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AESGP – Medicines for Europe joint letter

• Letter co-signed by AESGP and MfE submitted on 27 October following the publication of the updated Q&A

document

• Aggregated questions from members organised in two categories: Scientific and Procedural

• As requested, some questions were prioritized to be brought in the attention of the NIOG for this meeting,

while other remain in writing to be addressed at a later date.
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QUESTIONS WITH A SCIENTIFIC BASIS

1. LESS THAN LIFETIME (Q22)
The interpretation of the footnote to the Table in Q22 restricts the limit being applied to a product to 1500 ng/day,
except where established AI’s are already > 1500 ng/day or the nitrosamine is a CPCA category 5 or negative in the
EAT. This effectively limits CPCA Category 3 and 4 to a similar limit as applied to Category 2 for short term use during
CAPA.

• Have we interpreted the guidance as it is intended to be applied?
• Has this approach been discussed and harmonized with the international group (NITWG)?

2. MOLECULAR WEIGHT ADJUSTMENTS
• Please confirm whether NIOG is evaluating to address the impact of molecular weight on the potency of

nitrosamines?
• Should we anticipate any changes to CPCA AI classification?

3. RE-SUBMISSION OF RESULTS OF CONFIRMATORY TESTING
MA Holders have submitted results of confirmatory testing to either NCAs or EMA, as appropriate.
• Please confirm whether MA holders are expected to resubmit the Step 2 outcome, to consider CPCA limits

where NDSRI’s have been reported, as indicated by the report of the CMDh meeting held on 18-20 July 2023.
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Background to Question #2:

QUESTIONS WITH A SCIENTIFIC BASIS

• Considerations of molecular weight adjustments.

The publication (Nitrosamine acceptable intakes should consider variation in molecular weight: The implication of

stoichiometric DNA damage – ScienceDirect) is showing the impact of low molecular weight Nitrosamines versus higher

molecular weight Nitrosamines on its capability to damage the DNA, which should be considered in the setting of limits process

of Health Authorities. Could you please confirm the NIOG is looking into this?

Fine, J., Allain, L., Schlingemann, J., Ponting, D. J., Thomas, R., & Johnson, G. E. (2023). Nitrosamine acceptable intakes should consider variation in molecular weight: The
implication of stoichiometric DNA damage. Regulatory Toxicology and Pharmacology, 145, 105505. https://doi.org/10.1016/j.yrtph.2023.105505.
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Background to Question #3:

QUESTIONS WITH A PROCEDURAL BASIS

We have become aware of expectations from some Authorities that following the publication of Appendix 1 with listed AI levels

as a separate document on the CMD(h) website that MA Holders were expected to check this list and resubmit their former

answer at Step 2. In light of the fact that there is no formal request to resubmit Step 2 from EMA, could you please confirm that

the earlier request to resubmit is now obsolete?

CMDh (2023). Report from the CMDh meeting held on 18-20 July 2023. Call for review for chemically synthesised and biological medicinal products regarding nitrosamine impurities.
28 July 2023. EMA/CMDh/328639/2023.
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QUESTIONS WITH A PROCEDURAL BASIS

The process towards a guided AI – interpretation and procedural hurdles faced by applicants of nationally 
authorized products: selected questions

• Can the NIOG comment on the coordination mechanism between the LMS, the other NCA and the EMA? Applicants see that the LMS system does not warrant

the LMS bringing an internally coordinated message to the applicant, but also that the LMS (or NCA in case of no LMS) does not always transfer the AI proposal

to the European network based on a marginal assessment.

• Can the NIOG provide transparency on the mechanisms to reach international alignment on AIs in the NITWG? Does this apply for all Q&A 10 options for AI

setting?
• Does the willingness of the applicant to give consent for sharing the WoE package with NITWG members via the EMA influence the possibility to assign a

readacross based AI?
• Do the NcWP/NS OEG discuss only positively assessed readacross cases in the NITWG?
• Have any new members joined the NITWG since the EMA 2021 annual report listed the NITWG members?
• While the NITWG currently doesn’t have an external face, can Industry in the future enhance the NITWG assessment by collectively addressing the NITWG

with structured position papers on readacross?
• In case none of the NITWG members supports a readacross case NcWP (NS OEG) has positively assessed, would that make publication of the related AI in

Appendix 1 unlikely? Or does NITWG decision making bind the EMA, and if so what kind of voting system is applied?

• Industry appreciates the first negative EAT acceptance, the case of N-nitroso-sertraline, of 28 September 2023, less than 3 months after the 7 July 2023 EAT

guidance introduction. Is a 3 months assessment period for a negative EAT representative in case of submission via the NCA? Do prioritization mechanisms

apply?

The requested background for the questions is provided in the next slides labeled as “NIOG PREREAD” (not up for presentation).
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AI not accepted: prevalence of possible root causes?

Has the NIOG quantitatively evaluated which root causes are the most prevalent ones for readacross AIs not being accepted and
published (in case where a CPCA-based AI is and isn’t published in Appendix 1)?

E.g.

- The LMS or NCA does not transfer the proposal to the network based on a marginal assessment.

- The Committees do not support the expert evaluation of the AI based on a marginal assessment and do not give an
assessment mandate to NcWP.

- The NcWP and NS OEG reach a negative assessment of the case.

- The NcWP and NS OEG can’t assess the case based on the documentation presented.

- The NcWP and NS OEG reach an inconclusive assessment of the case and put the case on hold.

- The NcWP and NS OEG evaluate incompatible proposals and data of different applicants or insufficient support for
readacross across applicant proposals (in case generics).

- The NcWP and NS OEG reach a positive assessment of the case, but these groups and/or the Committees take(s) into
account an important negative assessment prevalence of NITWG members.
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Questions to NIOG

• A number of companies have recently had formal requests from some regulatory agencies with involvement in the
Nitrosamine Strategic Group (NISG) and the Nitrosamine Technical Working Group (NITWG) to share information from
nitrosamine investigations with international partners. Industry requests further clarity from NIOG as to what information
is currently being shared between agencies via the NISG, NITWG and other similar inter-agency fora?

• In prior discussions, the importance of the less-than-lifetime approach for products under development has been highlighted
by industry. The EMA Q&A document does not yet address this aspect. Can NIOG provide guidance if this aspect will soon
be addressed in a future Q&A revision, or via the ICHM7 revision etc.


