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Highlights from the Nitrosamine Implementation 
Oversight Group (NIOG) - Industry Stakeholders Meeting 

31st March 2021, 15:00 - 17:00 CET (via Teleconference) 

The Co-Chairs, Evdokia Korakianiti (EMA) & Susanne Winterscheid (CMDh), welcomed the participants 

and provided a brief background regarding the objectives and discussion topics for the meeting. 

This was the first meeting of a series meetings between the Nitrosamines Implementation Oversight 

Group (NIOG) and Industry Stakeholder Associations. The meeting aim was to inform industry 

stakeholders of the newly established NIOG governance to, its mandate and scope and its modus 

operandi including industry stakeholders interaction.  

In addition, updates were given by industry stakeholders on the progress with the submission of 

responses to the Call for Review for Marketing Authorisation Holders for the risk of nitrosamine 

impurities to human medicinal products.  

 

Presentation on NIOG mandate, means of operation and interaction 

NIOG  was established by EMA and HMA to oversee the implementation of the Article 5(3) CHMP 

Scientific Opinion as part of European Medicines Regulatory Network (EMRN) plan1 for harmonised 

implementation across nationally and centrally authorised products.  

The NIOG is co-chaired by EMA (Evdokia Korakianiti) and CMDh (Susanne Winterscheid) and includes 

members from the CMDh, the CHMP, QWP, SWP, BWP, EDQM and EMA and reports progress to HMA 

and EMA Management Board. The kick-off meeting took place on 10th March 2021 and NIOG will 

continue to meet every 2 months. The activities included in the NIOG mandate are defined in the 

EMRN implementation plan.  

As an oversight group, NIOG will act as the primary interface for pharmaceutical industry stakeholders 

concerning nitrosamine topics. As part of this interaction, it is expected to discuss priority topics to 

engage on and advise on the most appropriate fora for topics to be followed up. The NIOG will liaise 

 
1 https://www.ema.europa.eu/en/documents/referral/european-medicines-regulatory-network-approach-implementation-
chmp-opinion-pursuant-article-53/2004-nitrosamine-impurities-human-medicines_en.pdf 

https://www.ema.europa.eu/en/documents/referral/european-medicines-regulatory-network-approach-implementation-chmp-opinion-pursuant-article-53/2004-nitrosamine-impurities-human-medicines_en.pdf
https://www.ema.europa.eu/en/documents/referral/european-medicines-regulatory-network-approach-implementation-chmp-opinion-pursuant-article-53/2004-nitrosamine-impurities-human-medicines_en.pdf
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with the EU Network relevant standing working parties to ensure relevant scientific topics are 

addressed and will monitor their progress. It is expected that the NIOG will meet with industry 

stakeholders twice per year. 

Specialised expert interactions between industry stakeholders and regulatory authorities will take place 

via dedicated nitrosamine Interested Parties (IP) meetings with QWP and SWP. These meetings can be 

organised separately or jointly depending on the topics.  

The frequency of these meetings will be topic driven, with the first meetings to be organised on 25th 

May 2021 for SWP (TBC), and 26th May 2021 for QWP. The outcomes of these discussions will be fed 

back to NIOG for awareness and to ensure that topics for international convergence are followed up, as 

necessary. 

It was also noted that there will be a CMDh – Interested Parties meeting on 19th May 2021 where 

outstanding procedural topics concerning nitrosamines could be raised, if necessary. However, it was 

emphasised that this meeting is not dedicated to nitrosamine topics and it is not intended to be 

repeated or to replace the interaction between NIOG and industry stakeholder. 

It was also emphasised that NIOG will be connected through its members to international regulatory 

authorities to engage on topics requiring harmonisation and /or alignment, where and as appropriate. 

It was also clarified that procedural aspects related to the call for review requiring alignment between 

EMA and CMDh are under the NIOG mandate.  

Industry representatives welcomed the proposed interactions at the level of NIOG and the Working 

Parties  and the increased proposed dialogue and transparency.  

Action: The next NIOG – industry meeting is tentatively planned for September/October 2021. EMA to 

identify the appropriate date and inform stakeholders accordingly. 

 

NIOG Workplan and prioritisation, overview of topics for interaction with industry 

The NIOG workplan and prioritisation of topics was presented by EMA. It was clarified that NIOG will 

operate in accordance with a workplan built on topics raised by relevant stakeholders: pharmaceutical 

industry associations, CMDh, EMA Committees and Working Parties as well as international regulatory 

partners (via International Groups: Nitrosamine International Strategic Group - NISG, Nitrosamine 

International Technical Working Group - NITWG), as appropriate. The NIOG workplan topics are 

prioritised and assigned to different fora for follow-up.  

The quality, safety, multidisciplinary and procedural topics in the NIOG workplan were presented 

including the topics that will be raised during the upcoming May 2021 IP meetings with SWP and QWP. 

The timelines for preparation and registration for these IP meetings were presented.  

Industry welcomed the topics included in the NIOG workplan and the proposal for further interactions 

during the IP meetings, noting that there is a significant overlap with industry priority topics. Industry 

expressed a desire to focus on the most urgent topics, which at this stage concern the call for review 

Step 2 on confirmatory testing rather than the Step 1, risk assessment. Industry expressed their desire 

for some of these Step 2 topics to be discussed and progressed in the next 6 months approximately.   
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Industry representatives provided an overview of priority safety topics such as the mechanistic basis 

for hazard assessments, the use of pre-existing data in risk assessment, employing in vitro testing 

(Ames) and alternatives, risk acceptance for low potency nitrosamines, the need to understand the 

diversity of toxicity and risk acceptance on a product by product considering benefit/risk.  

Concerning quality topics, industry representatives indicated that volume and capacity for confirmatory 

testing and lot selection and the risk-based prioritisation of products for testing are considered as a 

priority. In addition, industry proposed to have discussions on the potential use of test results from one 

product to confirm no risk for other products with equivalent risk factors. Scientifically justified 

alternatives to confirmatory testing of finished product for Step 2 of the call for review (testing of e.g. 

API, intermediates, excipients) was also proposed as a priority topic. 

Industry raised concerns that some proposed topics for the IP meetings, such as the root causes 

concerning NDMA impurities in metformin products, are expected to take a long time to discuss and 

could delay discussions for other priority topics. 

EMA noted the comments made by Industry and emphasised that the NIOG mandate does not include 

amendments to the CHMP Scientific Opinion on the Art. 5(3) Referral on nitrosamine impurities in 

human medicinal products. This includes the deadlines set forth for the call for review for chemically 

synthesised products and biological APIs. 

Action: EFPIA representatives to provide a written transcript of the priority scientific topics for 

discussions that have been identified by industry and raised during the meeting.  

Action: EMA to prepare the SWP and QWP IP Meetings, on 25th May 2021 (TBC) and 26th May 2021 

respectively, and circulate the supporting information to industry stakeholders in line with presented 

timelines. Industry stakeholders to provide expert nominations, comments on draft agenda and 

presentations/relevant background documents in advance of the WP-IPs. Further details to follow. 

 

Call for review – industry stakeholders status update and identified challenges  

Status update on the call for review for products containing chemically synthesised and biological APIs 

was provided by each EU Trade Associations, i.e.: 

- EUCOPE reported that a large majority of members have completed step 1 of the call for review for 

chemical products in time for the 31st March 2021 deadline. Some companies are still facing delays due 

to pending responses from suppliers combined with the impact from Covid-19. EUCOPE members are 

also working towards 1st July deadline for Step 1 for products containing biological products.  

- PPTA expressed the desire to delay the 1st July 2021 deadline for Step 1 of the call for review for 

human medicines containing biological actives substances. It was clarified that changing the terms of 

the CHMP Opinion on the Art. 5.3 Referral on nitrosamine impurities in human medicinal products, 

including the deadlines for the call for review, are not within the NIOG mandate.  The EU regulatory 

network is currently discussing the approach to take for products for which no step 1 response was 

received. 
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- Medicines for Europe  and AESGP reported that the majority of their members have submitted the 

Step 1 in time for the deadline and only a small number of MAHs will be delayed due to missing 

information from suppliers. 

Calls were made to ensure that national reporting portals are kept open after the 31st March deadline 

for companies to be able to make late submissions. Present CMDh members confirmed that authorities 

will keep portals open, but companies were once again strongly recommended to make efforts to 

submit responses in time.  

- EFPIA reported that, similarly to other associations, most members have reported having submitted 

the Step 1 responses in time. It was reported that the different reporting portals have caused delays 

with the submission. EFPIA reported that biological products are considered to be at very low risk of 

nitrosamine formation and there is no major concern on the Step 1 deadline for biologicals. 

- APIC confirmed that the risk assessments for Active Pharmaceutical Ingredients were submitted in 

time to EDQM (for CEPs) or to MAHs (for ASMFs), and no delays have been reported by its members.  

From Member States perspective, DE CMDh Member (BfArM) reported that to date, it has received 

Step 1 responses for approximately 75% of all chemical products (~25000 products registered in 

Germany), and 5-10% of these have indicated a risk of nitrosamine impurities. Polish CMDh Member 

(GIF) informed that they had received responses from 60% of the concerned products, and 

approximately 4% of Step 1 responses indicated a risk for nitrosamine impurities. Concerning CEPs, 

EDQM confirmed that between 3% and 5% of APIs have been reported to have a risk for nitrosamine 

impurities. However, only a very low number are expected to be at high risk.  

APIC emphasised the issue of Step 2 confirmatory testing on the finished products and launched calls 

for accepting testing of APIs based on sound scientific justifications.  

The joint industry stakeholders’ proposal for revision of the ICH M7 guideline was briefly discussed. 

EMA clarified that this topic is on the NIOG workplan, however it is considered that before starting this 

process, further engagement on the underlying science is required at EU level. Once the ICH revision 

process starts, there will be a need to progress quickly. It was proposed that further discussions on the 

relevant topics will take place at the upcoming IP Meetings in May 2021. 

 

A.O.B. 

Medicines for Europe raised a question on the potential delay of implementation of the revised Art. 31 

conditions for sartans with a tetrazole ring for some companies, due to the need to develop more 

complex testing methodologies for finished products. It was noted that some companies have concerns 

about being able to comply with the end June 2021 deadline for the condition to implement 

specifications of NDMA and NDEA in the finished product.  

It was clarified that CHMP expected that marketing authorisation holders would be able to fulfil the 

obligations on NDMA and NDEA testing by the end of June 2021, taking into account that the initial and 

partly stricter obligations were set (for API) in 2019. 
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If, due to exceptional circumstances, a company expects that it would not be able to comply with the 

consolidated conditions, it may contact the relevant competent authority, explaining in detail the steps 

that have been initiated since 2019 and the reason for the risk of non-compliance. 

 

Conclusions and next steps 

The next interactions between NIOG, Working Parties and industry stakeholders, as presented during 

the meeting, were summarized.  

Action: EMA confirmed that meeting highlights together with supporting documents will be published 

on the EMA website in the next couple of weeks. 


