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[bookmark: _Toc106972189]List of abbreviations
CAPA	Corrective Action Preventive Action
CMO	Contract Manufacturing Organization
ERP	Enterprise Resource Planning
GMP	Good Manufacturing Practices
IMP	Investigational Medicinal product
IT	Information Technology
IWRS	Interactive Web Response System
QA	Quality Assurance
QC	Quality Control
QMS	Quality Management System
QP	Qualified Person
SOP	Standard Operating Procedure


[bookmark: _Toc106972190]Executive summary
Reprendre ce qu'il y a dans le devis pour le contexte (ex. As part of its activities in clinical research, XX laboratories is the sponsor of the clinical trials…) et introduire la delegation de l'audit à Sunnikan

LABO PHARMA is the Sponsor of a Phase X clinical trial entitled:
" " (so-called STUDY study).
The STUDY study is currently ongoing / finished (1st patient included on / last patient last visit on).
In the framework of the STUDY study, LABO PHARMA requested Sunnikan to conduct several audits of CROs.
This audit report concerns the audit of the CMO in charge of IMP labelling, secondary packaging and shipment to the investigational sites.
The audit was conducted from a Good Clinical Practices perspective.

	Overall, it may be noted that :

However, the audit highlighted X findings distributed as follows: X critical findings – X major finding – X minor findings – X comments.




As a conclusion, the Auditor recommends _.

[bookmark: _Hlk505851697]Note: 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.
The improvement suggestions included in this report are only advices. They are not based on a prior assessment of costs / timelines / quality objectives of the CRO. They do not represent by themselves the appropriate actions plan and should be considered within the global context.


[bookmark: _Toc106972191]Audit
Audit context
[bookmark: _Toc106972192]Audit methodology
	Audit objectives
	The aim of this audit was to assess the compliance of the activities delegated to Vendor in terms of IMPs management in the framework of the STUDY study

	Audit date
	

	Audit location
	


	Audit team
	, Auditor, Sunnikan Consulting

	Main audit standards
	ICH E6 (R2) "Guideline for good clinical practice", EMA/CHMP/ICH/135/1995
European Directive 2001/20/EC and related guidances
Regulation 2016/679 of the European Parliament and of the Council of 27 April 2016 on the protection of natural persons with regard to the processing of personal data and on the free movement of such data, and repealing Directive 95/46/EC (General Data Protection Regulation)
Volume 4, EU Guidelines to Good Manufacturing Practice, Medicinal Products for Human and Veterinary Use, Annex 13, Investigational Medicinal Products, February 2010 (Revision 2)
GAMP 5, A Risk-Based Approach to Compliant GxP Computerized Systems, April 2008, ISPE
Guide to Good Manufacturing Practice for Medicinal Product - Annexes, PIC/S, PE 009-19 (Annexes), 1 February 2022
Annex 13 "Manufacture of investigational medicinal products
Annex 16 "Authorised person and batch release"
Applicable version of the STUDY Study Protocol

	Audit scope
	Quality Management System applicable to clinical trial (incl. vendors management of the STUDY study)
Staff qualification and training (focus on staff involved in the study)
IMPs management (from a GCP perspective) in the framework of STUDY study, including:
Supplies management (IMPS / packaging units / other material) and storage
Packaging and labelling
Randomisation and blind management,
Authorising IMP shipment
Distribution to investigational sites, return management and destructions
Change of IMP shelf life and relabelling, if applicable
Deviations and quality complaints
IMP recalls
Project management (tools, trial documentation management, communication with the sponsor, etc.)
Computerised systems validation
Security and Business Continuity

	Interviews, tour of facilities and documentation review


[bookmark: _Toc526426674][bookmark: _Toc526431432][bookmark: _Toc106972193]Audit attendees
	Attendee
	Opening Meeting
	Interview
	Closure Meeting

	Mr, Head of Quality Assurance and Quality Control
	
	
	

	Mrs, Deputy Head of Project Management
	
	
	


[bookmark: _Toc526431433][bookmark: _Toc106972194]Findings 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."




	Finding n° Grade

	Blablabla

Main audit standards

	Suggestions [si prévu au devis]

	


[bookmark: _Toc106972196]Relationship between the CMO and LABO Pharma
☐ a Quality Technical Agreement (QTA) or equivalent document is in place between the CMO and LABO Pharma and following terms are included ( [image: eu] standard: https://health.ec.europa.eu/document/download/6e8ae778-73d0-4a1e-a374-a06e791152a7_en?filename=guideline_handling-shipping_investigational-mp_en.pdf)
Ensuring that any authorised products used in the clinical trial are sourced from an authorized vendor and that arrangements for recall are in place.
Ensuring that the most up to date information is provided to the QP for consideration during the batch certification process in accordance with the documents set out in the clinical trial applications authorised by EU member states.
Ensuring that any proposed revision of manufacturing and control methods are appropriately communicated between the manufacturer and the sponsor as this may require submission of a substantial modification to the clinical trial application.
Ensuring that un-blinding arrangements and the respective responsibilities of each party are appropriately defined.
Ensuring that any agreed responsibilities are not subcontracted to a third party without prior evaluation and approval from the contract giver.
Ensuring that the documentation required in the clinical trial master file (e.g. IMP batch certification by the QP (https://ec.europa.eu/health/sites/default/files/files/eudralex/vol4/template_imp_batch_certification.docx), documentation related to assembly and packaging of IMPs, Certificate of Analysis) remains available to the sponsor, in accordance with 58 of Regulation (EU) No 536/2014, after the retention periods as defined in Article 8 of the Commission Delegated Regulation (EU) 2017/1569 on GMP for IMPs expires.
Ensuring that storage condition and location of reference and retention samples is defined and documented.
Clarifying the manufacturer’s roles and deliverables regarding the regulatory release.
Where the sponsor is not the IMP manufacturer and relies on chain of contracted manufacturers, specifying the exact role of each manufacturer (e.g. specific tasks and GMP and GDP related responsibilities) in the chain of manufacturers.
Defining responsibilities for the handling of deviations during shipment to clinical trial sites.
☐ This agreement has been implemented before the start of any activity by the CMO

Describe in a few words the progress of activities at the date of the audit (manufacturing campaigns performed, units returned / destroyed…)
Presentation of the CMO, of the clinical trials concerned
☐ Vendor was set up in… and is located in…
☐ Its main activities are…
☐ The "business volume" is …
☐ According to the auditees, Vendor manages about __ projects, including about __ clinical studies at the date of the audit.
☐ The number of persons working for Vendor / in the department is…
☐ The staff turnover rate is (past three years)
☐ According to the auditees, the site main activities are:
· 
☐ The following Vendor Authorisation is available: [Competent Authority] authorisation n°xxxxxxxxxxxx issued on [DATE] following an inspection by [Competent Authority] [DATE]. This authorisation refers to the actual premises.
☐ This authorisation covers the following activities:
· :
· ,
· ,
· :
· ,
· .
☐ The corresponding GMP certificate is also available.


[bookmark: _Hlt470424325][bookmark: _Toc106972221][bookmark: _Toc106972201][bookmark: _Toc106972211][bookmark: _Toc26864461][bookmark: _Toc27455432][bookmark: _Toc27534952][bookmark: _Toc28061668][bookmark: _Toc28062569][bookmark: _Toc28062931][bookmark: _Toc28399544][Project Management]
[bookmark: _Toc496541739][bookmark: _Toc106972222][bookmark: _Hlk97823770]Project characteristics
☐ The vendor is working for LABO PHARMA since… / has never experienced working for LABO PHARMA.
☐ The vendor was audited on behalf of LABO PHARMA in …. / has never been audited previously.
☐ The Services provided are…
☐ Since the last audit / Since the start of the project, there was a major change (acquisition/ merge…) with impact on staff, location, procedures, …
Pour les audits en cours de prestations : 
· lister les tâches déléguées à la CMO
· vérifier qu'il y a une documentation écrite et détaillée de cette délégation
 Cahier des charges ?
☐ A Master Service Agreement defining the roles and responsibilities distribution between LABO PHARMA and vendor is available and has been signed by representatives of each stakeholder before starting any activity for the STUDY study.
☐ A Quality Agreement signed by representatives of LABO PHARMA and Vendor on dd-Mmm-YYYY defines the QP responsibilities. 
☐ A Project Managers is in charge of the STUDY study. A back-up Project Manager….
☐ All Vendor staff can be involved in the study./ A project team is designated
 Products concerned:
 Project planning and chronology
 Reporting
[Staff allocation]
☐ A project team is assigned, including a Project Manager.
☐ There are back-ups for critical functions.
☐ The roles and responsibilities of the Project Manager are described in PROCEDURE and/or Job Description signed by each Project Manager and Line Manager. 
[PF – 09 Dec 2019 - A discuter si on laisse dans cette section ou dans la section organisation]
☐ The Project Manager was assigned before starting of first activities for the STUDY. 
☐ Project Managers handover
is addressed in a PROCEDURE,
is documented.
☐ There are regular and documented contacts (emails, telephone) between the Project Manager and LABO PHARMA.
[bookmark: _Toc496541744][bookmark: _Toc106972226][bookmark: _Hlk97823966][bookmark: _Toc106972224][Reference documents for IMP management]
☐ In addition to the Master Service Agreement, the QP responsibilities and services delegated to Vendor are described in a Quality Agreement, signed by representatives of LABO PHARMA on ___________ and Vendor on __________.
[Study documentation management]
☐ The documentation is in paper / electronic format.
☐ It is stored in a secured place (fore proof closets, in a restricted access area…).
☐ A back up copy is maintained.
[bookmark: _Toc432584668][bookmark: _Toc526431459][bookmark: _Toc106972220][Control of Out-sourced Activities / Vendor's management]
☐ According to the auditees, the following services may be outsourced:
<Activity> delegated to…
<Activity> delegated to…
☐ There is a list of qualified subcontractors.
☐ There is a procedure addressing Subcontractors management:
☐ process for selection / qualification of subcontractors with different levels depending on the subcontractor's criticality
☐ process for qualifications' maintaining
☐ process for supervision of subcontracted activities (GCP §5.2.2)
☐ process in case of non-conformity regarding a subcontractor. When there is a need for subcontracting, an invitation to tender process form is filled-in and a preliminary questionnaire is sent to each potential vendor. 
☐ A Vendor assessment matrix shows for each vendor the corresponding risk assessment as well as the selection method and qualification period.
[décrire le process] 
☐ Confidentiality agreements have been signed with the subcontractors prior communication of information.
☐ Subcontractors have been assessed prior the beginning of the subcontracted activity (e.g.: CRO qualification audits).
· ☐ documented evidences of the selection and the control processes are available
· ☐ these evidences are consistent with the audit procedures and the audit program.
☐ A list of requirements and a contract are present for all the subcontractors in the TMF (verifier s'il y a eu une mise à jour/addendum avec RGPD).
☐ The distribution of tasks and responsibilities is documented (contract or equivalent).
☐ Activities which are outsourced should be defined, agreed and controlled by written contracts between the contract giver and the party to whom the operations are outsourced in accordance with the principles detailed in Part I, Chapter 7 of the PIC/S GMP Guide.
☐ Contracts with exceeded dates have been amended.
☐ There is a process to manage subcontractors related non-conformities.
☐ The following vendors' qualification dossiers were reviewed:
,
.
Staff Organisation, Qualification and Training
Organisational Chart
[bookmark: _Toc106972199]
Job Descriptions
☐ All personnel involved with the manufacture, import, storage or handling of investigational medicinal products should be appropriately trained in the requirements specific to these types of product.
☐ For each batch, there are separate people responsible for production and quality control.

☐ The CMO quality team (QA and QC), corresponding to ___ full-time equivalent people, includes:
· the Head of QA and QC (Mr/Mrs_____),
· the Deputy Head of QA and QC (Mr/Mrs_____),
· a QA and QC Officer.
☐ A Quality Manager: _, manages (part time/ full time) the Quality System.
☐ Quality management is assumed by the Head _.
☐ The Quality Manager position is described by the "_" Job Description.

☐ Roles and responsibilities of each function are addressed in a Job Description.
3 mandatory functions:
Qualified Pharmacist
Head of Production
Head of Quality Control (independent form head of production)
☐ Each employee endorses his/her responsibilities by signing the Job Description.
☐ After a revision of a Job Description, employees receive the new version and sign it.
☐ The superseeded Job Descriptions are kept by… to have a proper history for each employee.
☐ Job Descriptions reviewed during the audit were consistent with the organizational chart and were dated and signed by the employee and the line management.
[bookmark: _Toc526431438][bookmark: _Toc106972200]
Curriculum Vitae
☐ There are recent, dated and signed CVs for the whole staff reviewed during the audit.
☐ The skills are consistent with the Job Descriptions requirements.
☐ The staff is selected with qualifications:

☐ The staff initial and continuous training is addressed in the [PROCEDURE] "____" (version xx dated        ).
☐ The following staff files were reviewed during the audit:
M, Head of QA/QC
M, Project Manager for the STUDY study,
M, Logistics Coordinator.
☐ It should be noted that these staff members:
are appropriately qualified, experienced and trained on relevant SOPs,
are periodically trained on GMP,
have appropriate job descriptions (signed by the owner and his/her line manager).
☐ Staff training matrix was available in the files.
☐ According to the auditees, the Project Manager has been trained to the STUDY trial / Interactive Web Response System (IWRS) by CRO. This training is documented / is not documented.
[bookmark: _Toc524609296][bookmark: _Toc106972202]
Training
☐ Trainings are done on:
SOPs
regulatory requirements,
operational tools (e-CRF, e-TMF, CTMS...),
· specific training (e.g. CDISC standards),
· pathologies and trials specific requirements.
[bookmark: _Toc106972203]
Staff Documentation
☐ For each employee, training is documented in the personnel file / in a database / in the CV.
☐ Training documentation (agenda, attendance list, training materials…) is also filed and maintained by …
☐ Staff is appropriately trained.

☐The personal records were checked for the following persons:

	Name
Position
	Job Description
	CV
	Training and Qualification

	
	
	
	


[bookmark: _Toc5609904][bookmark: _Toc106972204]
Staff continuity
☐ There is enough staff for continuity, e.g. during holidays.
☐ Backup functions are systematically identified.
☐ A handover process exists for each key function (i.e. Project Manager, CRA, Data Manager, Biostatistician, …) and is as follows…
[bookmark: _Toc106972205]Pharmaceutical Quality System
[bookmark: _Toc106972206]Manufacturing authorisations
 The following Vendor Authorisation is available: [Competent Authority] authorisation n°xxxxxxxxxxxx issued on [DATE] following an inspection by [Competent Authority] [DATE]. This authorisation refers to the actual premises.
 This authorisation covers the following activities:
· :
· ,
· ,
· :
· ,
· .
 The corresponding GMP certificate is also available.
(if not detailed/ obtained in section 4)
Pharmaceutical Quality System Organisation
☐ The Pharmaceutical Quality System is described in:
SOPs,
other documents
A list of the applicable procedures is available, dated _.
 The CMO GMP activities are described in a Site Master File.
☐ The Pharmaceutical Quality System takes into account the guidance in Chapter 1 of Part 1 of the PIC/S GMP Guide, as applicable.
☐ The product specifications and manufacturing instructions may be changed during development, but full control and traceability of the changes should be documented and maintained. 
☐ Deviations from any predefined specifications and instructions should be registered, investigated and corrective and preventive action measures initiated as appropriate.
☐ The selection, qualification, approval and maintenance of suppliers of starting materials, together with their purchase and acceptance, should be documented as part of the pharmaceutical quality system to ensure the integrity of the supply chain and protect against falsified products. 
☐ The supporting evidence for each supplier approval and material approval should be documented and maintained.
[bookmark: _Toc106972207]Product Specification File	Comment by David MARCEREUIL: According to my understanding, the PSF should go in the Documentation section.
It provides the instruction for the "IMP life"
☐ The Product Specification File contains all of the essential reference documents to ensure that investigational medicinal products are manufactured according to good manufacturing practice for investigational medicinal products and the clinical trial authorisation.
☐ Applicable sections of the product specification file should be available at the start of manufacturing of the first batch of the investigational medicinal product for use in a clinical trial.
The Product Specification File includes, or refers to, at least the following documents:
☐ specifications and analytical methods for starting materials, packaging materials, intermediate product, bulk product and finished product,
☐ manufacturing methods,
☐ in-process testing and methods,
☐ approved label copy,
☐ relevant clinical trial authorisations and amendments thereof, 
☐ clinical trial protocol,
☐ randomisation codes, as appropriate,
☐ relevant technical agreements with Sponsor, as appropriate,
☐ stability plan and reports,
☐ details of plans and arrangements for reference and retention samples,
☐ storage and transport conditions,
☐ details of the supply chain including manufacturing, packaging, labelling and testing sites for the investigational medicinal products, preferably in the format of a comprehensive diagram.
[bookmark: _Toc106972208][Quality management system documentation]
☐ There is a set of Standard Operating Procedures. 
☐ The lifecycle of the procedures is adequate.
☐ Operational procedures are adequately written, identified, approved, and distributed.
☐ The current versions of these documents are / scanned and made available for the staff on a dedicated Directory by the quality team/ made available for the staff on the SYSTEM.
☐ Main processes are covered by operational procedures.
☐ Procedures are appropriately updated.
☐ Procedures are consistent with the applicable regulations.
☐ Training related to procedures is described in the "_" procedure.
☐ Staff is trained on the new procedures and the new versions of procedures.
☐ When a SOP is updated or created, relevant staff members are informed and trained by the process owner or by a member of the quality team. Trainings are documented on dedicated forms.
☐ Specific procedures are written for projects. They are managed (approval, update, distribution…) according to the "_" document.
☐ It should be noted that the QMS documentation is mostly in LOCAL LANGUAGE to ease its comprehension by the whole staff. 
☐ SOPs contain a flow-chart in LOCAL LANGUAGE and in ENGLISH.
[bookmark: _Toc106972209][Internal Audits]
☐ There is a procedure on "Audits/Self-inspections". (EU-GMP)
· ☐ Auditors are independent.
· ☐ Auditors are adequately trained.
· ☐ System audits are planned.
· ☐ There is an Audit Plan.
☐ Audits are performed (internal or study or sub-contractors) according to an annual program.
☐ An internal audit plan approved by the quality team was available for YEAR (approved by ___ on ___) and includes the assessment of the following processes:
 …,
.
☐ The annual audit plan for YEAR  is under construction and expected for early YEAR.
☐ According to the auditees, Vendor has hosted XX qualification audits in YEAR and has performed more than YY vendor's audits the same year.
[bookmark: _Toc106972210][bookmark: _Toc488162695][Personal Data Protection]
☐ Vendor does not handle any patients' personal data.
☐ The Vendor has appointed a Data Protection Officer (DPO) : name
☐ The DPO has been communicated to the Supervisory Authority and is mentioned in the organizational chart.
☐ DPO's job description clearly identifies its missions and responsibilities.
☐ DPO is appropriately trained.
☐ DPO has no conflict of interest with any other task fulfilled within the company.
☐ The Vendor maintains a record of processing activities including:
· ☐ processing activities outside clinical trials
· ☐ processing activities for clinical trials.
For a specific clinical trial
☐ Has the Data Processor:
· ☐ Security and confidentiality policy
· ☐ Description of organizational and technical measures implemented to ensure data confidentiality and security
☐ Has the Data Controller collected the subcontractor's description of organizational and technical measures implemented to ensure data confidentiality and security?
☐ Has the subcontractor been involved in the PIA? How? Provide details and refer to corresponding evidences.
☐ Is there any communication between the subcontractor and the Data Controller regarding data protection? Any periodic meetings / or reporting?
☐ Is there any process defined for escalation of any data protection breach from the subcontractor to the Data Controller?

[bookmark: _Toc106972212]Premises and Equipment
☐ A quality risk management process, which includes a potency and toxicological evaluation, should be used to assess and control the cross-contamination risks presented by the investigational medicinal products manufactured.
☐ Premises and equipment are expected to be qualified in accordance with Annex 15 to the PIC/S GMP Guide.
[bookmark: _Toc106972213]Facilities
☐ The facilities are adequate, well organized.
☐ The facilities were visited during the audit.
☐ The whole building is access controlled using [MEAN] with individually/group defined permissions. 
☐ It is also alarmed with sensors at doors and windows frames.
☐ The areas are maintained, cleaned and disinfected according to specific procedures (BPF)
☐ Appropriate lighting, temperature, humidity, ventilation
☐ The whole process from IMP receipt until distribution was explained to the Auditor.
☐ Manufacturing area: arrangement and logical order to avoid cross-contamination
☐ Storage area:
-sufficient size for orderly storage; specifically identified quarantine, particular access, if computer quarantine: same level of security
-Separate area for returned, refused or recalled products
☐ The access to the manufacturing rooms (ambient and cold) are made through airlocks. ☐ To enter these rooms, the staff is requested to wear protective clothes (including: a hygiene cap, shoe covers and a white coat).
☐ The warehouse where clinical batches are stored was visited. Access to the warehouse is secured and restricted.
☐ Vendor has XX warehouse(s) including a cold room.
☐ There is a dedicated zone for rejected products and products to destroy (enclosed in a cage). 
☐ The samples libraries are located in the relevant part of the warehouse (cold temperature or ambient).
☐The vendor has dedicated activity areas with limited access:
☐ reception area
☐ storage area
☐ sample retention (area)
☐ packaging area
☐ shipping area
☐ control area
☐ administration
☐ Controls are performed in each area for the activities performed. 
[bookmark: _Toc5609927][bookmark: _Toc106972249][bookmark: _Toc106972256][Storage]
☐ There are specific IMP storage areas:
per clinical trial,
who have not yet undergone pharmaceutical release,
who have not yet undergone regulatory release,
ready to be shipped to the investigation sites.
☐ There is a complete inventory.
(Use CL https://sunged.sharepoint.com/Missions/2021-133/Documents/Doc_Audit/20221201_Eurofins_LC2/Outils/A_IMP_Stockage_CL.docx as needed)

Equipment
☐ Temperature monitoring and central alarm system is available for the cold room / Freezers / Ambient room where STUDY IMPs are stored. 
☐ The room has a redundant cooling / A/C system (cooling units and fans).
☐ According to the auditees, the cooling system is appropriately qualified and maintained. ☐ There are xx temperature probes, of which:
x are used for continuous temperature monitoring and are linked to the alarm system,
x drive the cooling system.
☐ A computer records the data of the x probes. 
☐ In case of temperature excursion:
☐  an alarm rings locally / a red light lights on 
☐ a text-message / email is send to the on-call people (one of the quality team and one of the warehouse team, according to a weekly/monthly schedule).

☐ A failure occurred on 
☐  the root-cause was _____ It was fully/partially addressed
☐ the sponsor was informed
☐ the products were quarantine / immediately moved to the back-up cold room
…
Documentation
[bookmark: _Toc106972214]Document retention
☐ The retention period for instructions and records required to demonstrate compliance with good manufacturing practice should be defined according to the type of document while complying with any relevant national laws. The documentation shall be consistent with the Product Specification File. Documents which are part of the Product Specification File shall be retained for the period of at least 5 years, unless otherwise specified in relevant national laws.
[bookmark: _Toc106972215]Specification and instructions
☐ Each new version should allow traceability to the previous document. 
☐ Any changes should be carried out according to a written procedure which should address any implications for product quality such as stability and bioequivalence. 
☐ The approval process for instructions and changes thereof shall include responsible personnel at the manufacturing site.
☐ Rationales for changes should be recorded and the consequences of a change on product quality and on any on-going clinical trials should be investigated and fully documented.
[bookmark: _Toc106972216]Order
☐ The manufacturer should retain the order for the investigational medicinal product as part of the batch documentation. 
☐ The order should request the processing and/or packaging of a certain number of units and/or their distribution and be given by or on behalf of the sponsor to the manufacturer. 
☐ The order should be in writing, though it may be transmitted by electronic means, and be precise enough to avoid any ambiguity. 
☐ The order should be formally authorised by the sponsor or his representative and refer to the product specification file and the relevant clinical trial protocol as appropriate.
[bookmark: _Toc106972217]Manufacturing formulae and processing instructions
☐ For every manufacturing operation or supply there should be clear and adequate written instructions and written records which are prepared using the specific clinical study information detailed in the product specification file.
☐ Records are particularly important for the preparation of the final version of the documents to be used in routine manufacture once the marketing authorisation is granted.
☐ The relevant information in the product specification file should be used to draft the detailed written instructions on processing, packaging, quality control testing, and storage, including storage conditions.
[bookmark: _Toc106972218]Packaging instructions
☐ The number of units to be packaged should be specified prior to the start of the packaging operations, including units necessary for carrying out quality control and for any retention samples to be kept. 
☐ Sufficient reconciliations should take place to ensure that the correct quantity of each product required has been accounted for at each stage of processing.
☐ Procedures should describe the specification, generation, testing, security, distribution, handling and retention of any randomisation code used for packaging investigational medicinal products as well as code-break mechanism. 
☐ Appropriate records should be maintained.

[bookmark: _Toc106972219]Batch Records
☐ Batch records are maintained in sufficient detail for the sequence of operations to be accurately determined.
☐ These records should contain any relevant remarks which justify procedures used and any changes made, enhance knowledge of the product, develop the manufacturing operations and document deviations from predefined requirements.
☐ Batch manufacturing records are retained by the CMO for at least 5 years after the completion or formal discontinuation of the last clinical trial in which the batch was used, or in accordance with the requirements of national laws.
[bookmark: _Toc496541749][bookmark: _Toc106972228][bookmark: _Toc442129900]Production
[bookmark: _Toc106972229]Packaging materials
☐ There is a SOP related to management of packaging materials, including:
specifications,
order,
receipt, including :
labelling,
quarantine,
quality control,
storage,
use, including quality control checks.
☐ Specifications and quality control checks should include measures to guard against unintentional unblinding due to changes in appearance between different batches of packaging materials.

[bookmark: _Toc442129898][bookmark: _Toc496541747][bookmark: _Toc106972227][bookmark: _Toc106972230][IMP Receipt]
☐ There is an IMP receipt SOP: "_".
☐ There is a quality control procedure in place upon receipt of raw material batches / packaging.
☐ There is a procedure for labelling, quarantine, storage of raw materials, packaging items and other products
☐ Vendor received IMPs from ______, the importer of the bulk product/finished product. 
☐ The transport is arranged by____________.
☐ The Vendor is informed of incoming IMPs batches by LABO PHARMA. 
☐ There is a quality control upon receipt of each batch of raw material or packaging
☐ Upon IMPs receipt , the Technician fills in a check-list where the following information is recorded:
☐ received quantity and conformance with the delivery bill,
☐ condition upon receipt,
☐ observations,
☐ visual aspect,
☐ IMP provider name,
☐ expiry date,
☐ provider batch number,
☐ product name.
☐ The check is done in the ambient / cold storage room / on dry ice. 
☐ A handwritten label is attached to the boxes identifying the product (name, batch number, expiry date, case number of raw materials, trial name), 
☐ A "quarantine" label is stuck on it by the quality team/logistics. 
☐ A double check is performed by the QC at each step.
☐ The reception operations are adequately documented.
☐ In case of any issue, the products remain in quarantine. 
☐ the sponsor is systematically informed,
☐ The sponsor is informed only if the issue is not related to Vendor (e.g. mislabelling at delivery)
☐ a deviation case is open [PROCEDURE].
☐ Printed packaging items must be carefully monitored.
- ☐ They must be stored in properly protected areas to prevent unauthorized access. 
- ☐ Hanging labels and other bulk printed packaging items must be stored and transported in individual boxes and closed in such a way as to avoid substitution.
Products and supplies received for Trial xxxx
· Bulk material
· Commercialised Products
· Other 
Manufacturing operations

[bookmark: _Toc106972231]Modification of comparator products
☐ If a product is modified, data should be available (e.g. stability, comparative dissolution or bioavailability) to demonstrate that these changes do not significantly alter the original quality characteristics of the product.
☐ The expiry date stated for the comparator product in its original packaging might not be applicable to the product where it has been repackaged in a different container that may not offer equivalent protection, or be compatible with the product. A suitable retest date, taking into account the nature of the product, the characteristics of the container and the storage conditions to which the product may be subjected, should be determined by or on behalf of the sponsor. Such a date should be justified and must not be later than the expiry date of the original package. There should be compatibility of expiry dating and clinical trial duration.
☐ A reference sample of comparator product, which has been repackaged or over encapsulated for blinding purposes, should be taken at a point representative of the additional processing and retained, as the additional processing step could have an impact on stability or be needed for identification purposes in the event of a quality defect investigation, which would not be covered by the commercial retained sample.
[bookmark: _Toc106972232]Blinding operations
☐ There is a SOP describing the blinding operation process: "_".
☐ Where products are blinded, systems should be in place to ensure that the blind is achieved and maintained while allowing for identification of "blinded" products, when necessary, including batch numbers of the products before the blinding operation. 
☐ Rapid identification of product should also be possible in an emergency. 
☐ Where the manufacturer has been delegated the responsibility for generation of randomisation codes, the manufacturer should enable that unblinding information is available to the appropriate responsible investigator site personnel before investigational medicinal products are supplied.
☐ Where products are blinded, the expiry date assigned to all products should be stated at the expiry of the shortest dated product so that the blinding is maintained.
☐ The "Randomisation List" is secure:
· ☐ sending and receiving are detailed,
· ☐ the "Randomisation List" is kept in a safe place,
· ☐ access to the "Randomisation List" is limited,
· ☐ there is a verification of the similarity of appearance and any other required characteristics of the different compared drugs.
Attention to be paid to the format (pdf, excel, …) of the randomisation list received. 
If it requires the CMO to generate a new file, what is the process to ensure that the transcription of the randomisation list have respected the approved one received ?
☐ There is a SOP related to randomisation code: "_", including:
· ☐ specification,
· ☐ generation, 
· ☐ testing, 
· ☐ security, 
· ☐ distribution, 
· ☐ handling 
· ☐ retention of any randomisation code used for packaging investigational medicinal products,
· ☐ code-break mechanism.
☐ Appropriate records are be maintained.
[bookmark: _Toc106972233]Packaging
☐ Investigational medicinal products are normally packed in an individual way for each subject included in the clinical trial. 
☐ The number of units to be packaged should be specified prior to the start of the packaging operations, including units necessary for carrying out quality control and for any retention samples to be kept. 
☐ Sufficient reconciliations should take place to ensure that the correct quantity of each product required has been accounted for at each stage of processing.
☐ Les médicaments expérimentaux sont conditionnés de façon à permettre leur conservation en bon état pendant le transport et le stockage aux points de destination intermédiaires. (BPC FR 5.13.3)
☐ Le conditionnement extérieur est conçu pour que toute ouverture ou altération intempestive au cours du transport soit facilement décelable (BPC FR 5.13.3) (exemple: sceau sur le conditionnement secondaire).
☐ The risk of product unintentional mixing (mix-ups) must be minimised by using appropriate procedures and/or specialised equipment as appropriate and relevant staff training. 
☐ Documentation must be sufficient to demonstrate that appropriate segregation has been maintained during any packaging operations.
☐ Precautions against mislabelling may include measures such as:
☐ reconciliation,
☐ line clearance,
☐ in- process control checks by appropriately trained staff.
☐ Any opening or tampering of the outer packaging during transport should be readily discernible.
☐ Re-packaging operations may be performed by authorised personnel at a hospital, health centre or clinic that meet the requirements of relevant national laws or requirements.
-----
☐ Preparation of the labelling:
· These print orders are submitted to the Sponsor for validation 
· The information is provided in the official language(s) of the country
· Review of the documentation for the xxx Trial
☐ At the date of the audit, XXXX packaging and labelling campaigns were done:
· ☐ corresponding to a single blinded IMP batch,
· ☐ Theses campaigns were done on different days to avoid any mix-up between the different IMP.
☐ Packaging operations are conducted in a dedicated room 
· ☐ maintained at 2-8°C with direct access to the cold room,
· ☐ maintained at ambient temperature, on dry ice in a ambient,
· ☐ maintained at ambient temperature.
☐ A line clearance and cleaning check are done before starting any operation.
☐ They are adequately documented.
☐ The following manufacturing campaign dossiers were reviewed during the audit:
· ☐ BATCH,
· ☐ BATCH,
· ☐ BATCH.
☐ They contained:
· ☐ a picking list established by the Project Manager / Head of Production,
· ☐ line clearance documentation,
· ☐ QP certificates, CoA form supplier (bulk/finished product manufacturer, importer, etc.),
· ...
☐ Completed packaging and labelling documentation is dated and signed off by the Staff/Technician who performed packaging operations and by the Quality Control officer at each step (incl. picking list establishment from randomisation list).
Regarding the labelling part:
· ☐ the sponsor sent to Vendor the text to be included in the labels,
· ☐ the "OK to print" proof document was sent by Vendor to the sponsor for validation, and was validated by LABO PHARMA on DATE.
☐ Samples of packed IMPs, as well as materials used for packaging operations, are collected for each batch prepared for samples library purposes.
☐ These samples are kept in a secured, designated and restricted access location.

☐ For Trial xxxx, review of the batch packaging file 
· be based on the corresponding elements of the packaging instructions
· the batch number and quantity bulk product to be packaged
· batch number and the expected quantity of finished product to be obtained.

[bookmark: _Toc106972234]Labelling
☐ The labelling of investigational medicinal products shall comply with the requirements of relevant national laws or requirements, and where no such requirements exist, it should address at least the following elements, unless their absence can be justified, e.g. use of a centralised electronic randomisation system:
☐ name, address and telephone number of the sponsor, contract research organisation or investigator (the main contact for information on the product, clinical trial and emergency unblinding),
☐ the name/identifier and strength/potency, and in the case of blinded trials, all product labelling should indicate “placebo/comparator or [name/identifier] + [strength/potency]”,
☐ pharmaceutical dosage form, route of administration, and quantity of dosage units,
☐ the batch and/or code number to identify the contents and packaging operation,
☐ a trial reference code allowing identification of the trial, site, investigator and sponsor if not given elsewhere,
☐ the trial subject identification number/treatment number and where relevant, the visit number,
☐ the name of the investigator (if not included in (i) or (v)),
☐ directions for use (reference may be made to a leaflet or other explanatory document intended for the trial subject or person administering the product),
☐ “For clinical trial use only” or similar wording,
☐ the storage conditions,
☐ period of use (use-by date, expiry date or re-test date as applicable), in month/year format and in a manner that avoids any ambiguity,
☐ “keep out of reach of children” except when the product is for use in trials where the product is not taken home by subjects.

☐ The information which shall appear on the labelling should comply with any relevant national laws or requirements. The labelling operation should be performed at an authorised manufacturing site in accordance with relevant national laws or requirements.
[bookmark: _Toc106972235]Change in expiry date – Re-labelling
☐ If it becomes necessary to change the expiry date, an additional label should be affixed to the investigational medicinal product. 
☐ This additional label should state the new expiry date and repeat the batch number and clinical trial reference number. It may be superimposed on the old expiry date, but for quality control reasons, not on the original batch number.
☐ The re-labelling operation should be performed by appropriately trained staff in accordance with good manufacturing practice principles and specific standard operating procedures and should be checked by a second person.
☐ This additional labelling should be properly documented in the batch records.
☐ To avoid mistakes the additional labelling activity should be carried out in an area which is partitioned or separated from other activities. 
☐ A line clearance at the start and end of activity should be carried out and label reconciliation performed. 
☐ Any discrepancies observed during reconciliation should be investigated and accounted for before release.
☐ The re-labelling operation may be performed by authorised personnel at a hospital, health centre or clinic that meet the requirements of relevant national laws or requirements (i.e. in healthcare establishments that are not subject to good manufacturing practices).

[bookmark: _Toc106972236][Change of IMP shelf-life and re-labelling]
☐ Re-labelling and Shelf-life extension process are addressed in SOP ____ "_" (version xx dated _____).
☐ The process would be exactly the same as initial labelling:
☐ using a transparent label stuck on the existing one. This label contains 3 elements: the batch number (repeated), the new expiry date, a black line to cross-out the old expiry date without masking it.
☐ a new label is stuck aside previous one and the old expiry date is crossed out
☐ Relabelling can be performed:
☐  before obtaining the stability data. In such a case the IMP are quarantined
☐ only be performed after obtaining stability data.
☐ release would only occur when stability data is obtained at Vendor
☐ The Project Management SYSTEM by Project Manager is updated accordingly by _____.
☐ Irrespective of product status, the Project Management SYSTEM would / would not allow shipment of expired products.
☐ XY / No relabelling operation to change IMP shelf-life were done at the date of the audit.
[bookmark: _Toc106972237]Quality Control
[bookmark: _Toc106972238]Quality Control System
☐ The manufacturer should establish and maintain a quality control system placed under the authority of a person who has the requisite qualifications and is independent of production.
☐ As processes may not be standardised or fully validated, testing takes on more importance in ensuring that each batch meets the approved specification at the time of testing.
☐ Quality control of the investigational medicinal product, including that of the comparator product, should be performed in accordance with the information submitted in the application for the clinical trial, as authorised by the relevant country.
☐ Verification of the effectiveness of blinding should be performed and recorded.
[bookmark: _Toc106972239]Samples and Retention
☐ Retention periods for samples of investigational medicinal products should comply with the relevant national laws or other requirements.
☐ Samples are retained to fulfil two purposes: firstly, to provide a sample for future analytical testing, and secondly, to provide a specimen of the finished investigational medicinal product which may be used in the investigation of a product quality defect.
☐ Samples may therefore fall into two categories:
☐ Reference sample: a sample of a batch of starting material, packaging material or finished product which is stored for the purpose of being analysed should the need arise. Where stability permits, reference samples from critical intermediate stages, e.g. those requiring analytical testing and release, or intermediates which are transported outside of the manufacturer's control, should be kept.
☐ Retention sample: a sample of a fully packaged unit from a batch of finished product. It is stored for identification purposes. For example, presentation, packaging, labelling, package leaflet, batch number, expiry date should the need arise during the shelf life of the batch concerned.
☐ There may be exceptional circumstances where this requirement can be met without retention of duplicate samples, e.g. where small amounts of a batch are packaged for different markets or in the production of very expensive medicinal products.
☐ For retention samples it is acceptable to store information related to the final packaging as written, photographic or electronic records, if such records provide sufficient information, e.g. examples of packaging, labelling and any accompanying documentation to permit investigations associated with the use of the product. In case of electronic records, the system should comply with the requirements of Annex 11 of the PIC/S GMP Guide.
[bookmark: _Toc106972240]Release of Batches
	"The regulatory release is the verification of completion of batch certification by the QP and that the necessary authorisations are in place for the clinical trial, before supply of IMP to the clinical trial site." (https://health.ec.europa.eu/document/download/6e8ae778-73d0-4a1e-a374-a06e791152a7_en?filename=guideline_handling-shipping_investigational-mp_en.pdf) 
"where the manufacturer is delegated by the sponsor to perform the regulatory release of the IMP to the trial sites in addition to certification by the QP, the arrangements should be defined in an agreement between the sponsor and the manufacturer. The sponsor should provide all the necessary information to the manufacturer to allow the delegated regulatory release. The manufacturer should verify that the necessary clinical trial authorisations are in place prior to shipping the medicinal product for use in the trial (e.g. by consulting the Clinical Trials Information System (CTIS) referred to in Articles 80 and 81 of Regulation (EU) No 536/2014)." https://health.ec.europa.eu/document/download/6e8ae778-73d0-4a1e-a374-a06e791152a7_en?filename=guideline_handling-shipping_investigational-mp_en.pdf) 



☐ There a SOP describing the process for the release of IMPs, including:
· ☐ the release is carried out in two stages 
certification by the QP
regulatory release by the Sponsor for use in the clinical trial (BPF)
☐ Release of investigational medicinal products should not occur until after the Authorised Person has certified that the relevant requirements have been met.
☐ The information in the product specification file should form the basis for assessment of the suitability for certification and release of a particular batch by the Authorised Person and should therefore be accessible to him or her.
☐ Where investigational medicinal products are produced and packaged at different sites under the supervision of different Authorised Persons, sharing of responsibilities amongst the Authorised Persons in relation to compliance of a batch must be defined in a document formally agreed by all parties.
☐ Where the manufacturer is delegated by the sponsor to perform the regulatory release in addition to certification by the Authorised Person, the arrangements should be defined in an agreement between the sponsor and the manufacturer. Relevant clinical trial authorisation and amendment information should be available for reference in the product specification file and the manufacturer should ensure the necessary clinical trial authorisations are in place and prior to shipping product for use in the trial.
☐ A "Certificate of Conformance" according to GMP Annex 13 is available for each certified batch.
☐ For blind products:
· ☐ The available documentation of the manufacturing campaign dossiers reviewed contains the correspondence between the bulk products batch numbers and the finished product batch number.
· ☐ The available documentation of the manufacturing campaign dossiers reviewed do not allow to make the correspondence between the bulk products batch numbers and the finished product batch number.
For Trial xxxx, review of the batch release certificate :


[bookmark: _Toc474944856][bookmark: _Toc496541767][bookmark: _Toc106972242]IMP management with investigational sites (after pharmaceutical release)
[bookmark: _Toc106972248]Sampling
☐ Is there a written sampling procedure, including information on the person(s) authorised to take samples, the methods and equipment to be used, the quantities to be taken and any precautions to be taken to avoid contamination of the product or deterioration in its quality?
For Trial xxxx, review documentation of sampling.
[bookmark: _Toc106972250]IMP shipment (distribution)
☐ The process for IMP shipment is described in the "_" SOP.
☐ IMPs are shipped in accordance with the instructions given in the "Shipment Request Form" issued by the Sponsor.
☐ IMP ordering and re-ordering is automatically done through the IxRS system / ☐ The clinical sites orders / re-orders using a dedicated form transmitted by email.
☐ Orders contain containing the list of kit/vial/boxes numbers for the corresponding investigational site ☐ are sent to the Project Manager/ Other, who arranges the shipment via the preparation of a picking list. 
☐ Each parcel is prepared by a Technician and checked by a second one in the cold room/on dry ice/in preparation area/…. 
☐ At delivery, the transporter sends a delivery confirmation. 
☐ The clinical site is requested to send 
· ☐ an acknowledgement of receipt 
· ☐ the temperature records downloaded from the logger. 
☐ The site acknowledges the receipt of each IMP kit/vial/box in the IxRS, ☐ an automatic email is sent to the Project Manager.
☐ A dossier is maintained for each shipping case (reviewed for dossier #_________).
☐ There is a detailed inventory of shipments made / 
☐ There is a tracker of shipments
☐ The STUDY IMP shipment documentation is appropriately maintained by Vendor.
☐ The product status is updated in the Project Management SYSTEM by Project Manager
0. [bookmark: _Toc106972246][bookmark: _Toc474944854][bookmark: _Toc496541765][bookmark: _Toc106972251]IMP Returns
☐ The return of IMPs is addressed in SOP ___ "_" (version xx dated _____)".
☐ Returned investigational medicinal products are clearly identified and stored in an appropriately controlled, dedicated area.
☐ Inventory records of returned products are kept.
☐ No IMP return was done at the date of the audit.
IMP destruction
☐ The destruction of IMPs is addressed in SOP ___ "_" (version xx dated _____)".
☐ The arrangements for destruction of investigational medicinal products are described in the study protocol / ….
☐ The arrangement between the Sponsor and the CMO regarding IMP destruction is defined in their technical agreement.

IMP destruction by the CMO:
☐ Destruction of IMPs is carried out only with prior written authorisation by the Sponsor.
☐ Destruction of unused investigational medicinal products are carried out only after reconciliation of delivered, used and recovered products and after investigation and satisfactory explanation of any discrepancies upon which the reconciliation has been accepted.
☐ Records of destruction operations are retained, including dated Certificates of Destruction or a receipt for destruction to the Sponsor. 
☐ These documents clearly identify or allow traceability to the batches and/or patient numbers involved and the actual quantities destroyed.

Destruction by Investigation sites:
☐ The possibility of IMP destruction by investigation sites is allowed by the Sponsor and described in ….
☐ The destructions by investigation sites are individually authorized by the Sponsor.
☐ The destructions are documented by "Destruction Certificates".
[bookmark: _Toc106972252]Serious Adverse Drug Reaction
	PICS/S Audit Checklist – Interpretation guide, 01-Sep-2020

☐Manufacturer of medicinal product (CMO) reports to the Regulatory Authority any serious adverse drug reactions (ADR).

☐ If the ADR is due to quality defect, it is expected that the Competent Authority does the appropriate follow-up with the manufacturer on possible GMP deficiencies.

Note: an adverse reaction to a defective medicinal product may result in a complaint.


Complaints, Quality Defects and Recalls
Complaints
☐ There is a SOP "_", describing the actions to be taken upon receipt of a complaint at the CMO site, including:
☐ documentation of all complaints,
☐ assessment of all complaints to establish if they represent a potential quality defect or other issue,
☐ the Sponsor is able to assess the complaints to determine if they justify the reporting of a serious breach to the relevant Competent Authority,
☐ an investigation of a quality defect is performed in accordance with the principles detailed in Part I, Chapter 8 of the PIC/S GMP Guide,
☐ discussion between the CMO and the Sponsor of the conclusions of the investigation, if different, in a timely manner, involving:
☐ the Authorised Person,
☐ those responsible for the relevant clinical trial in order to asses any potential impact on the trial, product development and on subjects.
[bookmark: _Hlk97825344]
☐ Complaints are documented in a deviation form and  tracked in a CAPA plan.

	PICS/S Audit Checklist – Interpretation guide, 01-Sep-2020
☐Any complaint or information received concerning a quality defect is recorded and investigated.
Note: Defective product may result of faulty manufacture, out-of-specification (OOS) result, product deterioration, detection of falsification, or any other serious quality problems.


☐ At the date of the audit, no quality complaints were received for the STUDY study.
IMP Quality Defects

[bookmark: _Toc106972253]IMP Recalls
☐ The IMP recall process is described in the "_" SOP, including:

☐ This SOP is in line with relevant national laws and guidelines.
☐ This SOP is agreed by the Sponsor in cooperation with the CMO, where different (from relevant national laws and guidelines).
☐ The CMO understands their obligations under the retrieval procedure.
☐ The procedures for retrieval of investigational medicinal products is in accordance with the principles detailed in Chapter 8 "Complaints and product recall" of the PIC/S GMP Guide:
☐ Appropriately trained and experienced personnel is responsible for managing complaint and quality defect investigations.
☐ The Authorised Person involved in the certification for release is made formally aware of any investigations, and any recall operations.
☐ The relative roles and responsibilities are documented.
☐ All complaints are documented.
☐ All complaints are assessed to establish if they represent a potential quality defect or other issue.
☐ There is a procedure related to quality defect.
☐ All trial sites are identified, and the countries of destination are indicated.
☐ The Sponsor has a procedure for the rapid unblinding of blinded products, where this is necessary for a prompt recall. The Sponsor ensures that the procedure discloses the identity of the blinded product only in so far as is necessary.
☐ All concerned Competent Authorities are informed in advance in cases where products are intended to be recalled.
☐ Recalled products are identified and stored separately in a secure area while awaiting a decision on their fate. A formal disposition of all recalled batches is made and documented.
☐ The progress of the recall process is recorded until closure and a final report issued, including a reconciliation between the delivered and recovered quantities of the concerned products/batches.
☐ The effectiveness of the arrangements in place for recalls is periodically evaluated to confirm that they remain robust and fit for use. Such evaluations extend to both within office-hour situations as well as out-of-office hour situations and, when performing such evaluations, consideration should be given as to whether mock-recall actions should be performed. This evaluation should be documented and justified.

☐ A detailed inventory of the shipments made by the CMO is maintained.
-----
☐ A simulation exercise is done once (more?) a year and documented in a recall simulation report. 
☐ For confidentiality reasons, last simulation documentation could not be presented to the Auditor.
☐ The standard recall process includes the main following points:
☐ information of QA within __ hours,
☐ Project Manager to initiates the recall process,
☐ remaining stock status is changed to "quarantine",
☐ the list of concerned clinical sites is verified from delivery notes/PM System,
☐ the concerned sites are asked to quarantine the IMP 
☐ IMPs return is organised
☐ a reconciliation is done upon receipt, 
☐ recalled products are quarantined waiting for sponsor's feedback and decision.
☐ QC is performed and documented at each step of the procedure.
☐ No recalls were done at the date of the audit.
☐ Recalls are appropriately documented.

	PICS/S Audit Checklist – Interpretation guide, 01-Sep-2020
☐CMO has notified the Competent Authority upon commencement of a recall of medicinal product from the supply chain.
☐CMO has informed the Competent Authority about the reason for the recall.


Security and business continuity
[bookmark: _Toc5609937][bookmark: _Toc106972260]Physical security
☐ There are procedures on security
☐ The procedures cover the following topics:
· ☐ physical security
· ☐ logical security
· ☐ security incidents management
· ☐ backup and recovery
· ☐ archiving
· ☐ activity continuity.
☐ Access to the buildings is under control and secured with:
· ☐access restriction using a digicode, a badge … and staff leaving the company cannot access the facilities
· ☐environmental risks management
· fire extinguishers
· smoke and intrusion detectors
· central alarm connected to a telesurveillance company (on-site intervention if required)
☐ The server room is secured with:
access restriction
air conditioning system and temperature control
UPS
smoke detectors and fire extinguishers
no water pipes
[bookmark: _Toc5609938][bookmark: _Toc106972261][bookmark: _Toc367108324][bookmark: _Toc514358609]Logical security
☐ Relevant logical security measures are implemented, including:
user access management 
users cannot administrate their PC
password protection with defined rules to change it regularly
automatic standby
firewall
antivirus
user access management
remote access to servers is allowed only to the IT team / Super Admin
[bookmark: _Hlk97825703]intrusion testing
[bookmark: _Toc106972257][bookmark: _Toc106972262]IT system and servers
☐ Data backup system for the company: à décrire
☐ Vendor has two mirror servers located in separate areas of the facility, 
☐ Vendor has a remote back-up server 
☐ with a fire protection system. 
☐ The server rooms access is restricted to the IT and Quality teams. 
☐ An uninterruptible power supply (UPS) ……. 
☐ There is also a remote back-up server located in _____. 
Data hosting and back-up strategy
☐ Database hosting: locally / remotey / Data Center (for which data? Location?)
☐ Service Level Agreement / hosting agreement in place
☐ Database hosting specificities (security, backup…) are appropriate.
Vérifier si datacenter n'est pas hors EU (par rapport à MR-001)
☐ Backup strategy is based on a risk analysis, documented in … and periodically reviewed.
☐ Backup covers:
☐ business data (administratives , contractuelles…)
☐ process data (i.e. des activités gérées par la société)
☐ audit trail
☐ connections log
☐ other (préciser)
☐ Backups are done on [media] as follows:
Daily (incremential or full)
Weekly (incremential or full)
Monthly (incremential or full)
☐ In case of use of a data center, what is provided to the company to ensure that the backups are efficient?
☐ Data restoration exercises
Test protocol and scenarii are defined 
Tests are done as expected (dernier test à voir)
☐ The Procedure "_" (version xx dated ______) describes the procedures to follow in case of emergency, including information technology (IT) systems.
☐ Backup frequency, storage conditions and execution and documentation of backup and restoration periodic tests allow to guarantee a suitable level of reliability of the implemented process.

· Plan de Reprise Informatique
· Que se passe-t-il en cas de gros crash, quelles garanties pour le sponsor ?
· Business continuity plan – Disaster recovery plan
· Tests ?

En conclusion : pouvoir répondre à la question :
en combien de temps peuvent-ils reprendre l'activité?
combien de données/heures peuvent être perdues ?
[bookmark: _Toc106972263]Computerised Systems Validation
☐ The SOFTWARE has been installed in .
☐ It is hosted locally on staff PCs / local server.
☐ It is hosted on remote server (SAAS, PAAS, IAAS mode, etc.) 
☐ It has been validated in its environment.
☐ The validation report and certificate were present. 
☐ Change control are documented.
☐ This system is considered validated from Vendor point of view.
[bookmark: _Toc106972264]Version history of the audit report
	Version
	Date
	Comments

	V0.1
	
	Delivery of the draft version for review by the audit sponsor

	V1.0
	
	Delivery of the final version to the audit sponsor
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