, composition, purity and stability for each batch of material (Sections II.6.2.2 and II.6.2.4 of the Revised Principles of GLP).
Certificates provided by suppliers should cover data on identity, purity and stability (under specified conditions if needed) and any other characteristics to define each batch appropriately. In special cases the supplier may need to provide further information on, for example, methods of analysis, and should be prepared to demonstrate national/international measures of quality control, for example by reference to Good Manufacturing Practice or a national/international pharmacopoeia.

Apparatus
It is the responsibility of test facility management to ensure that instruments are adequate and functioning according to their intended use. Test facility management should also ensure that instruments are inspected and calibrated at prescribed intervals. Calibration should be traceable to national or international standards of measurement as appropriate. If reference standards are kept by the user they should be calibrated by a competent body at prescribed intervals.

Sterilised materials
It is the responsibility of test facility management to ensure that materials which should be free from sources of infection have been properly sterilised with appropriate control procedures. Suppliers should be able to provide proper evidence, for example through certificates or reference to national standards, that materials sterilised by irradiation or other means or agents are free from sources of infection or undesirable residues from sterilisation agents.

General reagents
The user should be responsible for ensuring, by arrangement with the supplier, that all reagents are labeled with sufficient detail to comply with the specific requirements of GLP.

Detergents and disinfectants
The user should be aware of all active constituents to enable a suitable choice for use and to remove the potential for any contamination or interference which could be said to affect the integrity of a study.

Products required for microbiological testing
The supplier should ensure that documentation is available giving evidence of any accreditation status. Where there is no national accreditation scheme the supplier should provide the user with a validation document which gives evidence of the fact that the product is as described by its label."
(OECD Series on Principles of GLP and Compliance Monitoring Number 5 - (Revised) Consensus Document - COMPLIANCE OF LABORATORY SUPPLIERS WITH GLP PRINCIPLES)
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