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Scope: This tool is intended for vendors providing IMP manufacturing related services to clinical trials that are sponsored or co-sponsored by NHS GG&C who are assessed as providing services that are medium risk (SOP 04.057)

Aim:  To assess compliance of IMP manufacture to current Good Manufacturing Practice1,2 requirements with a particular focus on the requirements of Annex 13, Investigational Medicinal Products3 and the interface with Good Clinical Practice4 requirements so that requirements of current regulatory requirements5,6 are met.    
Methods of vendor assessment: On-site visit with facilities tour, review of Policy documents, Standard Operating Procedures and records.

Output:  Observations and feedback will be provided from the visit.  Reasons will be given where any clarification is requested or where items are assessed as deficient.  Once all comments and feedback have been completed, a short summary report will be provided including a final decision on suitability of the vendor to provide IMP manufacturing related services for clinical trials sponsored or co-sponsored by NHS GG&C.  

1. Eudralex Volume 4:  Good Manufacturing Practice (GMP) guidelines  http://ec.europa.eu/health/documents/eudralex/vol-4/ (accessed 15.08.2013)

2. European Good Manufacturing Practice Legislation 2003/94/EC      http://ec.europa.eu/health/files/eudralex/vol-1/dir_2003_94/dir_2003_94_en.pdf (accessed 15.08.2013)

3. Annex 13: Investigational Medicinal Products                               http://ec.europa.eu/health/files/eudralex/vol-4/2009_06_annex13.pdf (accessed 15.08.2013)

4. European Good Clinical Practice Legislation 2005/28/EC                http://ec.europa.eu/health/files/eudralex/vol-1/dir_2005_28/dir_2005_28_en.pdf (accessed 15.08.2013)

5. European Directive 2001/24/EC                                                                                                       http://eur-lex.europa.eu/LexUriServ/LexUriServ.do?uri=CONSLEG:2001L0020:20090807:EN:PDF  (accessed 15.08.2013)

6. Statutory Instrument SI 2004/1031 http://www.legislation.gov.uk/uksi/2004/1031/contents/made (accessed 15.08.2013)

	Section 1: Vendor Assessment Preparation: (for internal NHS GG&C use only)


Existing vendors: For IMP manufacturer vendors that have provided services prior to the introduction of SOP 04.057, the following should be assessed prior to the site visit:

	1.1
List clinical trials that the vendor has provided IMP manufacturing/packing related services that are currently within the scope of an MHRA inspection

	EudraCT No:
	Short title
	CI
	CTU
	Services provided

	
	
	
	
	

	
	
	
	
	

	
	
	
	
	

	
	
	
	
	

	
	
	
	
	

	
	
	
	
	


	1.2
What have been the strengths of the vendor?




	1.3
Have there been any serious incidents associated with use of the vendor?



	1.4
Based on experience to date are there any areas that should be targeted as part of the vendor assessment visit? eg. receipt system, previous quality investigations



	1.5
Technical agreement review

	EudraCT No:
	Services listed are services provided
	Any updates required to current TA template?

	
	
	

	
	
	

	
	
	

	
	
	

	
	
	


New vendors:
	1.6
Is there any particular elements of service provision that are novel to the organisation or to NHS GG&C?



	Section 3: Quality Management Systems: Annex 13 (1) and (2)


	Quality Management system procedures – available to sponsor?     Provided: (
Review comments:  




	No
	System
	Description/Assessment
	Description of any observations

	3.1
	Processes for ensuring that site adheres to current GMP principles for IMPs
	Effective ( Deficient (  Clarification required (
	

	3.2
	Actions in event of deviations
	Effective ( Deficient (  Clarification required (
	

	3.3
	Example of quality investigation
	Effective ( Deficient (  Clarification required (
	

	3.4
	Emergency unblinding – response to requests
	Effective ( Deficient (  Clarification required (
	

	3.5
	Management of out of specifications
	Effective ( Deficient (  Clarification required (
	

	3.6
	Change control of product specification and batch manufacturing instructions: 
	Requirement: full control/traceability

Effective ( Deficient (  Clarification required (
	

	3.7
	Internal audit systems
	Effective ( Deficient (  Clarification required (
	

	3.8
	Vendor assessment programme for components, starting materials and label suppliers
	Effective ( Deficient (  Clarification required (
	

	3.9
	Process for management of errors and incidents
	Effective ( Deficient (  Clarification required (
	

	3.10
	Capacity and contingency planning
	Effective ( Deficient (  Clarification required (
	

	3.11
	Disaster recovery plan
	Effective ( Deficient (  Clarification required (
	


	Section 4: Personnel: Annex 13 (3) and (4)


	No
	System
	Description/Assessment
	Description of any observations

	4.1
	Organisation organogram provided
	Effective ( Deficient (  Clarification required (
	

	4.2
	Staff numbers currently employed
	Effective ( Deficient (  Clarification required (
	

	4.3
	Training records:

Review training record for at least one but preferably more staff types (not QP)

· Description of training systems available

· GMP

· GCP

· SOPs

· IMP training 
	Effective ( Deficient (  Clarification required (
	

	4.4
	Job descriptions available & clear
	Effective ( Deficient (  Clarification required (
	

	4.5
	Separate staff for production and quality control?  Holiday management?  
	Effective ( Deficient (  Clarification required (
	

	4.6
	QP training and experience 

(GMP & GCP)
	Requirement: broad knowledge of pharmaceutical development and clinical trial processes.
Effective ( Deficient (  Clarification required (
	

	4.7
	Staff training for study specific processes?
	Effective ( Deficient (  Clarification required (
	

	4.8
	What systems are in place to assess staff competency for assigned tasks?
	Effective ( Deficient (  Clarification required (
	

	4.9
	What is the process by which staff receive authorisation to perform tasks
	Effective ( Deficient (  Clarification required (
	


	Section 5: Premises & equipment: Annex 13 (5)


	5.1
Description of IMP manufacturing services provided and sites:



	5.2
Authorisations held/copy of current MIA IMP  Provided: (  

	5.3
Activity by trial phase 
Experience:
Phase 1 (  Phase 2 ( Phase 3 (  Phase 4 (  



	5.4
Key third party vendors and sub-contractors eg. starting materials, laboratories

Current TA in place? 
Review: Select 1 TA for review:  

	5.5
Review of Site Master File: Reviewed ( Not Reviewed (
Any questions?: 



	5.6
Facilities tour

THINK! flow of materials & systems to prevent mix-ups – goods inward, QC, pre-production storage, manufacturing area, post-production storage, dispatch

Process Flow

Goods inwards

Manufacturing area (non-sterile)
Manufacturing area (aseptic)
Quarantine area

Final product storage area
Dispatch area
Planned Preventative Maintenance (PPM)

Equipment Calibration Programme

Summary

General 

THINK! building fabric, security, flow of people, prevention of cross contamination, equipment maintenance eg. blistering/overencapsulating machines, HVAC, HEPA, air handling systems, cleaning procedures, recovery systems, out-of-hours systems and security

THINK! people: conforming to hygiene and clothing requirements


	No
	System
	Description/Assessment
	Description of any observations

	5.7
	Systems for segregation of pharmaceuticals 
	Effective ( Deficient (  Clarification required (
	

	5.8
	Use of potent, toxic or sensitising pharmaceuticals eg. digoxin, antibiotics
	
	

	5.9
	Inspection/test methods and acceptance limits after cleaning
	Requirement: The design of equipment and premises, inspection / test methods and acceptance limits to be used after cleaning should reflect the nature of these risks. Account should be taken of the solubility of the product in decisions about the choice of cleaning solvent.

Effective ( Deficient (  Clarification required (
	

	5.10
	Systems for risk assessment for handling new IMPs and staff protection
	Effective ( Deficient (  Clarification required (
	

	5.11
	Validation of Heating, ventilation and air conditioning systems (HVAC)
	Effective ( Deficient (  Clarification required (
	

	5.12
	Area classifications
	Effective ( Deficient (  Clarification required (
	

	5.13
	Maintenance of pressure differentials
	Effective ( Deficient (  Clarification required (
	

	5.14
	HEPA maintenance, testing
	Effective ( Deficient (  Clarification required (
	

	5.15
	Environmental sampling plans
	Effective ( Deficient (  Clarification required (
	

	5.16
	Processes for equipment calibration
	Effective ( Deficient (  Clarification required (
	

	5.17
	Processes for equipment maintenance 
	Effective ( Deficient (  Clarification required (
	

	5.18
	Processes for equipment validation 
	Effective ( Deficient (  Clarification required (
	

	5.19
	Room logs
	Effective ( Deficient (  Clarification required (
	

	5.20
	Planned and preventative maintenance (PPM)
	Effective ( Deficient (  Clarification required (
	

	5.21
	Temperature monitoring equipment and calibration
	Effective ( Deficient (  Clarification required (
	


	Section 6: Documentation: Annex 13 (6), (7) and (8)


	No
	System
	Description/Assessment
	Description of any observations

	6.1
	Process for development and control of TA
	Effective ( Deficient (  Clarification required (
	

	6.2
	Systems for development and review of specifications are in place for 

· starting materials

· primary packagaing materials

· intermediates

· bulk products

· finished products
	Effective ( Deficient (  Clarification required (
	

	6.3
	Systems for development and review of 

· manufacturing formulae

· batch manufacturing records – processing and packaging instructions
	Effective ( Deficient (  Clarification required (
	

	6.4
	For every manufacturing operation or supply there is clear and adequate written instructions and written records
	Effective ( Deficient (  Clarification required (
	

	6.5
	Does PSF include

· Specifications and analytical methods for starting materials, packaging materials;

· Intermediate, bulk and finished product;

· Manufacturing methods;

· In-process testing and methods;

· Approved label copy;

· Relevant clinical trial protocols and randomisation codes, as appropriate;

· Relevant technical agreements with contract givers, as appropriate;

· Stability data;

· Storage and shipment conditions
	Requirement: The Product Specification File should be continually updated as

development of the product proceeds, ensuring appropriate traceability to the previous

versions.
Effective ( Deficient (  Clarification required (
	


	No
	System
	Description/Assessment
	Description of any observations

	6.6
	Information in PSF corresponds with information in the written instruction on 

· Processing

· Packaging

· QC testing

· Storage conditions

· Shipping
	Effective ( Deficient (  Clarification required (
	

	6.7
	For electronic systems

· validation

· Back up 

· Security/Access

· Audit trail
	Effective ( Deficient (  Clarification required (
	

	6.8
	Orders for manufacture/packaging

· provided by or on behalf of sponsor?

· In writing

· Precise (to avoid ambiguity)

· Formally authorised and refer to the PSF and clinical trial as appropriate
	Effective ( Deficient (  Clarification required (
	

	6.9
	Packaging Instructions


	Requirement: 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 any retention samples to be kept. 

Requirement Sufficient reconciliations should take place to ensure the correct quantity of each product required has been accounted for at each stage of processing.

Effective ( Deficient (  Clarification required (
	

	6.10
	Processing, testing and packaging batch records
	Requirement: Batch records should be kept in sufficient detail for the sequence of operations to be accurately determined..records should contain any relevant remarks which justify

the procedures used and any changes made… 

Effective ( Deficient (  Clarification required (
	

	6.11
	BMR retained for at least 5 years after the end of the trial in suitable facilities? 
	Effective ( Deficient (  Clarification required (
	


	Section 6: Documentation (cont): Annex 13 (9) to  (14)


	No
	System
	Description/Assessment
	Description of any observations

	6.12
	Change control process
	Effective ( Deficient (  Clarification required (
	

	6.13
	Traceability with each subsequent review 
	Effective ( Deficient (  Clarification required (
	

	6.14
	Documentation or rationale for change to specifications/BMR
	Effective ( Deficient (  Clarification required (
	

	6.15
	Assessment of whether change constitutes a substantial amendment to Clinical Trial Authorisation and communication with sponsor
	Effective ( Deficient (  Clarification required (
	

	6.16
	Systems to ensure that current protocol is maintained and informed of protocol/CTA amendments.


	Effective ( Deficient (  Clarification required (
	


	Section 7: Production: Annex 13  (15) to (33)


	No
	System
	Description/Assessment
	Description of any observations

	7.1
	Specification and QC checks are such that unintentional unblinding are avoided due to changes in appearance between different packaging materials. 
	Effective ( Deficient (  Clarification required (
	

	7.2
	Description of In-Process QC tests
	Effective ( Deficient (  Clarification required (
	

	7.3
	Are critical process parameters defined?
	Effective ( Deficient (  Clarification required (
	

	7.4
	Validation of critical steps eg sterilisation
	Requirement: Production processes for IMPs do not need to be validated to the extent necessary for routine production but premises and equipment are expected to be qualified. For sterile products, the validation of sterilising processes should be of the same standard as for products authorised for marketing.

Requirement Filling and sealing is often a manual or semi-automated operation presenting great challenges to sterility so enhanced attention should be given to operator training, and validating the aseptic technique of individual operators.

Effective ( Deficient (  Clarification required (
	

	7.5
	Personnel entry and clothing procedure
	Effective ( Deficient (  Clarification required (
	

	7.6
	Storage of clean equipment
	Effective ( Deficient (  Clarification required (
	

	7.7
	Comparator products: data is available to that any modifications do not affect stability, dissolution, bioavailability, storage etc.  
	Effective ( Deficient (  Clarification required (
	

	7.8
	Packaging of blinded IMPs and matched placebo
	Requirement 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 the batch numbers of the products before the blinding operation.

Rapid identification of product should also be possible in an emergency.

Effective ( Deficient (  Clarification required (
	

	7.9
	Procedures for randomisation code 

· Generation

· Security

· Distribution

· Handling and retention of randomisation cose

· Handling of code break envelopes

· Code-break mechanisms
	Effective ( Deficient (  Clarification required (
	

	7.10
	Line clearance procedures
	Effective ( Deficient (  Clarification required (
	

	7.11
	Approach to prevention of mix-ups eg. staff training/in processes checks
	Effective ( Deficient (  Clarification required (
	

	7.12
	Processes for label

· Generation

· Reconciliation

· Storage

Traceability
	Effective ( Deficient (  Clarification required (
	

	7.13
	Use of tamper evident packaging systems.  
	Effective ( Deficient (  Clarification required (
	

	7.14
	Process for preparation, and approval of labels for primary and secondary containers (26 – 32)
	Effective ( Deficient (  Clarification required (
	

	7.15
	Change control process for labels
	Effective ( Deficient (  Clarification required (
	

	7.16
	Assessment if change is a substantial amendment to CTA
	Effective ( Deficient (  Clarification required (
	

	7.17
	Use of unblinding cards versus address/telephone number on label
	Effective ( Deficient (  Clarification required (
	


	Section 8: Quality Control: Annex 13 (34) to (37)


	No
	System
	Description/Assessment
	Description of any observations

	8.1
	QC labs are independent of production
	Effective ( Deficient (  Clarification required (
	

	8.2
	Technical agreement defines storage of samples
	Effective ( Deficient (  Clarification required (
	

	8.3
	Use of contract labs are detailed in the PSF and technical agreements are in place
	Effective ( Deficient (  Clarification required (
	

	8.4
	Process for development and validation of Quality Control testing methodology
	Effective ( Deficient (  Clarification required (
	

	8.5
	Testing of

· Components

· Water 

· Starting materials

· Intermediates
	Effective ( Deficient (  Clarification required (
	

	8.6
	Quality control tests have been performed in line with the product specification file.   
	Effective ( Deficient (  Clarification required (
	

	8.7
	Quality control tests have been performed in line with the Clinical Trial Authorisation   
	Effective ( Deficient (  Clarification required (
	

	8.8
	Testing of

· Finished products – C of A
	Effective ( Deficient (  Clarification required (
	

	8.9
	Appropriate controls have been used during the test process to ensure the test is valid eg. sterility
	Effective ( Deficient (  Clarification required (
	

	8.10
	Environmental monitoring
	Effective ( Deficient (  Clarification required (
	

	8.11
	Sterility testing
	Effective ( Deficient (  Clarification required (
	

	8.12
	Appropriate retention and/or reference samples have been made 
	Requirement: Reference sample: a sample of a batch of starting material, packaging material, product contained in its primary packaging 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 packaged unit from a batch of finished product for each packaging run/trial period. It is stored for identification purposes. For example, presentation, packaging, labeling, leaflet, batch number, expiry date should the need arise.

Requirement: Filling and sealing is often a manual or semi-automated operation presenting great challenges to sterility so enhanced attention should be given to operator training, and validating the aseptic technique of individual operators.

Requirement: Reference samples are of sufficient size to permit the carrying out, on, at least, two occasions, of the full analytical controls on the batch in accordance with the IMP dossier submitted for authorisation to conduct the clinical trial

Requirement: Retention samples may be stored as written or electronic records

Effective ( Deficient (  Clarification required (
	

	8.13
	Reference and retention samples are stored for the appropriate period.  
	Requirement at least two years after completion or formal discontinuation of the last clinical trial in which the batch was used, whichever period is the longer.

Effective ( Deficient (  Clarification required (
	

	8.14
	There is control and traceability of samples
	Effective ( Deficient (  Clarification required (
	

	8.15
	Processes are in place for appropriate destruction of samples .  
	Effective ( Deficient (  Clarification required (
	

	8.16
	Rejects
	Effective ( Deficient (  Clarification required (
	

	8.17
	Stability testing and justification of shelf life including sample storage and programme control
	Effective ( Deficient (  Clarification required (
	


	Section 9: Release of batches: Annex 13 (38) to (42)


	No
	System
	Description/Assessment
	Description of any observations

	9.1
	QP review of each batch prior to release.  For a batch check that the appropriate records are retained:

· Production conditions

· in-process test reports

· control reports

· compliance with PSF, order, protocol and randomisation code

· results of any analyses

· planned changes

· deviations

· additional checks or tests performed

· all documents are completed by authorised staff 
	Effective ( Deficient (  Clarification required (
	

	9.2
	For received intermediate bulk products:

· tests performed after importation

· the validation status of facilities, processes and methods

· the source and verification of conditions of storage and shipment;

· audit reports concerning the quality system of the manufacturer;

· Documents certifying that the manufacturer is authorised to manufacture investigational medicinal products or comparators for export by the appropriate authorities in the country of export;

· regulatory requirements for marketing authorisation, GMP standards applicable and any official verification of GMP compliance
	Effective ( Deficient (  Clarification required (
	

	9.3
	For IMPs with intermediate QP release for another manufacture there is compliance to annex 16 GMP requirements
	Effective ( Deficient (  Clarification required (
	

	9.4
	Involvement of QP in packaging or labelling at investigator site 
	Effective ( Deficient (  Clarification required (
	

	9.5
	Interface with IWRS
	Effective ( Deficient (  Clarification required (
	

	9.6
	Action if batch fails
	Effective ( Deficient (  Clarification required (
	


	Section 10: Shipping: Annex 13 (43) to (47)


	No
	System
	Description/Assessment
	Description of any observations

	10.1
	2 stage release process of

· QP certification

· Release by sponsor

are recorded and retained
	Effective ( Deficient (  Clarification required (
	

	10.2
	The change control process for the PSF is contained with the technical agreement with the sponsor
	Effective ( Deficient (  Clarification required (
	

	10.3
	Shipping is conducted given by sponsor in the order
	Effective ( Deficient (  Clarification required (
	

	10.4
	Unblinding arrangements are in place prior to shipment
	Requirement: De-coding arrangements should be available to the appropriate responsible personnel before investigational medicinal products are shipped to the investigator site.
Effective ( Deficient (  Clarification required (
	

	10.5
	Detailed inventory of shipments is maintained.
	Effective ( Deficient (  Clarification required (
	

	10.6
	Receipt process for shipments and site and late confirmation of arrival
	Effective ( Deficient (  Clarification required (
	

	10.7
	Record of temperature during shipment and confirmation that IMP appropriate to use at site
	Effective ( Deficient (  Clarification required (
	

	10.8
	Process for dealing with non-conformances for IMP shipping
	Effective ( Deficient (  Clarification required (
	

	10.9
	Involvement in transfers of IMP from one site to  another.  
	Effective ( Deficient (  Clarification required (
	


	Section 11: Complaints: Annex 13  (48) 


	No
	System
	Description/Assessment
	Description of any observations

	11.1
	Systems for logging, handling and responding to complaints
	Effective ( Deficient (  Clarification required (
	


	Section 12: Recalls and returns: Annex 13  (49) - (52)


	No
	System
	Description/Assessment
	Description of any observations

	12.1
	Recall systems for manufactured IMPs – sponsor role and manufacturer role
	Effective ( Deficient (  Clarification required (
	

	12.2
	Technical agreement arrangements for recall
	Effective ( Deficient (  Clarification required (
	

	12.3
	Recall of comparators
	Effective ( Deficient (  Clarification required (
	

	12.4
	Return of IMPs is defined by the sponsor and written procedures are in place.  
	Effective ( Deficient (  Clarification required (
	

	12.5
	Process for alerting MHRA to potentially defective medicines
	Effective ( Deficient (  Clarification required (
	

	12.6
	Returned IMPs are clearly segregated from other stock.
	Effective ( Deficient (  Clarification required (
	

	12.7
	Inventory control is maintained of returns
	Effective ( Deficient (  Clarification required (
	


	Section 13: Destruction : Annex 13 (53) - (55)


	No
	System
	Description/Assessment
	Description of any observations

	13.1
	Written permission is obtained from the sponsor prior to the destruction of any IMPs
	Effective ( Deficient (  Clarification required (
	

	13.2
	Destruction certificates are available for the destruction of IMPs
	Effective ( Deficient (  Clarification required (
	


	Section 14: Miscellaneous 
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