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Investigational Medicinal Products (IMPs)
(Sponsor side)

[bookmark: _Toc440962295]

[bookmark: _Toc464824750]Table of contents

1	Table of contents	2
2	General aspects	3
2.1	Audit Scope	3
2.2	Applicable Regulation	3
2.3	Audit objectives	3
2.4	Audit context	4
3	Technical aspects	4
3.1	Organisation and Means	4
3.1.1	Quality policy relative to IPs and management implication	4
3.1.2	Facilities and Equipment	5
3.2	Quality System	6
3.3	IP Process	7
3.3.1	IP Needs Evaluation	7
3.3.2	Packaging	7
3.3.3	Blinding Systems	8
3.3.4	Labelling	8
3.3.5	Receipt in the IMP Unit ( if applicable )	8
3.3.6	Release	8
3.3.7	Shipping (to investigational centers and/or another country)	8
3.3.8	Receipt in the investigational centers, stocking, supplying and use at site	9
3.3.9	Accounting and Tracking at site	9
3.3.10	IMP expiry dates and possible prolongations handling	9
3.3.11	Return handling	10
3.3.12	Destruction	10
3.3.13	Anticipation measures	11
3.4	IMP Management Contracted out	11
3.5	Documentation Control	11
3.6	Data processing systems and security	12



[bookmark: _Toc440962301][bookmark: _Toc464824756]Technical aspects
[bookmark: _Toc440962302][bookmark: _Toc464824757]Organisation and Means
[bookmark: _Toc440962303][bookmark: _Toc464824758]Quality policy relative to IPs and management implication
Quality policy, objectives and involvement:
Written quality policy 
Written quality objectives
Continuous improvement system
Quality productivity indicators
Personnel informed of this policy
Management informed of nonconformities
Involvement of the Management in their solutions
By which means ?

Organisation :
Written and accurate organisation charts 
Organisation defined by the Management
Job descriptions 
Training plan (procedures, system of references,...)
Training sessions (notifications, schedule, list of trainees, training efficacy evaluation, participants feed-back) 
Qualification of personnel
Functions involved in the IPs process
Interfaces between those functions defined
Human resources sufficient, appropriate and trained
In case of absence of a person involved in the IPs process, measures taken for his/her replacement
Representative of management appointed to implement and maintain a quality system

Interview with the Head of CPO
	Meeting : 

	Date
	Schedule
	Location

	
	 
	 

	Society
	Name, First-name
	Job

	
	
	



Review of following documents :
Quality policy, quality objectives, quality manual and indicators
Relevant procedures
Organisation chart, personnel list, job descriptions, curriculum-vitae


	
	Document identification 
	Document date
	Remarks

	Organisation chart
	
	
	

	Personnel list
	
	
	

	Job description
	
	
	



Following Curriculum Vitae have been reviewed:
	Job
	Name, First-name
	Date - Signature
	Remarks
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	Observation n° Grade

	Blablabla

Main audit standards

	Suggestions	Comment by Catherine MERAT: À supprimer si pas prévu au devis
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Facilities :
description
appropriate conditions (ie : humidity, temperature, lighting, ventilation...)
different areas according to the different activities (ie : receipt, return, destruction,..)
capacity of each area sufficient 
quarantine area
areas for extremely active or hazardous products
premises laid out to minimise risk of mix up 

Security
procedures available
fire detection and extinguishing
protecting clothing
restricted access

Cleaning measures
procedures available
frequency
contamination

Equipment
Equipment used in the PEC process
stocking (ie refrigerator,...),
receiving,
labelling,
shipping,
Inventory
State
Cleaning measures guarantee the absence of contamination
The equipment is located in a way that permit to avoid any misuse or contamination
Calibration and verification of controlling, weighing, recording and measuring equipment at regular intervals ?
Means
Maintenance
Removal or labelling of defective equipment

Interview with Head of CPO
Site tour
Review of : 
Relevant procedures
Control reports
Maintenance contracts

[bookmark: _Toc440962305][bookmark: _Toc464824760]Quality System
Quality manager
Procedures covering the whole IPs process
Job instructions and forms
Some process steps the object of unwritten procedures
Trial specific SOPs, job instructions or forms
Life cycle of those document
Those documents are :

Interview with the  Quality Manager
Review of procedures, job instructions and forms with respect to the following table :
	SOPs, job instructions and forms life cycle’s steps
	Remarks

	Writing
	Written by competent persons
SOPs up-to-date with respect to the system of references 

	Verification
	Checkers, (date and signature) with respect to relevant system of references :
	Legislation, regulations and guidelines
	International SOPs

	Approval
	Immediate superior, date and signature
Quality Committee

	Implementation
	Univocal precise date 

	Diffusion and access
	Every involved person
disposal by paper ( retaining of acknowledgement receipt ), by computer or other mean.
Existing controlled and non-controlled specimen

	Training
	cf. § 2.1.1

	Revision
	Do the reviewed versions follow the same life cycle ?
How are the involved persons informed of the new versions of the procedures ?

	Lapsing
	Handling of expired specimens (identification, recovering and destruction)

	Archiving
	Appropriate facilities
Modes and time compliant with applicable regulation
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For this audit, two completed and two ongoing trials will be picked-up in order to follow the IPs process and the consistency with respect to relevant system of references.
[bookmark: _Toc440962307][bookmark: _Toc464824762]IP Needs Evaluation 
Evaluation of IPs needs ? (by planners)
qualitative needs: composition, formulation and dosage adapted to the aim of the trial, comparator, comparator’s blinding, blinding respect…
quantitative needs : global quantity needed, by centre, time repartition…
needs in terms of time, needs with respect to the countries, logistics
Involvement of the CPO (time)

Interview with a planning responsible person
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Packaging appropriate to :
Methodology of the trial ,
Respect of blinding
Products requirements : 
conservation
absence of contamination and deterioration
absence of untimely opening , or by a non allowed person
protection, possible shipping requirements (ie : cold chain)
Centres requirements
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Person responsible of their manufacturing and handling 
Blinding operations accurately performed 
Time of shipping to the investigation centre
Number of sets manufactured for one centre ?
Location of retention of all the sets during the trial ?
Tracking
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Compliance with applicable legislation, 
Accuracy
Compliance with randomisation
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Receipt conditions
Control performed at the time of receipt

[bookmark: _Toc464824767]Release
Technical green light accurately performed
analysis certificates by the Quality Control
Regulatory green light correctly performed ?
time of decision to release
documents needed
exceptions
Cf. System audit plan « Trial start up »
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Appropriate stocking before shipping
Batch sample retained for possible controls ?
Selection of the carrier
measures for hazardous products
Performance of previous shipping
appropriate means
number of expeditions
respect to delivery timelines


Interview with the Head of CPO

Review of the following :
Relevant SOPs, job instructions and forms,
Label sample
Batch sample
Lists of investigation centres data (address, names,...)
Analysis certificates
Carrier contract
Nonconformities lists
documents allowing the release (check the consistency between dates of release and dates of regulatory documents)
Determine how are various particularities of each country taken into account

On the investigation site :
Check the randomisation envelopes (consistency with the IPs on site)
Interview with the pharmacist  (or with the Investigator, if appropriate): IPs directly shipped to the pharmacy or in other departments, in good conditions at the arrival, received with the envelopes codes)
Check the consistency between received quantity and shipped quantity
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Sponsor exigencies in terms of IPs stocking
Definitions of delivery conditions 
Supplying of material by the sponsor relevant to IPs
Material relative to stocking : Refrigerator, thermometer,..
Material relative to IPs use : syringes, ...
Selection of suppliers 
Maintenance
Acknowledgements receipts system and handling
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Are IPs transfers between centres allowed ?
Guarantee of the pharmaceutical quality 
Handling of the accounting in the IPs unit 
On a per trial basis, what is the tracking of the whole circuit in comparison to :
IPs pharmacist stocks ?
Centres ?
Planning ?
Adequate documentation of any deviation
Handling of centres re-supplying
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Handling of expiry dates and location of expired IPs monitoring ?
Responsible for this (Pharmacist in the IPs unit, CRA,...)
Historic and reasons of previous misuse of expired IPs in previous trials
Is IPs use prolongation allowed ?
Controls which allow this prolongation
Guarantee of the pharmaceutical quality


Interview with Head of CPO
Review of the following documents :
Sponsor’s specifications in term of stocking and delivery
Relevant SOPs, job instructions and forms
Contracts with material suppliers ?
List of non-conformities
Control certificates allowing IPs use prolongation ?

Review of  systems and documentation relative to:
Accountability
Tracking
Lapsing tracking
Acknowledgement receipts

On the investigation site: 
Interview with a CRA
To ensure that stocking conditions are appropriate (in the pharmacy and in the investigator’s unit)
To ensure that the material needed for stocking is working 
To check expiry dates for every product used in the trial (IPs and comparators)
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Returns handling :
compliance with written procedures
does it permit the accurate tracking of returned treatments units ?
documentation (inventories retained)
Returned treatment units :
clearly identified as « returns » ?
stored in an appropriate area
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Destruction relevant operations :
compliance with written procedures
at an appropriate moment (after trial report validation, after clinical project leader agreement )
documented
Destruction in the investigation centre allowed
Subcontracted destruction (Cf.4.Subcontracting)
Destruction agreement transmitted by writing
Destruction reports retained

Interview with a person responsible for returns an destruction operations in the IPs Unit 
Review of the identification system of returned IPs
Review of the following documents :
Relevant SOPs, job instructions and forms
Returned IPs inventories
Destruction reports

On the investigation site :
Check the consistency between pharmacist’s , CRA’s and IPs unit accountabilities
If destruction is allowed on site, facilities tour and documentation review (ie :agreements,...)

[bookmark: _Toc440962311][bookmark: _Toc464824774]Anticipation measures
replacement treatment units
new investigation centres, 
recall

Interview with Head of CPO
Review of the relevant SOPs, job instructions and forms
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A intégrer :
Sous-traitance de gestion de Médicaments Expérimentaux, qui peut comprendre les prestations suivantes :
· fabrication de gélules verum et placebo
· masquage des comprimés en gélules
· conditionnement primaire
· conditionnement secondaire
· réalisation de la liste de randomisation
· stockage et gestion des stocks
· distribution dans les centres d'investigation
· gestion des retours des produits non utilisés et leur destruction

Involvement of purchase Department
Systematic tendering process
Preliminary audit
List of requirements
Trial specificities :
list of requirements discussed
quality expectations discussed
the subcontractor the accurate means for the project
applicable Monitoring procedures been defined ?
Responsibilities and tasks repartition
Contract
Monitoring of subcontractor performances 
Monitoring of action plans 
Subcontractor’s documentation ?
trial relevant documents
Are those documents the accurate version ?
Information process between the subcontractor and the sponsor :
Are information and documents flows adequately defined ?
Are they respected ?
Possible complaints/Non conformities treatments circuit
Evaluation of the subcontractor retained and used after the subcontractor performances

Interview with the person responsible of relations with subcontractors 
Review of the following documents :
Tender process documentation
Subcontractor’s audit report
List of requirements
Contracts
Subcontractor evaluation
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Person responsible for documentation
Documentation on a per trial basis ?
For one trial, filing by chapter ?
Repartition of documents between the IPs unit and headquarters
Obtaining of the manufacturing and/or analysis documents form the manufacturing unit
Correspondence retained (with investigators / with clients)
Chrono file with mailing references
Filing in the trial documentation
Archiving conditions

Interview with the person responsible of documentation, if applicable
Interview with the Quality co-ordinator
Review of documentation filing : For the selected trials, review of the whole documentation
Review of relevant SOPs
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Data processing used in the IPs process
Validation
Maintenance
Softwares
Validation
Training sessions (Cf.§2.)
SOPs at disposal
In terms of security:
safeguard measures
data archiving
use of Password
Password regularly changed 

Interview with the Information system responsible
Interview with a user
Review of the relevant SOPs
Review of the maintenance contract
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	Version
	Date
	Comments

	V0.1
	
	Livraison de la version préliminaire pour relecture du commanditaire de l'audit
Delivery of the draft version for review by the audit sponsor

	V1.0
	
	Delivery of the signed version after receipt of the audit sponsor's comments received on ….
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