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Regional Medicines Inspectorate
of North-Western Switzerland 


Upon request by industry the German version of the RHI-recommendations regarding “the preparation of a written contract covering the manufacture and/or analysis arranged under contract and any technical arrangements made in connection with it” (EU Guidelines to Good Manufacturing Practice Medicinal Products for Human and Veterinary Use; EudraLex Vol4, Chapter 7) have been translated into English.
Introduction
Companies can use these recommendations in order to establish an agreement according to the EU-Guidelines mentioned above. Companies are, however, advised to adapt these recommendations to their specific situations and products. Not covered by these recommendations are contracts with regard to the manufacture and/or analysis of products according to art 9, paragraph 2, letters a-c of the Swiss Law on Therapeutic Products (LTP/HMG; 812.21) 

Contract / Agreement
Contract / Agreement
between:

The Customer:
..............................................................................................


(Hereinafter referred to as “the Customer”)

and

The Contractor:
..............................................................................................


(Hereinafter referred to as “the Contractor”)

1.
Purpose:

The present agreement specifies to the extent possible, and as laid down in the guidelines on good manufacturing practice (GMP) and good distribution practice (GDP), the duties and responsibilities related to GMP/GDP and other quality-relevant matters within the scope of relations between the Customer and the Contractor.
2.
Product(s):
...........................................................................

3.
Responsibilities:

(
The Customer and the Contractor confirm to be in possession of regulatory approvals covering the activities in question.

Evidence of this is provided by means of a GMP certificate and a related regulatory approval.
(
In relation to the product(s) specified above, the Customer commissions the Contractor to perform all activities marked with an “X” in the column entitled “Contractor” (see annex 1).

Note: Each line is to be marked with an “X” in either the “Customer” or the “Contractor” column, or a dash if the item does not apply. In case of items requiring an “X” in both columns, responsibilities must be specified in more detail in writing.
(
The Customer is obliged to ensure that the formulation applied by the Contractor, the technical specifications, the manufacturing process, the text of the printed packaging material and the quality-control procedure are in agreement with the registration documents.
(
The Customer is obliged to make sure to transmit to the Contractor all relevant basic information of a safety-related and pharmaceutical nature (e.g. on toxicity, highly active and/or allergenic effect, etc.).
(
The Contractor is obliged to ensure that the products are in agreement with the specifications laid down jointly with the Customer, and in compliance with current good manufacturing and storage practice (cGxP).
4.
Further Matters
4.1.
Material and Documents
4.1.1.
Excess material supplied by the Customer is: 
· to be returned,
· to be destroyed,
· to be stored for later use,
· subject to other options.
4.1.2.
Upon termination of the present agreement, for whatever reason, the Contractor is to:

· return the full documentation to the Customer,
· keep in an agreed place and for an agreed period of time all documentation regarding manufacturing and packaging, test reports and retained samples, or
· seek agreement on other options.
4.1.3.
For the purpose of release of the finished product or for PQR, batch documentation is to be forwarded to the Customer including the following:
· copies of ...,
· right to inspect batch documentation ...,
· other options.

4.1.4.
Before placing the contract-manufacturing order, the Customer is to demand from the Contractor a GMP certificate or a copy of the latest regulatory approval (manufacturing approval).
4.2.
Audits


Rules are to be laid down regarding the Customer’s right to perform audits.
4.3.
Disclosure to Authorities

Any documents that are subject to the present contract-manufacturing agreement may / must be disclosed to authorities.
4.4.
Sub-contracting

No sub-contracting is permitted without prior written consent by the Customer.
4.5.
Product Complaints and Recall
The measures below are to be taken in order to make sure that interfaces between the Customer and the Contractor work smoothly in case of product complaints and recall:
· The Customer is to be notified immediately of any quality complaints (e.g. internal offset from manufacturing rules; out-of-specification (OOS) results from an analysis of the finished product.
· The Contractor is to investigate and document all complaints.
· Any rework requires written approval by the Customer.

· Other.
4.6.
Product-specific Rules

Safety, storage and transport; transport validation.
4.7.
Changes related to the Present Agreement
Any changes to products under the present agreement (e.g. amendment of specifications, change of general test requirements in pharmacopoieas, etc.) may be performed only once the Customer and the Contractor have informed each other and investigated whether the change in question must be reported to, or requires approval from, authorities (change control). Any amendments must be specified in writing.
4.8.
Validity and Termination of the Agreement
The present agreement shall be valid for an unspecified period of time. It may be terminated in writing at any time, subject to …. months’ notice. In case of termination, it is to be investigated how certain responsibilities, such as stored samples, stability tests, etc., may be solved with a view to avoiding problems related to GMP requirements. The solutions agreed upon are to be put down in writing.
The Customer:
The Contractor:

Place and Date:
Place and Date:

.................................................
.................................................

Annex 1

A
Production of Bulk-Product

	Procuring Testing of Starting Materials 
	customer 
	contractor 

	A1  
	Specifications of auxiliary materials 
	
	

	A2  
	Procuring of auxiliary materials according to specifications 
	
	

	A3  
	Analytical test-methods for auxiliary materials (incl. identity tests of each container)
	
	

	A4  
	Validation of analytical test-methods for auxiliary materials 
	
	

	A5  
	Analytical testing and release of auxiliary materials 
	
	

	A6  
	Storage of retained samples of auxiliary materials 
	
	

	A7  
	Setting of specifications for APIs 
	
	

	A8  
	Procuring of APIs according to specifications 
	
	

	A9  
	Analytical test-methods for APIs (incl. identity tests of each container)
	
	

	A10  
	Validation of analytical test-methods for APIs 
	
	

	A11  
	Procuring of analytical reference standards 
	
	

	A12  
	Analytical testing and release of APIs 
	
	

	A13  
	Storage or retained samples of APIs 
	
	

	A14  
	...
	
	


	Production and Testing of Bulk Product 
	customer 
	contractor 

	A15  
	Specification of composition of bulk product 
	
	

	A16  
	Production protocol (incl. line clearance)
	
	

	A17  
	Modification of production protocol (transfer) and validation 
	
	

	A18  
	Assigning a batch numbers for bulk product 
	
	

	A19  
	Master batch record 
	
	

	A20  
	Production of bulk product according to protocol 
	
	

	A21  
	Cleaning procedures 
	
	

	A22  
	validation of cleaning procedure 
	
	

	A23  
	Cleaning process 
	
	

	A24  
	Analytical test-methods for in process control (IPC) 
	
	

	A25  
	Performing (IPC) 
	
	

	A26  
	Specifications for bulk product 
	
	

	A27  
	Analytical test methods for bulk product 
	
	

	A28  
	Validation of analytical test methods for bulk product 
	
	

	A29  
	Procuring of analytical reference standards 
	
	

	A30  
	Analytical testing of bulk product 
	
	

	A31  
	Release of bulk product according to specifications 
	
	

	A32  
	Storage of retained samples of bulk product 
	
	

	A33  
	Issuing of certificate of analysis (CoA)
	
	

	A34  
	…
	
	


B
Primary Packaging 
	Procuring and Testing of Packaging Material 
	customer 
	contractor 

	B1  
	Specifications of primary packaging material (not printed)
	
	

	B2  
	Procuring of primary packaging material (not printed)
	
	

	B3  
	Test methods for primary packaging material (not printed)
	
	

	B4  
	Testing and release of primary packaging material (not printed)
	
	

	B5  
	Specifications for printed primary packaging material 
	
	

	B6  
	Procuring printed primary packaging material 
	
	

	B7  
	Test methods for printed primary packaging material 
	
	

	B8  
	Validierung of test these methods 
	
	

	B9  
	Testing and release of printed primary packaging material 
	
	

	B10  
	Procuring of standards (references) of printed primary packaging material 
	
	

	B11  
	Storage of retained samples of printed primary packaging material 
	
	

	B12  
	…
	
	


	Primary Packaging and Testing 
	customer 
	contractor 

	B13  
	Identity testing of bulk product 
	
	

	B14  
	Assigning batch numbers 
	
	

	B15  
	Assigning of expiry dates 
	
	

	B16  
	Primary packaging procedure (incl. line clearance)
	
	

	B17  
	Validation of primary packaging procedure 
	
	

	B18  
	Cleaning procedures 
	
	

	B19  
	Validation of cleaning procedures 
	
	

	B20  
	Test-methods for in process controls 
	
	

	B21  
	In process controls 
	
	

	B22  
	Primary packaging operations according to master batch record 
	
	

	B23  
	Test-methods for primary packed product 
	
	

	B24  
	Validation of test methods
	
	

	B25  
	Testing and release of primary packed product 
	
	

	B26  
	Storage of retained samples 
	
	

	B27  
	Test-methods for stability testing 
	
	

	B28  
	Validation of test-methods for stability testing 
	
	

	B29  
	Procuring of reference standards for stability testing 
	
	

	B30  
	Stability testing of primary packed product 
	
	

	B31  
	…
	
	


C
Secondary Packing, Release Testing and Release 
	Procuring and Testing of Packaging Material 
	customer 
	contractor 

	C1  
	Specifications for unprinted secondary packaging material 
	
	

	C2  
	Test-methods for unprinted secondary packaging material 
	
	

	C3  
	Procuring of secondary packaging material (not printed)
	
	

	C4  
	Testing and release of unprinted packaging material 
	
	

	C5  
	Specifications for printed secondary packaging material 
	
	

	C6  
	Test-methods for printed secondary packaging material 
	
	

	C7  
	Adopt test methods (transfer) 
	
	

	C8  
	Validation of test methods
	
	

	C9  
	Procuring printed secondary packaging material 
	
	

	C10  
	Procuring of standards (references) of printed secondary packaging material 
	
	

	C11  
	Testing and release of printed packaging material 
	
	

	C12  
	Storage of retained samples of printed secondary packaging material 
	
	

	C13  
	…
	
	


	Secondary Packaging and Release Testing of Product 
	customer 
	contractor

	C14  
	Assigning of batch-numbers 
	
	

	C15  
	Assigning of expiry date 
	
	

	C16  
	Test-methods for in process controls 
	
	

	C17  
	Performance of secondary packaging and Master batch record (incl. line clearance) 
	
	

	C18  
	Analytical specifications for final product 
	
	

	C19  
	Test-methods for final product 
	
	

	C20  
	Validation of test methods
	
	

	C21  
	Procuring of reference standards 
	
	

	C22  
	Testing of final product 
	
	

	C23  
	Issuing of certificate of analysis (CoA) 
	
	

	C24  
	1) technical release of final product or
	
	

	C25  
	2) release for transportation to contractor, etc. 
	
	

	C26  
	Issuing of a batch certificate according to 

	
	

	C27  
	Final release of product for the market 
	
	

	C28  
	Storage of samples for visual inspection („Ansichtsmuster”)
	
	

	C29  
	Storage of retained samples 
	
	

	C30  
	Test-methods for stability testing 
	
	

	C31  
	Validation of test-methods for stability testing 
	
	

	C32  
	Procuring of reference standards for stability testing 
	
	

	C33  
	Stability testing of primary packaged product 
	
	

	C34  
	…
	
	


D
Periodic Quality Review (PQR) and Ongoing Stability Testing
	Periodic Quality Review (PQR) and Ongoing Stability Testing
	customer 
	contractor

	D1  
	PQR-Structure
	
	

	D2  
	Responsibility to provide required data 
	
	

	D3  
	Composition of reports (PQR) 
	
	

	D4  
	Set-up of ongoing stability program
	
	

	D5  
	Test methods 
	
	

	D6  
	Validation of test methods
	
	

	D7  
	Stability testing  
	
	

	D8  
	…
	
	


� � HYPERLINK "http://www.emea.europa.eu/Inspections/docs/Certbatch.doc" ��http://www.emea.europa.eu/Inspections/docs/Certbatch.doc� 
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