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[bookmark: _Toc464824609][bookmark: _Toc440362936]Organisation and operational resources
Activities
Type of IPs
[bookmark: _Toc464824610]Manufacturing authorization and certificate of GMP compliance of a manufacturer
☐ Manufacturing authorisation xxxx done by xxx Authorities

Vérifier l'annexe 2 pour voir si le site est autorisée à produire des médicaments expérimentaux

☐ Certificate checked in the EUDRAGMP database delivered by xxxx
Organisational chart and job descriptions
☐ Approved job descriptions (BPF Fr 2013, §2.2)
3 mandatory functions:
Qualified Pharmacist
Head of Production
Head of Quality Control (independent form head of production)
(BPF Fr 2013, §2.3)
☐ Chef du Département Production : fabrication, stock, approbation des instructions concernant les opérations de fabrication, faire évaluer et signer les dossiers de lot avant revue par le contrôle qualité, locaux, matériel; validation, formation)
☐ Chef du Département Contrôle Qualité : accepter, refuser les matières premières, les articles de conditionnement, les produits vrac et finis, évaluer les dossiers de lot, vérifier les contrôles; approuver les spécifications, instructions d'échantillonnage et méthodes d'analyse, agréer et contrôler les sous-traitants, entretien de son service, locaux, matériel, s'assurer de la réalisation des validations nécessaires
[bookmark: _Toc464824615][bookmark: _Toc315178093][bookmark: _Toc442129863][bookmark: _Toc440362939]Training
Training for the new comers (BPF)
All personnel trained to BPF (initially and regularly) and to hygien/sanitation
Qualified Pharmacist trained on clinical research and GMP (BPF)
Efficacy of the training verified (BPF)
Approved Training Plan (BPF)
0. [bookmark: _Toc442129867][bookmark: _Toc464824628]Quality Management System
Documents are carefully designed, prepared, reviewed and distributed (BPF, §4.2)
The documents are approved, signed and dated by competent persons (BPF, §4.3)
The documents are clear and legible, unambiguous (BPF, §4.4)
Documents are regularly reviewed and updated, obsolete documents cannot be used (BPF, §4.5)
[bookmark: _Toc315178111][bookmark: _Toc464824634]Continuous improvement
Regular and independent auto-inspections (BPF)
Regular audits of contractors (BPF): carrier, provider of supplies, etc.
The effectiveness of blinding is evaluated.(BPF)

[bookmark: _Toc526431460]Operational processes delegated by XXXX
[bookmark: _Toc526431461]Contractual relationships
For the XXXX clinical trial, XXXX has delegated to XXXXX the following activies :
· Ordering of products and supplies
· Packaging and labelling
· Batch releases and corresponding certificates
· Products storage
· Management of shipment (including export authorisation)
· Management of returned products
· Management of batch recalls, if needed.

It is documented in a master agreement signed in September 2018 and in specifications for the trial LT4032-301 signed also in September 2018.

Project Management

Implementation of the specifications
Update of specifications ?
Preparation of specific procedures

Use of the eCRF
Training ?
Ordering of products and supplies and receipt
Comparator Auxilliary products
Are the modalities guaranteeing pharmaceutical quality described in a procedure?
☐ There is a reception procedure. (BPF)
☐ There is a procedure for labelling, quarantine, storage of raw materials, packaging items and other products
☐ There is a quality control upon receipt of each batch of raw material or packaging
☐ There is a quality control procedure in place upon receipt of raw material batches / packaging.
☐ 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 
Management of the randomisation list
There is a procedure for managing the randomization list: Procedures describe "how to obtain, secure, disseminate, use and store any randomization code used for packaging investigational medicinal products and the blinding system"
There is a link between randomization and conditioning
The randomization list is secure:
- ☐ Sending and receiving are detailed
- ☐ The randomization list is kept in a safe place 
- ☐ Access to the list is limited
- ☐ There is a verification of the similarity of appearance and any other required characteristics of the different compared drugs
(BPF)
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
Packaging and labelling
Documentation of all steps is kept.
The manufacturing and packaging files allow the precise sequence of operations to be traced.
Batch manufacturing records must be kept for at least five years after the end or early termination of the last clinical trial during which the batch was used. (BPF)
The history and documentation of changes are guaranteed (traceability)
There are procedures to fight "against labelling errors such as comparative label balance sheet, line vacuum and ongoing checks by trained staff". 
Verification ?
Quality Control

Blinding operations

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.
Batch release
It is the responsible pharmacist who verifies the requirements for batch release
Is there a procedure for the release of IMPs?
☐ Does it specify that the release is carried out in two stages (certification by the responsible pharmacist 
- release by the sponsor for use in the clinical trial) (BPF)
- Does it specify who is responsible for this release?
- Does it specify that these two releases must be recorded?
Inter-Relation with the greenlight ?

For Trial xxxx, review of the batch release certificate :
Sampling
Written sampling procedures must be established, 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
Storage
Is there a storage area reserved for investigational medicinal products?
- per clinical trial,
- who have not yet undergone pharmaceutical release?
- who have not yet undergone administrative release?
- ready to be shipped to the Investigator Centre?
Is there an inventory ?

Management of shipment
Initiation of shipment
Investigational medicinal products shall be dispatched in accordance with the instructions given in the shipment request by the sponsor
There is a detailed inventory of shipments made 
Is there a tracking of shipments
Preparation
Quality Control
Temperature management
Management of expiry dates
Management of expiry dates of investigational medicinal products and possible extensions

Quality complaints
Procedure ?
Management ?
Information of the Sponsor ?
Management of return products
SOP ? 

Control ?

Storage ?
Drug disposal
SOP ?
Written order of the sponsor
tracability
Batch recall
SOP
Tracability
Tested system

IT systems used for the activities
Cristal : production software
Gexpec: distribution software

Facilities, security and business continuity
Facilities
 The facilities are adequate, well organized.
The vendor has dedicated activity areas with limited access:
 reception area
  storage area
  packaging area
  shipping area
  control area

 The areas are maintained, cleaned and disinfected according to specific procedures (BPF)
  Appropriate lighting, temperature, humidity, ventilation
 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

[bookmark: _Toc440362942][bookmark: _Toc464824620]Facilities
The vendor has dedicated activity areas with limited access:
- ☐ reception area
- ☐ storage area
- ☐ packaging area
- ☐ shipping area
- ☐ control area
The areas are maintained, cleaned and disinfected according to specific procedures (BPF)
  Appropriate lighting, temperature, humidity, ventilation
 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
	
Sunnikan Consulting
231 rue La Fontaine
94120 Fontenay-sous-Bois, France
	
+33 (0)1 55 97 13 13
contact@sunnikan.com
www.sunnikan.com
	
Sunnikan Consulting
SAS au capital de 100 000 €
RCS Créteil B 409 032 240 APE 7490B


Sunnikan Consulting / A_IMP_TF.docx / Imprimé le 5 août 2022/ Page 1/42
Sunnikan Consulting / A_IMP_TF.docx / Imprimé le 5 août 2022/ Page 25/42
image1.wmf

