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supplementary list of questions for the batchrelease of clinical test material consistiNg of immunolOgical medicinal products (chemical-pharmaceutical data)

This document asks for some additional, more specific information on the chemical-pharmaceutical data, in order to expedite the assessment procedure. Submit the supplementary questions next to the general application form.

Please first read the “Information for applicants requesting the release of lots of clinical test material consisting of immunological medicinal products”. At the end of this document, an addendum is attached with some additional explanatory information.

	
	Reference in dossier

	A. General
1. Has a batch of the same medicinal product been released for clinical testing before?
 FORMCHECKBOX 
 Yes

 FORMCHECKBOX 
 No

If yes, please name KP-number, batch number and whether the answers in this form are the same for that batch
	

	2. Is the batch of clinical test material produced in accordance to GMP guideline 91/356/EEG ?

 FORMCHECKBOX 
 Yes

 FORMCHECKBOX 
 No

If not, please justify in the dossier.
	

	3. Do any of the Ph.Eur. monographs apply to the production and control of this medicinal product?

 FORMCHECKBOX 
 Yes

 FORMCHECKBOX 
 No

If yes, please indicate which monographs.
	

	4. Does the test material contain an adjuvans? 
 FORMCHECKBOX 
 Yes

 FORMCHECKBOX 
 No
If yes, please indicate which adjuvans and include relevant product information.
	

	B. Microbal safety of the medicinal product
B1. Active ingredient

5. Have all cellbanks and/or seedlots been tested for the absence of microbial contaminants?

 FORMCHECKBOX 
 Yes

 FORMCHECKBOX 
 No

If yes, please indicate any information on the nature of the contaminant
	


	6. Is the active ingredient of the current batch tested for sterility in accordance to the Ph.Eur. ?

 FORMCHECKBOX 
 Yes

 FORMCHECKBOX 
 No

If not, please indicate in the dossier how the microbial safety of the active ingredient is ensured.
	

	B2. Final product 

7. Is the current batch filtrated (0,2 (m) before filling?

 FORMCHECKBOX 
 Yes

 FORMCHECKBOX 
 No

If not, please justify in the dossier.
	

	8. Is the final lot of the current batch tested in accordance to the Ph.Eur.?

 FORMCHECKBOX 
 Yes

 FORMCHECKBOX 
 No

If not, please justify in the dossier.
	

	9. Has the aseptic production process been validated to ensure sterility of the final lot?

 FORMCHECKBOX 
 Yes

 FORMCHECKBOX 
 No

If not, please justify in the dossier.
	

	10. Is the primary packaging of the drug product (final lot) in accordance to Ph.Eur. for the relevant type of medicinal product? 
 FORMCHECKBOX 
 Yes

 FORMCHECKBOX 
 No
If not, please justify in the dossier.
	

	C. Viral safety of the medicinal product
11. Were any materials of animal or human origin used during production or does the drug product contain any of such materials?

 FORMCHECKBOX 
 Yes

 FORMCHECKBOX 
 No

If yes, please indicate which animal or human materials
	

	12. Are all cellbanks and/or seedlots tested for the absence of viral contaminants?

 FORMCHECKBOX 
 Yes

 FORMCHECKBOX 
 No

If yes, please indicate any information on the nature of the contaminant.
	

	13. Was the final lot of the current batch tested for absence of viral contaminants?

 FORMCHECKBOX 
 Yes

 FORMCHECKBOX 
 No

If yes, please indicate any contaminants detected.
	

	D. Risks for transfer of TSE
14. If materials of animal origin are used during the production process or if the drug product (final lot) contains exipients of animal origin, please indicate whether these are in accordance to the guidelines to minimise the risks for transfer of TSE (CPMP/CVMP NfG EMEA/410/01 Rev. 1)?

 FORMCHECKBOX 
 Yes

 FORMCHECKBOX 
 No

If not, please indicate in the dossier how the risk for transfer of TSE is minimised
	

	E. Purity of the medicinal product
15. Is there a purity profile of the drug product?
 FORMCHECKBOX 
 Yes

 FORMCHECKBOX 
 No
If not, please justify in the dossier
	

	16. Are there product-related impurities identified in the drug product?

Indicate in the dossier which impurities and there relative content
	

	17. Are there process-related impurities identified in the drug product?

Indicate in the dossier which impurities and there relative content
	

	F. Batch analysis results
18. Are batch analysis data of the drug substance (active ingredient) included in the dossier?

 FORMCHECKBOX 
 Yes

 FORMCHECKBOX 
 No

If not, please justify in the dossier
	

	19. Are batch analysis data of the current batch included in the dossier?

 FORMCHECKBOX 
 Yes

 FORMCHECKBOX 
 No

If not, please include them or send separately.

Note: the current batch can and will not be released without availability of  all the relevant batch analysis data.
	

	G. Stability of the medicinal product
20. Is the expiry date of the current batch established and justifiable?
 FORMCHECKBOX 
 Yes

 FORMCHECKBOX 
 No
If yes, please indicate the expiry date 

If not, please justify in the dossier.
	

	21. Is the stability supported by real-time stability data?

 FORMCHECKBOX 
 Yes

 FORMCHECKBOX 
 No

If not, please justify in the dossier.


	

	22. Is there a retest-policy for the current batch in order to extend the expiry date?

 FORMCHECKBOX 
 Yes

 FORMCHECKBOX 
 No

If yes, please indicate in the dossier the retest policy.
	


Addendum 1: Explanatory note to the supplementary list of question for the batch release of clinical test material consisting of immunological medicinal products (chemical-pharmaceutical data)
The supplementary list of questions for the batch release of clinical test material consisting of immunological medicinal products (chemical-pharmaceutical data) in intended to:

- Inform applicants which aspects of the chemical-pharmaceutical data are relevant for batch release. 

- Assist in a more efficient assessment procedure.

The information to be submitted for batch release should enable the assessment of quality and safety of the lot concerned. Although for each batch sufficient information should be available to assess identity, purity and potency, the actual depth or extend of the information will depend on the context in which the product will be used. At the different stages of clinical studies, certain data are not or only partially available. The supplementary list only serves as an tool, an aid and is neither compulsory nor complete. Additional aspects may be relevant and asked for.

Over time, insight on relevant aspects may evolve and thus change. Therefore, verify you use the latest version of all the documentation.

Section A General

Batches of a product that were released earlier may be processed more swiftly. Please indicate any changes to the product in comparison with earlier applications. 

Important bases for product quality are the monographs and guidelines from the European Pharmacopoeia and the GMP-status of the production process.

Next to information of the active ingredient, information on adjuvans is relevant.

Section B Microbial safety of the medicinal product

The microbial safety of the medicinal product should be certified. In general, the nature of the active ingredient is not compatible with thermal sterilisation in the final packaging. To ensure microbial safety of the drug product (final lot), a risk evaluation is made and sufficient supporting data should be submitted.

Section C Viral safety of the medicinal product

To ensure viral safety of the end product, a risk evaluation is submitted concerning the risk of transfer of viruses or sufficient supporting data to perform such a risk evaluation. 
Section D Risks for transfer of TSE

In the case materials are used of animal origin, especially of ruminants, compliance to Ph.Eur 5.2.8.has to be demonstrated, preferably by submitting a ‘Certificate of Suitability of the European Pharmacopoeia’ (EDQM).
Section E Purity of the medicinal product

The presence and identity of all major process related and product related impurities needs to be justified. A product related impurity is defines as a molecular variant of the active ingredient. A process related impurity is defined as a substance coming from the production process, e.g. host cell proteins, host DNA, solvents and chemicals used for sterilisation).
Section F: batch analysis results
The following batch analysis data should be submitted:

(i) Information on the bulk substance(s) used to prepare the current batch.

(ii) For the final lot of the current batch.

Section G Stability of the medicinal product

A batch is only released for the period that is supported by stability data. It is not unlikely that limited data are available at the time of the application and a retest policy is in place. In order to adjudge an extension of the expiry date of any batch, it is important the policy is included for assessment.
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