Survey on the performance of the in vivo and in vitro extraneous agents test on seed lots
Performance of the extraneous agents test in vaccines in the past 10 years
1. Which in vivo extraneous agents test do you perform and which regulatory requirements do you follow?
2. What is your testing strategy (in vivo and/or in vitro tests)? When in vivo tests are performed, which animal models are used and how many animals were used for testing in the past 10 years
a. For the master seed lot?
b. For the working seed lots?
3. How many in vivo and/or in vitro tests were positive, how many were negative (positive referring to the detection of a contamination). For positive test please provide details (type of test and nature of contaminant found). 
a. For the in-vivo tests please indicate the frequency and reason for repetition for the indicated animal type (e.g: Suckling mice – Technical failure due to death associated with intracerebral injection) . 
4. Do you perform any (additional) in vitro tests to detect contamination (e.g. PCR, cell culture)?
a. If you perform in vitro test(s), is it or are these, the in vitro test(s) performed as described in the Ph. Eur. 2.6.16 or is it/ are there different test(s)?
5. Do you perform the in vivo and in vitro test in parallel?
a. Do they (always) correlate? Please explain.
6. Do you subcontract your extraneous agent’s tests to CRO? If yes, provide the name(s).
Risk perception
7. How do you perceive the in vivo extraneous agents test in terms of relevance of the three animal groups used and the ability of the test to detect contaminations? Are you aware of any validations performed on these in vivo tests?
8. Do you think waiving the in vivo extraneous agents tests from the working seed lot (and continuing the test for the master seed lot) would result in a considerable change of the risk (to not detect possible contaminations)?
Opinion
9. What is your opinion on the proposal to waive the extraneous agents test on animals for the working seed lot?
a. What would in your opinion be the advantage and disadvantage of waiving the in vivo extraneous agents test (e.g. animal number, time, costs etc)?
10. In the case that the proposal is accepted and regulation requirements will be changed, would you consider adopting the regulation and deleting the extraneous agents test on animals for testing of your working seed lot? Please explain your answer.
Reply sheet
Please return this reply sheet to Mr Jean-Philippe Leuillier, European Directorate for the Quality of Medicines and HealthCare, European Pharmacopoeia Department , 7 Allée Kastner, CS30026, F-67081 STRASBOURG CEDEX. The reply sheet can also be sent electronically to jean-philippe.leuillier@edqm.eu or faxed at the following number: +33 3 88 41 27 71.
Deadline for returning the reply sheet: Not later than 02/03/2012
	Question N° 1

General information
	In vivo test performed:
-
-
-
-
-

	Regulatory requirements followed:
-
-
-
-
-

	Additional information (optional)

	Question 2:
Testing strategy Master seed lot

	
· In vitro : YES ☐- NO ☐




· In vivo : YES ☐- NO ☐
	Test performed/Animal model used
-
-
-
-
-
-

-

-

-

-
	Additional information





Number of animal used per test:
Total number over the last ten years:
Number of animal used per test:
Total number over the last ten years:
Number of animal used per test:
Total number over the last ten years:
Number of animal used per test:
Total number over the last ten years:
Number of animal used per test:
Total number over the last ten years:

	Question 2:
Testing strategy Working seed lot

	
· In vitro : YES ☐ NO ☐




· In vivo : YES ☐ NO ☐
	Test performed/Animal model used
-
-
-
-
-
-

-

-

-

-
	Additional information





Number of animal used per test:
Total number over the last ten years:
Number of animal used per test:
Total number over the last ten years:
Number of animal used per test:
Total number over the last ten years:
Number of animal used per test:
Total number over the last ten years:
Number of animal used per test:
Total number over the last ten years:

	Question 3
Rate of positive (over the last 10 years)
	
Test concerned:
Number of positive:
Number of negative:
	
In vivo ☐ In-vitro ☐
	Additional information - See Note[footnoteRef:1]  [1:  For positive test please provide details such type/brief description of the test and nature of contaminant found
For the test in suckling mice indicate the frequency of technical failures associated with death caused by the intracerebral injection] 


	
	Test concerned:
Number of positive:
Number of negative:
	In vivo ☐ In-vitro ☐
	

	
	Test concerned:
Number of positive:
Number of negative:
	In vivo ☐ In-vitro ☐


	

	
	Test concerned:
Number of positive:
Number of negative: 
	In vivo ☐ In-vitro ☐
	

	
	Test concerned:
Number of positive:
Number of negative: 
	In vivo ☐ In-vitro ☐


	

	
	Test concerned:
Number of positive: 
Number of negative: 
	In vivo ☐ In-vitro ☐

	

	
	Test concerned:
Number of positive:
Number of negative:
	In vivo ☐ In-vitro ☐
	

	
	 Test concerned:
Number of positive:
Number of negative:
	In vivo ☐ In-vitro ☐
	

	
	Test concerned:
Number of positive:
Number of negative: 
	In vivo ☐ In-vitro ☐
	

	
	Test concerned:
Number of positive:
Number of negative: 
	In vivo ☐ In-vitro ☐
	

	
	Test concerned:
Number of positive:
Number of negative:
	In vivo ☐ In-vitro ☐
	

	
	Test concerned:
Number of positive:
Number of negative: 
	In vivo ☐ In-vitro ☐
	

	
	Test concerned:
Number of positive:
Number of negative: 
	In vivo ☐ In-vitro ☐


	

	Question 3
In-vivo test repetition (frequency and reason)
	
Test concerned:


Test concerned:

	
Repetition frequency:


Repetition frequency:


	
Primary reason:


Primary reason:



	Question 4
Contaminant detection 
	In vitro test performed:
-
-
-
-
-
	Described in Ph. Eur. 2.6.16
Yes ☐ No ☐
Yes ☐ No ☐
 Yes ☐ No ☐
Yes ☐ No ☐ 
Yes ☐ No ☐ 
	If NO, please detail:

	Question 5
In vitro/in-vivo correlation
	Tests performed in parallel

-
&
-

-
&
-

-
&
-

-
&
-

-
&
-

-
&
-

-
&
-
	Systematic correlation


Yes ☐ No ☐



Yes ☐ No ☐



Yes ☐ No ☐



Yes ☐ No ☐



Yes ☐ No ☐



Yes ☐ No ☐



Yes ☐ No ☐
	Please detail:

	Question 6
Sub-contracting of extraneous agents tests
	Do you subcontract test                    Yes ☐ No ☐ (If Yes, please indicate CRO name(s), address(es) as well as the test(s) concerned)
Test concerned:                                                                                               
CRO:
Address:

Test concerned:                                                                                               
CRO:
Address:

Test concerned:                                                                                               
CRO:
Address:

Test concerned:                                                                                               
CRO:
Address:

	Question 7
Relevance of animals used  & detection capacity
	Please detail your opinion
Adult mice:          Relevant ☐ Irrelevant ☐
Rational:

Aware of validation studies: Yes ☐ No ☐ (If Yes, please provide reference)


Suckling mice:     Relevant ☐ Irrelevant ☐
Rational:


Aware of validation studies: Yes ☐ No ☐ (If Yes, please provide reference)

Guinea pig:          Relevant ☐ Irrelevant ☐
Rational:


Aware of validation studies: Yes ☐ No ☐ (If Yes, please provide reference)

	Question 8
Test waiving – associated risks
	Restrict tests for extraneous agents to master seed lot would 
· increase ☐ (tick the appropriate box)
· decrease ☐ (tick the appropriate box)
the risk of not detecting possible contamination. Please provide a rational:













	Question 9
Test waiving – advantages/disadvantages
	(tick the appropriate box)
· I support ☐ 
· I don’t support ☐ 
waiving of the extraneous agent test for the working seed lots.

	
	Advantages:
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	Disadvantages:





	Question 10
Test waiving – suppression of animal test for working seed lots
	Provided regulatory requirements are modified in Ph. Eur, would you effectively suppress test on animals for extraneous agents detection in working seed lot 
Yes ☐ No ☐
Please provide rational

















