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Nitrosamine NDSRI Survey - March 2023

	
	Introduction

	Q1. 

	What is your name? (optional) Insert name
	Insert Name


	Q2
	What is your company name? (optional)

	Insert Company Name


	Q3
	Please indicate your trade association? (Requires an answer).
	Insert Trade Association




	NUMBER OF PRODUCTS TESTED FOR NDSRIs and ROOT CAUSES OF NDSRIs

	Q4
	Please indicate the total number of product families (INN) that your company has tested for NDSRIs as part of the step 2 confirmatory testing

	Insert Number

	Q5
	Please indicate the total number of product families (INN) where your company has detected NDSRIs as part of the step 2 confirmatory testing

	Insert Number

	Q6
	Please indicate the number of NDSRIs that your company has detected as part of step 2 confirmatory testing for which the AI is NOT yet published in EMA Q10

	Insert Number

	
	Insert Comments to Q4, Q5, Q6




	Q7
	Please indicate the approximate frequency of each source of NDSRI that your company has detected. Please comment to help provide context (e.g. approximate numbers)

	
	
	Frequently identified as NDSRI source
	Occasionally identified as
NDSRI source
	Never identified as NDSRI source

	
	· Secondary amine drug substance’s impurity
	
	
	

	
	· Secondary amine DS structure
	
	
	

	
	· Tertiary amine drug substance’s impurity
	
	
	

	
	· Tertiary amine DS structure
	
	
	

	
	Insert Comment to Q7






	TEMPORARY CONTROL STRATEGY AND DE-RISKING

	Q8
	For those NDSRIs for which the AI IS NOT YET PUBLISHED IN EMA Q10, please indicate your company’s temporary control strategy (please select as many options as you need, and provide comment wherever possible to provide context)


	
	· Develop your own AI
	

	
	· Use an AI based on EFPIA decision tree
	

	
	· Use 18ng/day
	

	
	· Use 178ng/day
	

	
	· Use EMA Q22 regarding LTL
	

	
	· Other (please comment)
	

	
	Insert comment to Q8







	Q9
	As part of de-risking, please indicate which of the following CMC rationales that your company has used to demonstrate that a NDSRI could not be present. Please provide comment wherever possible (e.g. approximate numbers)


	
	
	Used to de-risk but
information NOT
submitted to HA
	Submitted to HA as
justification and
ACCEPTED by HA
	Submitted to HA as
justification and
PENDING HA decision
	Submitted to HA as
justification but
REJECTED by HA

	
	· Predicted purge
	
	
	
	

	
	· Demonstrated purge
	
	
	
	

	
	· lack of formation in solution
	
	
	
	

	
	· nitrite scavenging
	
	
	
	

	
	· Modelling of formation
	
	
	
	

	
	· Other (please comment)
	
	
	
	

	
	Insert Comment to Q9








	Q10
	10. As part of de-risking, please indicate which of the following safety rationales that your company has used to demonstrate a NDSRI is not mutagenic/carcinogenic. Please provide comment wherever possible (e.g. approximate numbers)

	
	
	Used as justification and
ACCEPTED by HA

	Used as justification and
PENDING HA decision

	Used as justification but
REJECTED by HA


	
	· Ames
	
	
	

	
	· Transgenic Carcinogenicity Study
	
	
	

	
	· SAR
	
	
	

	
	· EFPIA Safety Limits decision tree
	
	
	

	
	· Genotoxic Assays
	
	
	

	
	· in vivo mutagenicity assays
	
	
	

	
	· Metabolic activation
	
	
	

	
	· Other (please comment)
	
	
	

	
	Insert Comment to Q10












	
Q11
	Which studies do you use as a follow up for Ames negative or Ames positive studies?

	
	
	Ames negative
	Ames Positive

	
	· No follow up
	
	

	
	· No follow up and supported by SAR and/or metabolism
	
	

	
	· In vitro Comet Assay
	
	

	
	· In vivo Comet Assay
	
	

	
	· In vivo Transgenic Rodent Assay
	
	

	
	· In vivo Next Generation Sequencing
	
	

	
	· Others (please comment)
	
	

	
	Insert Comment to Q11







	POTENTIAL SHORTAGES DUE TO NDSRIs

	Q12
	Does your company envisage product shortages during 2023 due to NDSRIs? (e.g.
because impossible to meet temporary AI of 178ng/day). If yes, please indicate the number of products which you expect shortages. 

	
	· Yes 
	

	
	· No
	

	
	Insert Comment to Q12 (e.g. number products with expected shortages)






	Q13
	If yes to Q12, please indicate the main NDSRI related challenge(s) that your company believe will
lead to 2023 shortages?

	
	· Company proposed AI not yet agreed with Health Authorities
	

	
	· Waiting for Health Authorities to develop and publish an AI (e.g. as part of EMA Q10)
	

	
	· AI already published as part of EMA Q10, but remediation to that level not attainable in practice
	

	
	· Lack of analytical testing capacity to test the required number of batches
	

	
	· Waiting for Health Authorities approval for identified process improvements
	

	
	· Health Authorities rejection of company proposals to de-risk NDSRI (see next Question)
	

	
	· Other (please comment)
	

	
	Insert Comment to Q13










	NEW PRODUCTS - CLINICAL APPLICATIONS

	Q14
	Has your company been requested to provide NDSRI related information (e.g. analytical
data or proposed AI) to support clinical applications (IND, CTA, etc.)? If yes, please comment
(e.g. which market, which clinical phase, which type of supporting information [temporary AI,
use of structural read across, LTL]?).


	
	· Yes
	

	
	· No
	

	
	· Not applicable (e.g. no such clinical applications)
	

	
	Insert Comment to Q14 (e.g. which market, which clinical phase, did type of supporting information [temporary AI, use of structural read across, LTL?])





	Q15
	For new MAAs, has your company experienced/experiencing delays in obtaining a product
approval due to NDSRI related questions from regulators, and if so is that having an impact
on product launch dates? If yes, please comment (e.g. number of products and which market).


	
	· YES, product approval delays noted due to NDSRIs questions/issues from regulators - but NO impact to product launch dates
	

	
	· YES, product approval delays noted due to NDSRIs questions/issues from regulators - with impact to product launch dates
	

	
	· No product approval delays noted due to NDSRI questions/issues from regulators 
	

	
	Insert Comment to Q15 If yes, provide the number of products and which markets






	Q16
	If yes to the above question: For new MAAs, how long is the average timeline from
submitting a proposed AI until receiving the acceptance or rejection from the regulator.
Please provide as much information as possible


	
	· less than a month
	

	
	· 1 - 2 months
	

	
	· 3 - 6 months
	

	
	· 7 - 9 months
	

	
	· 10 - 12 months
	

	
	· More than 12 months
	

	
	Insert Comment to Q16











	STEP 3 REMEDIATION PROGRESS

	Q17
	Will your company be able to complete the step 3 remediation by 1st October 2023?
Please provide any comment/context if possible


	
	· Yes
	

	
	· No
	

	
	Insert Comment to Q17




	Q18
	Please specify your mains action(s) implemented to remediate NDSRI below the AI Limit
in the Drug Product


	
	DS process change
	

	
	DS routine control
	

	
	DS periodic control
	

	
	DP process change
	

	
	DP routine control
	

	
	DP periodic control
	

	
	DP formulation change
	

	
	other (please comment)
	

	
	Insert Comment to Q18







	GENERAL QUESTIONS

	Q19
	In the context of Nitrosamine assessment, has your company experienced any specific
examples of disconnect between health authorities?


	
	· Yes
	

	
	· No
	

	
	Insert Comment to Q19





	Q20
	If yes to Q19, the above question regarding disconnect, please indicate

	
	· within one country (e.g. difference between NCA and Inspectorate)
	

	
	· within Europe (e.g. difference between EMA, NCA, EDQM, RMS, CMS)?
	

	
	· Globally (e.g. difference between EMA, FDA, HC)?
	

	
	Comment to Q20










	Q21
	Are you facing limitations with respect to analytical testing capacities? Please provide comment

	
	
	Yes
	No

	
	· Currently
	
	

	
	· Expected in the future
	
	

	
	· Depending upon amount of retrospective testing
	
	

	
	Insert Comment to Q21





	Q22
	What is the current lead time to obtain an In Vivo slot via a third-party supplier?

	
	0-2 months
	

	
	3-6 months
	

	
	7-9 months
	

	
	More than 9 months
	

	
	Insert Comment to Q22







