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REGULATORY NEWS 
 
 

10-year review of CP, DCP, MRP - European Commission report on the 
experience acquired with the procedures for authorizing and supervising 
medicinal products for human use 
 
The European Commission has published its report to the European Parliament and the Council on the 
experience acquired with the procedure for authorising and supervising medicinal product for human 
use, in accordance with the requirements set out in the EU legislation on medicinal product for human 
use. As indicated in the Pharma law revision roadmap, the report and supporting study will also be 
included in the evidence base and data collection for the revision of the general pharmaceutical 
legislation. 
 
Background: At least every 10 years, the Commission must publish a general report on the experience 
acquired from operating the procedures for medicinal products for human use laid down in Regulation 
(EC) No 726/20042 and in Chapter 4 of Title III of Directive 2001/83/EC. 
 
The Commission engaged an external contractor, Ernst & Young, to provide a supporting study for this 
report. As part of the study, relevant stakeholders were consulted on their experience with the system 
and on its strengths and weaknesses. AESGP contributed to the study in early 2019 via a phone 
interview and a written contribution. The study can be accessed here.  
 
The Commission circulated this contractor’s study among the Member States, the EMA and the CMDh. 
The comments it received clarified inconsistencies and inaccuracies in the study. However, the 
comments also suggested to investigate further certain potential efficiency gains and to adapt the current 
procedures and guidelines to innovation and progress in science. The comments can be accessed here.  
 
The following results from the report and corresponding study can be highlighted: 
 

Effectiveness of the system  
 
 As regards the effectiveness of the current system of EU procedures for marketing authorisation 

and monitoring of medicinal products for human use, the system meets the objectives of the 
legislation, however, there are some challenges due to the rapid scientific developments. Solutions 
to these challenges will be proposed through the implementation of the pharmaceutical strategy for 
Europe. 
 

 The CMDh plays an important role in the mutual recognition and decentralised procedures, both 
pre- and post-authorisation. It fosters harmonisation, for example by examining disagreements 
between Member States and providing general guidance on the procedures. The system has 
remained effective overall even though the level of activity increased. The EMA plays an effective 
coordination and scientific support role, adapting organisational structure and working methods to 
ensure efficiency gains in response to the increased level of activity. 

 
 Market surveillance and safety monitoring have been strengthened. One of the main reasons for 

this was the implementation of the revised pharmacovigilance legislation in 2012. The review 
procedure for adverse drug reactions identifies potential risks and gives the EMA, the Commission 

Medicines 

https://ec.europa.eu/health/sites/default/files/human-use/docs/mphu-map-commrep_en.pdf
https://ec.europa.eu/health/sites/default/files/human-use/docs/mphu-map-commrep_en.pdf
https://ec.europa.eu/health/sites/default/files/human-use/docs/mphu-map-commrep_en.pdf
https://ec.europa.eu/health/sites/default/files/human-use/docs/mphu-map-commrep_en.pdf
https://ec.europa.eu/health/sites/health/files/human-use/docs/mphu-map-eyrep_en.pdf
https://ec.europa.eu/health/sites/health/files/human-use/docs/mphu-map-eyrep-comments_en.pdf
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and national competent authorities the possibility to take necessary regulatory steps. The 
identification of these potential risks could be further improved by integrating real-world data into the 
procedures. This would require building expertise on big data, pharmacoepidemiology and statistics. 

 

Efficiency of the system 
 
 Regarding efficiency of the system, the study found that it could be improved and that will be further 

explored and addressed in the implementation of the pharmaceutical strategy for Europe. 
 
 There was insufficient capacity to address emergency needs and shortages through post-marketing 

procedures. According to the experts consulted, the system is unable to react quickly and flexibly, 
due to: a) the lack of EU legislation to address emergency needs (e.g. for medicine shortages); and 
b) the cumbersome coordination approaches between Member States and between committees, 
which should be streamlined and formalised. The recently adopted legal proposals under the 
European health-union package will help to address emergency needs. In addition, the 
pharmaceutical strategy for Europe will explore how to minimise the risk of medicine shortages 
through specific measures. Furthermore, the pharmaceutical strategy for Europe will consider 
measures that improve the availability of medicines throughout the EU. This will also have a 
(preventive) impact on shortages. 

 
 It is further suggested that beyond the authorisation process regulated by the EU pharmaceutical 

legislation, coordination between the EMA, national competent authorities and HTA bodies could be 
improved. This could include joint scientific-advice procedures which would allow the design of 
clinical trials and real-world data studies to generate evidence with multiple uses. 

 
 To reduce administrative burden and free valuable time and capacity for both regulators and 

industry, the regulatory framework should be simplified. This could be achieved by streamlining 
certain procedures and processes. To streamline authorisation procedures and optimise the 
authorisation framework, collaboration with other mature systems in other parts of the world could 
be considered.  

 
 National competent authorities, the EMA and industry stakeholders share the view that variations 

create a high workload for all three parties and that simplification is necessary. 
 
 Further ways to support SMEs will be explored as part of the pharmaceutical strategy for Europe. 

 
 Digital transformation is changing the health sector. Development of digital expertise and 

infrastructure is particularly needed in big data and the use of artificial intelligence. 
 

 All stakeholders agreed that EU telematics systems also play an important role in contributing to the 
efficiency of the system. However, the stakeholders also identified room for improvement. National 
competent authorities pointed to a very complex governance system for EU telematics. 

 
 National competent authorities, the EMA and experts reported that the system has difficulties 

handling products that lie on the borderline between medicines and medical devices that are not 
easily classified in one or the other category (i.e. products where the primary mode of action cannot 
be easily determined). Improved coordination between the sectors is necessary, so as not to hamper 
innovation in the EU. Difficulties are also caused by borderlines between medicines and other 
product categories (i.e. substances of human origin, biocides and food supplements). 

 

Conclusions 
 
 The current report and the supporting study demonstrate that overall the EU has a well-functioning 

authorisation system for medicines. However, it also highlights issues that could be improved. 
 

 The implementation of the pharmaceutical strategy for Europe, which covers challenges to the 
medicines framework and a wide range of issues along the life-cycle of medicines, provides an 
opportunity for a holistic response to the issues outlined above.  

 
 The implementation will explore several issues, such as:  
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i. how to address shortages of medicines;  
ii. how to streamline procedures and life-cycle management, including those for variations;  
iii. how to increase cooperation between sectors and relevant parties along the life-cycle 

of medicines;  
iv. how to ensure relevant expertise in the network.  

 

EMA reinforced role for emergency situations - Trilogue agreement 
 
The co-legislators reached a provisional agreement during the 3rd interinstitutional negotiation 
("trilogue") on the proposal to reinforce the European Medicines Agency (EMA). 
 
According to the press release issued by the European Parliament, the agreement contains the following 
provisions: 
 

- the creation of two shortages Steering Groups on medicines and medical devices respectively; 
- the involvement of relevant stakeholders in delivering advice to the Steering Groups; 
- the inclusion of strong transparency provisions for the functioning and composition of the 

Steering Groups, in particular as regards interests in related industries; 
- the creation of a European Shortages Monitoring Platform and a public webpage with 

information on shortages for critical medicines and medical devices; 
- the introduction on transparency requirements for sponsors of clinical trials conducted in the EU 

during a public health emergency and for relevant data of medicines granted an EU marketing 
authorisation.  

 
In its press release, the Council indicated that the co-legislators agreed, inter alia, on the following: 
 

- what constitutes a major event and how it is recognised in order the trigger certain actions under 
the Regulation; 

- solid funding from the EU budget for the work of the Steering Groups, Task Force, working 
parties, and expert panels established under the Regulation; 

- improve data protection provisions to ensure compliance with the EU's data protection rules. 
 

Final EMA guideline on registry-based studies published 
 
EMA has published a guidance to provide key methods and good regulatory practices to pharmaceutical 
organisations on the planning and conduct of registry-based studies. 
 
This guideline aims to help those involved in registry-based studies to better define study populations 
and design study protocols; it provides further guidance on data collection, data quality management 
and data analysis to achieve higher quality evidence. This in turn will facilitate EU regulators’ 
assessment of the safety and effectiveness of medicines, for the benefit of public health. 
 
As patient registries are key to conducting registry-based studies, the guidance includes an annex with 
good practices in the establishment and management of patient registries and their use for other 
regulatory purposes. 
 
This guideline will facilitate a more data-driven, robust regulation of medicines, as foreseen in the Big 
Data Steering Group Workplan that implements the Network Strategy to 2025. It is based on a 
discussion paper on methodological and operational aspects for use in patient registries for regulatory 
purposes, which was available for public consultation and generated almost 1,000 comments from 68 
stakeholder organisations. Experience gained from EMA’s human medicines committee (CHMP) 
qualification opinions for two networks of registries, and input collected during five workshops on specific 
patient registries organised by the Agency also fed into the final guidance. 
 

This communication and related content are published here. 
 

https://www.europarl.europa.eu/news/pt/press-room/20211019IPR15235/deal-on-stronger-role-for-eu-medicines-regulator
https://www.ema.europa.eu/en/guideline-registry-based-studies-0
https://www.ema.europa.eu/en/guideline-registry-based-studies-0
https://www.ema.europa.eu/en/documents/work-programme/workplan-2021-2023-hma/ema-joint-big-data-steering-group_en.pdf
https://www.ema.europa.eu/en/documents/work-programme/workplan-2021-2023-hma/ema-joint-big-data-steering-group_en.pdf
https://www.ema.europa.eu/en/about-us/how-we-work/european-medicines-regulatory-network/european-medicines-agencies-network-strategy#network-strategy-to-2025-section
https://www.ema.europa.eu/en/glossary/chmp
https://www.ema.europa.eu/en/human-regulatory/research-development/scientific-advice-protocol-assistance/qualification-novel-methodologies-medicine-development-0#chmp-qualification-opinions-section
https://www.ema.europa.eu/en/human-regulatory/post-authorisation/patient-registries#stakeholder-collaboration-and-workshop-reports-section
https://www.ema.europa.eu/en/news/generating-high-quality-evidence-registry-based-studies
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EMA Guidance on the Irish language derogation 
 
The EMA published its Guidance on the Irish language derogation ending on 1 January 2022.  
 
From January 2022, a derogation expires concerning the status of Irish as a working language of the EU 
Institutions in line with the European Commission’s report (EUR-Lex - 52021DC0315 - EN), published 
in June 2021, on whether the Union institutions have sufficient available capacity for the Irish language, 
relative to the other official EU languages. 
 
This means that decisions of the European Commission addressed to EU Member States, including 
the product information they contain, will be translated into Irish together with the other official EU 
languages, for the following procedures: 
 

 Referrals 

 Periodic safety update reports (PSURs) 

 Post-authorisation safety studies (PASS) 
 
Irish will also be the authentic language of Commission decisions addressed to any marketing 
authorization holder established in Ireland (centralized procedure only). If a company/individual requests 
a language waiver, the Commission decisions addressed to them will not need to be translated into Irish. 
The language waiver can be accessed here.  
 
The issue of the derogation of the Gaelic as an official EU language in January 2022 is on the agenda 
of the EMA Centralized procedure platform which is taking place on 1 December. 
 

CMDh highlights 
 

Report of the CMDh meeting (October 2021) 
 
The CMDh has published the report of the CMDh meeting held on 12-13 October 2021.  
 

CMDh Best Practice Guide on Multilingual Packaging 
 
The CMDh has agreed an update of the BPG on multilingual packaging* (MLP), prepared by the working 
group on MLP. The update takes into account the experience from discussions on issues arising, 
feedback from Member States collected in a survey earlier this year, concerns raised by Interested 
Parties and requests from Member States for clarification on practical aspects of the pilot on multilingual 
packaging.  
 
The CMDh also adopted an update of the cover letter template for new MAAs submitted through 
MRP/DCP*, which now includes the option for the applicant to inform about their interest to participate 
in the pilot on multilingual packaging as described in the BPG. 
 

Publication of updated electronic Application Forms (eAF) 
 
Applicants are reminded that a new version (1.25.0.0) of the eAFs is available for immediate use since 
1 October 2021.  
 
The main changes in this version of the forms relate to the implementation of the Medical Device 
Regulation Art 2(1) of Regulation (EU) 2017/745 and include other changes as implemented in the latest 
version of the NTA application forms.  
 
The changes, in summary, are an updated section on Medical Devices, addition of a new section on 
Medical Devices in the variation form, addition of new sections on parallel variations and on 
Harmonisation relating to National Variations.  
 
The version 1.25.0.0 can be used immediately, and it is strongly recommended that it will be used for 
applications for products containing medical devices as soon as possible, however, a one-month 

https://www.ema.europa.eu/en/documents/regulatory-procedural-guideline/guidance-irish-language-derogation-ending-1-january-2022_en.pdf
https://eur-lex.europa.eu/legal-content/EN/TXT/?uri=CELEX%3A52021DC0315&qid=1628177632792
https://www.ema.europa.eu/en/documents/template-form/irish-language-waiver-request-template_en.docx
https://www.hma.eu/fileadmin/dateien/Human_Medicines/CMD_h_/CMDh_pressreleases/2021/10_2021_CMDh__press_release.pdf
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transitional period will run until end of October after which the use of version 1.25.0.0 of the forms will 
become mandatory.  
 
The version 1.24.0.1 has now been removed from the eAF website however users can continue to 
submit applications using this version until the end of October 2021. 
 

Call for review for chemically synthesised and biological medicinal products regarding 
nitrosamine impurities  
 
The CMDh and EMA agreed an update of the joint EMA/CMDh Q&As for MAHs/applicants on the CHMP 
Opinion for the Article 5(3) referral on nitrosamine impurities in human medicinal products*. Questions 
8 and 14 have been updated to provide advice on step 2 testing rationalisation for certain cases (e.g. 
product available in multiple strengths of the same dosage form with the same risk factors). Guidance 
has also been included for cases, where, despite extensive efforts, a reference standard of the relevant 
nitrosamine impurity cannot be synthesised.  
 
The CMDh also agreed a minor update of its practical guidance for MAHs of nationally authorised 
products (incl. MRP/DCP) in relation to the Art. 5(3) Referral on Nitrosamines* to clarify that, where the 
class specific threshold for nitrosamines is applied and not exceeded, the investigation report is not 
required at time of submission of step 2. 
 

CMDh Presidency meeting under the Slovenian Presidency of the Council of the EU 
 
The CMDh convened for a remote Presidency meeting on 22 September 2021 held as part of a 
programme of events organised under the Slovenian Presidency of the Council of the EU. 
 
One part of the meeting was held as a joint meeting between CMDh and PRAC, where topics of mutual 
interest related to pharmacovigilance were discussed.  
 
In the CMDh part of the meeting, the CMDh discussed, amongst others, the future of the CMDh 
meetings, ePI initiatives in MSs and the pilot project on simultaneous national scientific advice. 
 

Recommendations on submission dates for applicants of the DCP and MRP  
 
The CMDh has adopted updated guidance documents* with the timetables for MRP/DCP applications 
to be submitted in 2022. 
 
 

Minutes of the CMDh meeting (October 2021) 
 
The CMDh published the minutes of the October 2021 CMDh meeting 
 

Working Party on Pharmacovigilance Procedures Worksharing 
 
The WP Chair reported from the October WP meeting including feedback from the HaRP group.  
 
The WP discussed among others, the WP mandate and the update of the EURD list.  
 
The WP continues the discussions on the various proposals on how to optimise/rationalise the CMDh 
LoSC excel list. The WP discussed an ad-hoc PSUR. The WP discussed how to handle the ad-hoc 
procedure for this active substance included in the EURD list, and agreed to follow the procedure 
described in the CMDh BPG on Introduction of substances/combinations onto the EURD list and setting 
the initial PSUR DLP and frequency and assessment of PSURs of products where the EU Reference 
Date is not yet legally binding. The CMDh agreed to follow the procedure described in the BPG and to 
request PRAC advice if necessary.  
 
Members were reminded that the call for expression of interest to join the HaRP Peer review group and 
the WP on Pharmacovigilance Procedures Worksharing was ongoing. 
 

https://www.hma.eu/fileadmin/dateien/Human_Medicines/CMD_h_/Agendas_and_Minutes/Minutes/2021_10_CMDh_Minutes.pdf
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Joint CMDh/CMDv Working Party on Variation Regulation 
 
The WP discussed a question from a MAH regarding the new section on harmonisation that was added 
in eAF in the variation form v1.25.0.0. “Has harmonisation of a section/some sections of the 
SmPC/PIL/labelling been achieved through a variation WS?” The WP discussed whether the section 
should be filled in also when only subsections/sentences/words have been harmonised and not 
complete sections. The WP agreed that in the case of former harmonisation of a subsection or single 
sentence “yes” should be ticked as it is foreseen in legislation that once harmonisation is achieved it 
should be kept in the future. A Q&A on the topic will be drafted for the next VRWP meeting.  
 
The WP discussed a query from a MAH on whether a type IA variation to change the name of an API 
manufacturing site concerning MRP/DCP and purely national products could be submitted in a WS 
procedure. The WP agreed that the WS could not be accepted as this is a type IA variation (B.III.1 with 
CEP or A.4 without CEP) and WS is not foreseen. The WP noted that a super-grouping will not be 
possible either, as it concerns purely national products. The MAH will be advised to submit a horizontal 
grouping for all purely national MAs in each MS concerned (i.e. one grouping per MS) for identical 
changes (B.III.1 with CEP or A.4 without CEP). 
 

EU Pharmaceutical Strategy 
 
The CMDh discussed the ongoing activities and how to collaborate with the EC in the context of the 
implementation of the new EU Pharmaceutical Strategy. 
 

TiO2 (E171) used as excipient 
 
The EC gave a presentation on the main element of the draft Regulation related to the use of titanium 
dioxide in medicinal products. On the basis of the EMA scientific analysis, and in order to avoid 
shortages of medicinal products that could have impacts on public health, it is foreseen that titanium 
dioxide (E 171) should remain provisionally on the list of authorised additives to allow its use in medicinal 
products as a colour, pending the development of adequate alternatives to replace it, while ensuring the 
quality, safety and efficacy of the medicinal products concerned. It is of critical importance that the 
pharmaceutical industry makes any possible efforts to accelerate the research and development of 
alternatives that would be used as a replacement for titanium dioxide in medicinal products, and to 
submit the necessary variation to the terms of the marketing authorisations concerned. The EC will 
review the necessity to maintain titanium dioxide or otherwise delete it from the Union list of food 
additives for exclusive use as a colour in medicinal products within three years after the date of entering 
into force of the Regulation. The Regulation may come into force in early 2022, subject to the adoption 
procedure.  
 
Further discussion in the EU regulatory network will follow on how to engage with industry to develop 
alternatives for new and existing MAs. The importance to start the development now was stressed. 
 

HMPC Public Statement on the use of herbal medicinal products containing estragole 
 
The CMDh was made aware of the final version of the HMPC public statement on the use of herbal 
medicinal products containing estragole. CMDh was consulted on the public statement before final 
publication. MSs were asked to review the document and to raise any questions by Friday 22 October 
2021. A final discussion on the document will take place in the November CMDh meeting. 
 
It was noted that estragole as such does not appear as active substance or excipient (flavouring) in 
(herbal) medicinal products, but it is part of herbal substances/preparations such as essential oils (e.g. 
‘fennel oil’, ‘anise oil’). MSs were asked to consult their herbal assessors to identify concerned products 
and understand the recommended consequences, as many products may have an intake above the 
guidance value agreed by HMPC and SWP. The CMDh also noted that clarification would be needed if 
the public statement would be limited to herbal medicinal products or should be applied to all medicinal 
products. A consultation of CHMP in this regard can take place after the November CMDh meeting. 
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Report of the CMDh meeting (November 2021) 
 
The CMDh has published the report of the CMDh meeting held on 9-11 November 2021.  
 

New template for the End of Procedure in MRP/RUP 
 
The CMDh agreed a new template for the End of Procedure in MRP/RUP. So far, an End of Procedure 
template was only available for DCP procedures and it was considered useful to also develop a 
respective template for MRP/RUP to harmonise the information provided by the RMS at the end of the 
procedure. The new template is based on the DCP template, amended with specific information 
applicable to MRP/RUP. The new template can be used by the RMSs from now on. 
 

Call for review for chemically synthesised and biological medicinal products regarding 
nitrosamine impurities  
 
The CMDh agreed a minor update of its practical guidance for MAHs of nationally authorised products 
(incl. MRP/DCP) in relation to the Art. 5(3) Referral on Nitrosamines*. Outdated reference to step 1 
submissions has been replaced by information that these submissions should already have taken place. 
 

Meeting with representatives of Interested Parties  
 
The CMDh convened a (remote) meeting with Interested Parties in the margins of the November CMDh 
plenary meeting. The topics discussed included, amongst others, national requirements, repeat-use 
procedures, the Medical Device Regulation, the Protocol on Ireland/Northern Ireland and the EU 
Pharmaceutical Strategy. 
 
Presentations from the meeting are available here.  
 

Updated CMDh Best Practice Guide on Multilingual Packaging published 
 
The CMDh published the updated CMDh Best practice guide on multilingual packaging (track changes 
version). As noted in the CMDh October meeting report, the update takes into account the experience 
from discussions on issues arising, feedback from Member States collected in a survey earlier this year, 
concerns raised by Interested Parties and requests from Member States for clarification on practical 
aspects of the pilot on multilingual packaging. 
 
Among other recommendations in the key principles section, we would particularly like to draw your 
attention to the added section on pictograms: 
 

h. As pictograms are not permitted to replace text due to the possibility of their misinterpretation 
by patients, they are not considered a viable solution to space constraints in the preparation of 
MLP’s. Similarly, the configuration of MS clusters including MS where mandated symbols such 
as ‘red triangle’ are required, should be carefully considered to avoid any risk of confusion for 
MS where such symbols are not mandated. 

 

CTIS sponsor organization modelling document 
 
EMA has developed a Principles for sponsor organization modelling document. The document describes 
examples of sponsor organisation models and how these can make use of CTIS. It also describes key 
considerations for sponsors when deciding on user access, roles and responsibilities in CTIS.  
 

Perspective article: Real-World Evidence in EU medicines Regulation - Enabling 
use and Establising value 
 
The EMA released a perspective article in the Clinical Pharmacology & Therapeutics journal on Real-
World Evidence in EU medicines regulation. Authors are Peter Arlett, Head of Data Analytics and 
Methods at EMA, Jesper Kjær, Director of Data Analytics Centre at the Danish Medicines Agency, Karl 
Broich, President of the Federal Institute for Drugs and Medical Devices (BfArM), and Emer Cooke, 
EMA's Executive Director. 

https://www.hma.eu/fileadmin/dateien/Human_Medicines/CMD_h_/CMDh_pressreleases/2021/11_2021_CMDh_press_release.pdf
https://www.hma.eu/fileadmin/dateien/Human_Medicines/CMD_h_/Templates/AR/MRP/CMDh_434_2021_Rev.0_-_MRP-RUP__End_of_Proc.doc.docx
https://www.hma.eu/208.html
https://www.hma.eu/fileadmin/dateien/Human_Medicines/CMD_h_/procedural_guidance/Application_for_MA/CMDh_413_2019_Rev3_2021_10_clean_CMDh_BPG_on_multilingual_packaging.pdf
https://www.hma.eu/fileadmin/dateien/Human_Medicines/CMD_h_/procedural_guidance/Application_for_MA/CMDh_413_2019_Rev3_2021_10_TC_CMDh_BPG_on_multilingual_packaging.pdf
https://www.hma.eu/fileadmin/dateien/Human_Medicines/CMD_h_/procedural_guidance/Application_for_MA/CMDh_413_2019_Rev3_2021_10_TC_CMDh_BPG_on_multilingual_packaging.pdf
https://www.ema.europa.eu/en/documents/other/principles-sponsor-organisation-modelling-ctis_en.pdf
https://www.ema.europa.eu/en/news/vision-use-real-world-evidence-eu-medicines-regulation
https://www.ema.europa.eu/en/news/vision-use-real-world-evidence-eu-medicines-regulation
http://ascpt.onlinelibrary.wiley.com/doi/full/10.1002/cpt.2479
http://ascpt.onlinelibrary.wiley.com/doi/full/10.1002/cpt.2479
http://ascpt.onlinelibrary.wiley.com/doi/full/10.1002/cpt.2479
http://ascpt.onlinelibrary.wiley.com/doi/full/10.1002/cpt.2479
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• The article explains plans to establish methods and standards for high-quality collection and 
use of RWE, in cooperation with stakeholders including patients, healthcare professionals, 
industry, regulatory and public health agencies, health technology assessment bodies, payers, 
and academia.  The vision is that “By 2025 the use of Real-World Evidence (RWE) will have 
been enabled and the value will have been established across the spectrum of regulatory 
use cases” 

• The creation of the Data Analytics and Real World Interrogation Network (DARWIN EU) will be 
key to delivering this vision. This EU-wide network will allow to access and analyse healthcare 
data from across the EU. It will be launched in early 2022 with the establishment of a 
coordination center to on-board data partners and to drive the conduct of studies requested by 
medicines regulators and, at a later stage, also requested by other stakeholders (subject 
to fees). 

• According to the authors, it will be important to advance the debate on the value of RWE 
compared to randomised clinical trials (RCTs), the gold standard to demonstrate efficacy of a 
medicine. The vision is that RWE and RCTs should be seen as complementary, each having 
strengths and weaknesses, with their relative importance depending on the regulatory question. 
A rigorous and systematic approach to learning from doing will help to identify and establish the 
use-cases in regulatory decision-making for which RWE will add most value. 

• EMA has also contributed to an article that examines when and how RWE was used to support 
marketing authorisation applications for new products and extensions of indications, submitted 
to the Agency in 2018 and 2019. The retrospective analysis shows that 40% of 
initial marketing authorisation applications and 18% of applications for extension 
of indication for products currently on the market contained RWE. The article describes 
the characteristics of RWE included in these applications and identifies areas where further 
research is required.   

 

Pharmaceutical Committee - Summary record and presentations 
 
The summary record from the 96th Pharmaceutical Committee meeting which took place on 17 
September 2021 is available. 
 
Amongst the items reported in the summary record of the Pharmaceutical Committee, the following may 
be highlighted: 
 

Titanium dioxide: prohibition as a food additive and its impact for medicinal products 
(presentation) 
 
The Commission informed MS of the rationale behind the May 2021 EFSA recommendation to ban the 
substance in food (additive - E171) due to its possible genotoxicity. EMA presented its impact analysis 
on pharmaceutical quality based on the data contained in the EFSA assessment. The prohibition of 
Titanium Dioxide as a food additive has a knock-on effect on medicines as there is a legal relationship 
between the pharmaceuticals legislation and the food additives legislation whereby the use of colours 
in human and veterinary medicinal products is allowed only if they are authorised as additives in food. 
The substance is very widely used in human and veterinary essential medicines. Alternatives are at 
present technically possible, but its immediate implementation would have a negative effect on the 
quality, safety and efficacy of medicinal products, and on their availability. The possibility of reformulation 
of affected medicinal products was also discussed. Several Member States raised concerns of the 
impact of this proposal on the availability of medicinal products, especially on older products (end of life 
cycle) with low volume sales and/or low margins. 
 
In order to address any concerns and to avoid any negative effects of an immediate withdrawal, the 
Commission presented a draft legal proposal which foresees that the substance should remain 
provisionally on the list of authorised additives to allow its use in medicinal products as a colourant, 
pending the development of adequate alternatives to replace it while ensuring the quality, safety and 
efficacy of the medicinal products concerned. It also foresees that the pharmaceutical industry makes 
any possible efforts to accelerate the research and development of alternatives that would be used as 
a replacement for titanium dioxide (E 171) in medicinal products, and to submit the necessary variation 
to the terms of the marketing authorisations concerned. Within three years of the entry into force of the 
legal measure, in consultation on the European Medicines Agency, the Commission will review the 

https://www.ema.europa.eu/en/glossary/health-technology-assessment-body
https://www.ema.europa.eu/en/glossary/clinical-trial
https://www.ema.europa.eu/en/glossary/efficacy
https://ascpt.onlinelibrary.wiley.com/doi/10.1002/cpt.2461
https://www.ema.europa.eu/en/glossary/marketing-authorisation-application
https://www.ema.europa.eu/en/glossary/indication
https://ec.europa.eu/health/sites/health/files/files/committee/ev_20210917_sr_en.pdf
https://ec.europa.eu/health/sites/health/files/files/committee/ev_20210917_co03_en.pdf
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necessity to maintain titanium dioxide (E 171) or to delete it from the Union list of food additives for the 
exclusive use as colour in medicinal products. 
 

Updates on:  
 

a. Revision of general pharmaceutical acts (presentation) 
 

The Commission presented the first results of the consultation process, namely the feedback received 
to the roadmap/inception impact assessment of the revision of the general pharmaceuticals legislation, 
which was published in March 2021. A public consultation will take place between 28 September to 21 
December 2021. The pharmaceutical committee will continue to be the main forum for discussion with 
policy questions (unmet needs, system of incentives and others). The Commission also presented the 
topics selected to feature in a series of technical concept papers which are documents prepared by the 
regulatory network (HMA/EMA) to support the review and future-proofing of the pharma legislation with 
regard to technical aspects of the legislation. Member States fully support the concept papers and are 
ready to engage in the consultations. A specific question on the solutions considered for medicines 
containing GMOs as referred to in the pharmaceutical strategy was asked. The EC replied that the issue 
of GMO is being discussed in a separate forum with GMO authorities. The Commission will also address 
the use of GMOs in medicines under the pharmaceutical strategy. 
 

b. Activities on security of supply (presentation) 
 

The Commission updated the Committee on the study on shortages the final report of which is due in 
November. It will contain quantitative data on shortages in the EU and their causes, an assessment of 
current legal provisions, identification of potential policy solutions to shortages. Its findings will feed in 
the revision of the general pharmaceutical legislation. The Commission also updated on the structured 
dialogue the first phase of which ended in July after a number of meetings with stakeholders 
representing industry, patients’ and health professionals’, Member States and academia. They make a 
series of observations and recommendation on (1) how robust the EU supply chains are, (2) how to 
identify critical medicines and to map manufacturing capacities (3) analyse the vulnerabilities along the 
supply chain, taking account of different supply chain stages and specificities of different products (4) 
the key innovation needs to preserve and enhance EU manufacturing footprint; the identification of 
barriers or challenges to manufacturing in the EU being globally competitive and challenges that are 
linked to the digital and green transitions. 
 

c. Pharmaceuticals in the environment 
 

The Commission informed the committee about the ongoing EU Survey on the pharmaceuticals in the 
environment: The members of the ad-hoc Working Group on pharmaceuticals in the environment 
prepared a questionnaire for Member State authorities to provide a comprehensive overview of the 
practices in all EU/EEA Member States concerning pharmaceuticals in the environment.  
 

Post-Brexit medicines supply issues and the implementation of the Protocol on Ireland 
/ Northern Ireland: the proposed solution for continued access to medicines for human 
use in Malta, Cyprus, Ireland and Northern Ireland  
 
The Commission informed about the elements of the two draft Commission acts to address the 
outstanding post-BREXIT issues for human medicines due to the implementation of the IE/NI Protocol: 
 

 The draft Commission legislative proposal that will amend in a targeted manner Directive 
2001/83/EC and the clinical trials rules.  

 the draft Commission Delegated Regulation amending COM Delegated Regulation 2016/161 to 
address the issues related to the safety features and the falsified medicines.  

 
These acts are the Commission Services solution with a targeted and conditional derogatory regime 
from certain regulatory requirements for human medicines to ensure access to nationally authorised 
medicines in Malta, Cyprus, Ireland and in UK in respect to Northern Ireland and ensure implementation 
of the IE/NI Protocol, while including the necessary safeguards, not to jeopardize the internal market.  
 

https://ec.europa.eu/health/sites/health/files/files/committee/ev_20210917_co04_en.pdf
https://ec.europa.eu/health/sites/health/files/files/committee/ev_20210917_co05_en.pdf
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The Member States, in particular those most concerned by the post-BREXIT challenges, welcomed the 
presented amendments. The Commission will follow-up bilaterally with the Member States concerned, 
as needed. 
 
 

PHARMACOVIGILANCE NEWS 
 
 

EMA Industry Stakeholder Platform on Pharmacovigilance - Meeting highlights 
and presentations 
 
The overview of the 16th industry stakeholders platform meeting – operation of EU pharmacovigilance 
that took place on 17th November has been released. The agenda and presentations are available here. 
  
 

HERBAL NEWS 
 
 

EMA HMPC highlights 
 

Report of the EMA HMPC meeting (September 2021) 
 
The report from the EMA Committee on Herbal Medicinal Products (HMPC) meeting held on 20-22 
September 2021 has been published.  
 

New European Union herbal monograph 
 
The HMPC adopted the following new draft monograph for 3-months public consultation until 31 January 
2022:  

 Draft EU herbal monograph on Centellae asiaticae herba 
 

Revised European Union herbal monograph 
 
The HMPC adopted after systematic review, revision and public consultation the following revised 
monograph: 
 

 Revised EU herbal monograph on Orthosiphonis folium 

 

European Union herbal monograph review 
 
Upon recommendation from the Rapporteur, the HMPC decided after systematic review according to 
procedure EMA/HMPC/124695/2011 Rev. 2 that no revision is required because no new data were 
detected that could change the content of the: 
 

 EU herbal monograph on Solidaginis virgaureae herba 
 

Guidance documents 
 
The committee adopted by consensus the final revised 
 

 Guideline on quality of herbal medicinal products/traditional herbal medicinal products 
 
The committee adopted by majority the final revised  
 

 Guideline on Specifications: test procedures and acceptance criteria for herbal substances, 
herbal preparations and herbal medicinal products/traditional herbal medicinal products 

 

https://www.ema.europa.eu/en/documents/minutes/highlights-16th-industry-stakeholder-platform-operation-european-union-eu-pharmacovigilance_en.pdf
https://www.ema.europa.eu/en/events/16th-industry-stakeholder-platform-operation-european-union-eu-pharmacovigilance#documents-section
https://www.ema.europa.eu/en/documents/committee-report/hmpc-meeting-report-european-union-herbal-monographs-guidelines-other-activities-20-22-september_en.pdf
https://www.ema.europa.eu/en/documents/committee-report/hmpc-meeting-report-european-union-herbal-monographs-guidelines-other-activities-20-22-september_en.pdf
https://www.ema.europa.eu/en/documents/herbal-monograph/european-union-herbal-monograph-orthosiphon-aristatus-blume-miq-var-aristatus-folium-revision-1_en.pdf
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The committee adopted by majority the final revised 
 

 Public statement on the use of herbal medicinal products containing estragole 
 

Assessments close to finalisation (possible adoption at the HMPC November meeting) 
 
New assessment – final 
 
 Saccharomyces cerevisiae CBS 5926 
 Taraxaci officinalis radix 
 
Monograph revisions – final 
 
 Trigonellae foenugraeci semen 
 
Monograph revisions – drafts 
 
 Juniperi pseudo-fructus 

 
Monograph reviews 
 
 Arnicae flos 
 Cucurbitae semen 
 Grindeliae herba 
 Hippocastani cortex 
 Levistici radix 
 
 

Minutes of the EMA HMPC meeting (September 2021) 
 
The EMA published the minutes of the HMPC September 2021 meeting.  
 

Public statement on the use of herbal medicinal products containing estragole 
 
Final public statement and Overview of comments re-adopted by majority following modification upon 
suggestion from SWP. 
 
HMPC secretariat to coordinate communication between Rapporteurs/ Chair with CHMP/SWP and 
CMDh regarding implementation for NAPs/CAPs containing estragole in active substance/ excipients 
before final publication. 
 

Guideline on quality of herbal medicinal products/traditional herbal medicinal products 
 
Final revised guideline and overview of comments received during public consultation adopted by 
consensus. 
 
HMPC secretariat in liaison with Rapporteur and QDG/QWP to coordinate adoption by CHMP and 
CVMP before final publication. 
 
Minor remaining issues were discussed, and final modifications performed in the GL e.g. with regard to 
impurities. Additionally, some editorial improvements were introduced. Final gaps/adjustments have 
also to be completed in the OoC before editorial review and transfer to QWP and CHMP, CVMP. The 
Chair thanked the Rapporteurs and small team of quality assessors for the finalisation using focused 
drafting meetings instead of regularly scheduled QDG meetings to finalise the drafts from 2018 which 
will be welcomed by industry and assessors alike. 
 

https://www.ema.europa.eu/en/documents/minutes/minutes-hmpc-20-22-september-2021-meeting_en.pdf
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AESGP proposal on combinations of traditionally used herbal extracts based on 
monographs 
 
HMPC agreed to a hearing with AESGP at the November meeting (AESGP joining remotely). HMPC 
noted proposal. A group of experts was formed to have a first evaluation and check of feasibility 
regarding the proposal on combinations. This proposal should form one of the items for a first discussion. 
 

Use of real-world data and requirements for the safe use of herbal substances in 
children 
 
HMPC noted the current status of development of the discussion paper. HMPC secretariat to organise 
a meeting in October. Next discussion is scheduled at HMPC November meeting. 
 
 

Report of the EMA HMPC meeting (November 2021) 
 
The report from the EMA Committee on Herbal Medicinal Products (HMPC) meeting held on 22-24 
November 2021 has been published.  
 

New European Union herbal monograph 
 
The HMPC adopted the following new final monograph after public consultation: 
 

 Final EU herbal monograph on Taraxaci officinalis radix (by majority) 
 
The HMPC adopted the following public statement after public consultation: 
 

 Public statement on Saccharomyces cerevisiae CBS 5926 
 

Revised European Union herbal monograph 
 
The HMPC adopted after systematic review, revision and public consultation the following revised 
monograph: 
 

 Revised EU herbal monograph on Trigonellae foenugraeci semen 
 

European Union herbal monograph review 
 
Upon recommendation from the Rapporteur, the HMPC decided after systematic review according to 
procedure EMA/HMPC/124695/2011 Rev. 2 to start the revision procedure for following monographs 
because new data were identified that could change the: 
 

 EU herbal monograph on Urticae herba 
 EU herbal monograph on Zingiberis rhizoma 

 
The revision of the monographs and supporting documents will be added to the HMPC work programme. 
 
The HMPC decided further that after systematic review no revision is required because no new data 
were detected that could change the content of the: 
 

 EU herbal monograph on Cucurbitae semen 
 EU herbal monograph on Grindeliae herba 
 EU herbal monograph on Levistici radix 
 EU herbal monograph on Lichen islandicus 

 

https://www.ema.europa.eu/en/documents/committee-report/hmpc-meeting-report-european-union-herbal-monographs-guidelines-other-activities-22-24-november-2021_en.pdf
https://www.ema.europa.eu/en/documents/committee-report/hmpc-meeting-report-european-union-herbal-monographs-guidelines-other-activities-22-24-november-2021_en.pdf


 
 

AESGP Euro OTC News, Issue 336 | 15 

Guidance documents 
 
The committee adopted a concept paper for the revision of the: 
 

 Guideline on Good Agricultural and Collection Practice (GACP) of starting materials of herbal 
origin 

 
The concept paper on revision of guideline EMA/HMPC/246816/2005 will be published here*. Interested 
parties are invited to provide comments by 15 March 2022. 
 
The Committee adopted further a Q&A regarding nitrosamine impurities and herbal medicinal products. 
The short clarification is proposed to be added to the CMDh practical guidance for Marketing. 
 
Authorisation Holders and will be available here*. 
 

Assessments close to finalisation (possible adoption at the HMPC January 2022 
meeting) 
 
New assessment – final 
 
 Species digestivae 
 
Monograph revisions – final 
 
 Agropyri repentis rhizome 
 
Monograph revisions – drafts 
 
 Fumariae herba 
 
Monograph reviews 
 
 Cichorii intybi radix 
 Eucalypti aetheroleum 
 Eucalypti folium 
 Fraxini folium 
 Fucus vesiculosus 
 Marrubii herba 
 Origani dictamni herba 
 Paulliniae semen 
 

Documents for comments  
 

DOCUMENT AESGP DEADLINE FOR COMMENTS 

EMA HMPC draft revised European Union herbal 
monograph on Centella asiatica (L.) Urb., herba  

Comments can be sent to AESGP using this 
template by 12 January 2022 

 

https://www.ema.europa.eu/en/human-regulatory/research-development/scientific-guidelines/multidisciplinary/herbal-medicinal-products-scientific-guidelines
https://www.hma.eu/226.html
https://www.ema.europa.eu/en/documents/herbal-monograph/draft-european-union-herbal-monograph-centella-asiatica-l-urb-herba-revision-1_en.pdf
https://www.ema.europa.eu/en/documents/herbal-monograph/draft-european-union-herbal-monograph-centella-asiatica-l-urb-herba-revision-1_en.pdf
http://www.ema.europa.eu/docs/en_GB/document_library/Template_or_form/2009/12/WC500017099.doc
http://www.ema.europa.eu/docs/en_GB/document_library/Template_or_form/2009/12/WC500017099.doc
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ENDOCRINE DISRUPTORS 
 
 

France notifies draft Order establishing the list of substances with endocrine 
disrupting properties - Vitamin D 
 
France has notified the draft Order establishing the list of substances with endocrine disrupting 
properties referred to in I and II of Article L. 5232-5 of the Public Health Code and the categories of 
products presenting a particular risk of exposure referred to in II of Article L. 5232-5 of the Public Health 
Code to the European Commission through the TRIS procedure (*).  
 
According to the draft Order any person who places on the market products which contain substances 
that have been determined by ANSES as having verified, presumed or suspected endocrine disrupting 
(ED) properties must provide information to the public. The draft Order lists Cholecalciferol in the List of 
substances with verified and presumed endocrine disrupting properties referred to in Article L. 5232-5 
of the Public Health Code, which could have an impact on vitamin D containing food supplements. 
 

Brief Statement of Grounds: 
 
Law No 2020-105 Against Waste for a Circular Economy of 10 February 2020 (called the AGEC Law) 
introduced provisions on informing consumers about the presence of dangerous substances in its Article 
13, some of which are specific to endocrine disruptors (EDs). Decree of the Council of State No 2021-
1110 of 23 August 2021, adopted pursuant to Article 13-II of that Law, lays down detailed rules for the 
provision of information enabling the identification of endocrine disruptors in a product placed on the 
market. The Decree provides that, on a proposal from ANSES, a joint order of the ministers responsible 
for health and the environment shall set: 
 
- the list of substances with proven and presumed endocrine disrupting properties, according to the 

level of scientific evidence; 
- the list of substances with suspected endocrine disrupting properties, 
- the categories of products presenting a particular risk of exposure referred to in II of Article L. 5232-

5, with regard to the exposed populations, the conditions for use and disposal of those products and 
other relevant criteria. 

 
The Draft Order takes into account the opinion of the ANSES issued on 25 April 2021. As regards the 
list of substances with proven and presumed endocrine disrupting properties, the Draft Decree lists 
substances of very high concern (SVHC) for their endocrine disrupting character under REACH, biocidal 
and plant protection substances identified as endocrine disruptors within the meaning of European 
Regulations No 528/2012 and No 1107/2009 on biocidal and plant protection products. 
 
The list of endocrine disrupting substances classified as suspected, as well as the list of product 
categories with a particular risk of exposure referred to in II of Article L. 5232-5, shall not be reported, in 
accordance with the opinion of the ANSES of 25 April 2021 which indicates that at this stage there is no 
suspected endocrine disrupting substance. These two lists are intended to be updated during the 
evaluation and regulatory work. 
 

Food 

https://ec.europa.eu/growth/tools-databases/tris/index.cfm/en/search/?trisaction=search.detail&year=2021&num=680&dLang=EN
https://ec.europa.eu/growth/tools-databases/tris/index.cfm/en/search/?trisaction=search.detail&year=2021&num=680&dLang=EN
https://ec.europa.eu/growth/tools-databases/tris/index.cfm/en/search/?trisaction=search.detail&year=2021&num=680&dLang=EN
https://ec.europa.eu/growth/tools-databases/tris/index.cfm/en/search/?trisaction=search.detail&year=2021&num=680&dLang=EN
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Main Content: 
 
This provision is in line with the objectives of the Second National Strategy on Endocrine Disruptors 
(SNPE2) and aims to provide citizens with transparent information on the presence of substances with 
endocrine disrupting properties in products, in the sense of substances, mixtures, articles and foodstuffs, 
and to enable citizens to make informed consumer choices. 
 
Endocrine disruptors are present in many everyday objects and have environmental and health impacts 
(they are involved in many pathologies). 
 
The standstill period (**) will end on 26 January 2022. Further information on the status of this notification 
is available here. 
 

Background on the 2015/1535 procedure (formerly known as 98/34 procedure): 
 
(*) It allows the Commission and the Member States of the EU to examine the technical regulations 
Member States intend to introduce for products (industrial, agricultural and fishery) and for Information 
Society services before their adoption. The aim is to ensure that these texts are compatible with EU law 
and the Internal Market principles. It applies in a simplified manner to the European Free Trade 
Association (EFTA) Member States which are signatories to the Agreement on the European Economic 
Area (EEA) and to Switzerland and Turkey. 
 
(**) Starting from the date of notification of the draft, a 3-month standstill period – during which the 
notifying Member State cannot adopt the technical regulation in question – enables the Commission and 
the other Member States to examine the notified text and to respond appropriately. More information on 
this procedure and what happen next can be found here. 
 

 
 
 

https://ec.europa.eu/growth/tools-databases/tris/en/search/?trisaction=search.detail&year=2021&num=680
http://ec.europa.eu/growth/tools-databases/tris/en/about-the-20151535/the-notification-procedure-in-brief1/
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MDR IMPLEMENTATION 
 
 

24th & 25th Notified Bodies Designated under MDR   
 

The Italy-based notified body ‘CERTIQUALITY S.r.l.’ and the Belgium-based notified body ‘SGS Belgium 

NV’ have been notified respectively as the 24th* and the 25th* Notified Bodies under the MDR (after BSI 
UK*, TÜV SÜD, DEKRA, IMQ, TÜV Rheinland, DARE!! Services, BSI NL, DEKRA Certification B.V, 
Medcert, DNV GL Presafe AS, NSAI, CE Certiso Orvos, MDC MEDICAL DEVICE CERTIFICATION 
GMBH, Intertek Medical Notified Body AB, GMED, DQS Medizinprodukte GmbH, 3EC International a.s., 
UDEM Adriatic, SGS FIMKO OY, ISTITUTO SUPERIORE DI SANITA, Eurofins Expert Services Oy, 
KIWA CERMET ITALIA S.P.A, Eurofins Product Testing Italy S.r.l., TUV Rheinland Italia SRL).  
 
The link to the NANDO database (New Approach Notified and Designated Organisations) provides more 
details. 
 
*Adjustment of designations in the NANDO database: the designated UK notified body “BSI UK” 
under the MDR and IVDR, as well as under the current medical device directives, has been removed 
from the NANDO database given the fact that the EU/UK Brexit withdrawal agreement period came to 
an end. 
 

MDCG Guidance on MDR Requirements for Legacy Devices and Old Devices 
Published 
 
The Commission has published the MDCG Guidance on the application of MDR requirements to ‘legacy 
devices’ and to devices placed on the market prior to 26 May 2021 in accordance with Directives 
90/385/EEC or 93/42/EEC. The document can be accessed here. 
 

Commission Rolling Plan - Updated Version (October 2021) 
 
The Commission has published an updated version of the Rolling Plan (updated October 2021) that 
contains the list of essential implementing acts and other actions/initiatives.  
 

Planned Meetings of Medical Device Coordination Group (MDCG) and 
Subgroups in 2021 - Updated Version (4 November) 
 
The Commission has published on 4 November an updated version of the document regarding planned 
meetings of the MDCG and subgroups in 2021. 
 
The updated document is available here. 
 
 

Medical Devices 

https://ec.europa.eu/growth/tools-databases/nando/index.cfm?fuseaction=directive.notifiedbody&dir_id=34
https://ec.europa.eu/health/sites/default/files/md_sector/docs/md_mdcg_2021_25_en.pdf
https://ec.europa.eu/health/sites/default/files/md_sector/docs/md_rolling-plan_en.pdf
https://ec.europa.eu/health/sites/default/files/md_dialogue/docs/md_events_2021_en.pdf
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IVDR IMPLEMENTATION  

 
 

Joint Implementation and Preparedness Plan for IVDR - Updated Version 
Published 
 
The Commission has published an updated version of the Joint Implementation and Preparedness Plan 
for the IVDR. 
 
The updated document is available here. 
 
 

MDR/IVDR IMPLEMENTATION 
 
 

Questions and Answers Document on Article 16 of MDR and IVDR  
 
The Commission has published the final Questions and Answers on Article 16 of Regulation (EU) 
2017/745 and Regulation (EU) 2017/746. 
 
The published document can be accessed here. 
 

List of Pending Guidance Documents Developed by MDCG Subgroups - Updated 
Version (OCTOBER 2021) 
 
The Commission updated the document entitled Ongoing Guidance development within MDCG 
Subgroups. 

 
This updated version (October 2021) listing the various guidance documents under preparation by the 
different MDCG subgroups is accessible here.  
 
 

EUDAMED  
 
 

Actor Registration Module- Guide to Using Eudamed - Version 2 
 
The Commission released a second version of their guide to using EUDAMED on the actor registration 
module website. 
 

UDI/Devices and NBs & Certificates modules- New webpage 
 
A new web page providing relevant information on the EUDAMED UDI/Devices registration module has 
been published. 
 

Notified Bodies & Certificates module - New webpage 
 
A new web page providing relevant information on the NBs & Certificates module has been published. 

 

Commission Implementing Regulation (EU) 2021/2078 on Eudamed Published in 
EU Official Journal 
 
The Commission Implementing Regulation (EU) 2021/2078 of 26 November 2021 laying down rules for 
the application of Regulation (EU) 2017/745 of the European Parliament and of the Council as regards 
the European Database on Medical Devices (Eudamed) has been published in the Official Journal of 
the European Union. 

https://ec.europa.eu/health/sites/default/files/md_sector/docs/md_joint-impl-plan_en.pdf
https://ec.europa.eu/health/sites/default/files/md_sector/docs/md_mdcg_2021_26_en.pdf
https://ec.europa.eu/health/sites/default/files/md_sector/docs/mdcg_ongoing_guidancedocs_en.pdf
https://ec.europa.eu/health/md_eudamed/actors_registration_en
https://ec.europa.eu/health/md_eudamed/actors_registration_en
https://ec.europa.eu/health/md_eudamed/udi_devices_registration_en
https://ec.europa.eu/health/md_eudamed/udi_devices_registration_en
https://eur-lex.europa.eu/legal-content/EN/TXT/?uri=uriserv%3AOJ.L_.2021.426.01.0009.01.ENG&toc=OJ%3AL%3A2021%3A426%3ATOC
https://eur-lex.europa.eu/legal-content/EN/TXT/?uri=uriserv%3AOJ.L_.2021.426.01.0009.01.ENG&toc=OJ%3AL%3A2021%3A426%3ATOC
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In accordance with the MDR, the Commission lays down with this published Implementing Regulation 
detailed arrangements necessary for the setting up and maintenance of Eudamed.  
 
The provisions of the Implementing Regulation set out arrangements in particular on: 
 

 Definitions; 

 Modes of access; 

 Registration in Eudamed and access to Eudamed via the restricted website; 

 Nomenclature 

 Technical and administrative support, 

 Ownership and processing of personal data,  

 Functioning rules,  

 Malfunction, 

 Websites for testing and training purposes, 

 IT security; 

 Fraudulent user activity within Eudamed.  
 
This Regulation enters into force on the twentieth day following its publication in the Official Journal of 
the European Union, i.e. 19 December.   
 
 

EUROPEAN COURT OF JUSTICE 
 
 

Request for a Preliminary Ruling to the European Court of Justice (Case C-
496/21) - Distinction between Substance-Based Medical Devices and Medicinal 
Products - Pharmacological Means vs. Physico-Chemical Means 
 
The German Federal Administrative Court (Bundesverwaltungsgericht) has submitted a request for a 
preliminary ruling to the Court of Justice of the European Union (CJEU) concerning the distinction 
between substance-based medical devices and medicinal products, including the distinction between 
pharmacological and non-pharmacological means, in particular physico-chemical means. 
 
This request for a preliminary ruling was lodged on 12 August 2021 and has been attributed the case 
number C-496/21. The summary of the request is available here.  
 

Subject Matter in the Main Proceedings 
 

The main proceedings concern the marketing of the nasal spray “N” as a class I medical device in 
Germany and several other Member States under the MDD. It contains a freeze-dried plant extract 
(Cyclamen europaeum) and is intended ‘to clean and drain nasal cavities filled with mucus and 
secretions’ and is designed to alleviate the symptoms of nasal congestion. 
 
By decision of 20 June 2013, the German competent authority ruled that the product was a medicinal 
product requiring marketing authorisation. The authority dismissed the opposition brought against the 
abovementioned decision by decision of 22 August 2014 arguing that the product is shown to be a 
medicinal product by function, since the principal intended action would be primarily achieved through 
the interaction of triterpenoid saponins with membrane components and should therefore be considered 
to have a pharmacological action. The competent argues further that: 
 

 The mucosa-irritant action of the saponins triggers a reflective hyper-response.  
 The Company marketing the product has provided no evidence of a purely physical action. For 

that matter, ‘N.’ is liable to damage the cell membrane at higher concentrations.  
 Furthermore, in so far as the manufacturer recommends the preparation for a medical use, 

namely alleviating the symptoms associated with rhinosinusitis, it is a medicinal product by 
presentation. 
 

https://curia.europa.eu/juris/documents.jsf?oqp=&for=&mat=or&lgrec=en&jge=&td=%3BALL&jur=C%2CT%2CF&num=C-496%252F21&page=1&dates=&pcs=Oor&lg=&pro=&nat=or&cit=none%252CC%252CCJ%252CR%252C2008E%252C%252C%252C%252C%252C%252C%252C%252C%252C%252Ctrue%252Cfalse%252Cfalse&language=en&avg=&cid=26847995
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The action and the subsequent appeal by the applicant, i.e. the company marketing the product, were 
unsuccessful. The applicant is pursuing its claim by way of its appeal on a point of law. On 20 May 2021, 
the German Federal Administrative Court decided to refer the following questions for a preliminary ruling 
to the CJEU. 
 

Questions Referred for a Preliminary Ruling 
 

1. Can the principal intended action of a substance be pharmacological within the meaning of 
Article 1(2)(a) of Directive 93/42/EEC even if it is not based on a receptor-mediated mode of 
action and the substance is not absorbed by the human body but remains on and reacts with 
the surface of, for example, the mucosa? On what criteria should a distinction be drawn between 
pharmacological and non-pharmacological means, in particular physico-chemical means, in 
such a case? 
 

2. Can a product be regarded as a substance-based medical device within the meaning of Article 
1(2)(a) of Directive 93/42/EEC if, according to current scientific knowledge, the mode of action 
of the product is open to debate and it is thus not possible to definitively determine whether the 
principal intended action is achieved by pharmacological or physico-chemical means? 
 

3. In such a case, is the classification of the product as a medicinal product or as a medical device 
to be carried out on the basis of an overall assessment of its other properties and all other 
circumstances, or, in so far as it is intended to prevent, treat or alleviate diseases, is the product 
to be regarded as a medicinal product by presentation within the meaning of Article 1(2)(a) of 
Directive 2001/83/EC, irrespective of whether or not a specific medicinal effect is being claimed? 
 

4. Does the primacy of the regime governing medicinal products also apply in such a case in 
accordance with Article 2(2) of Directive 2001/83/EC? 

 

Background on the proceedings pertaining to a reference for a preliminary ruling:  
 
To ensure the effective and uniform application of European Union legislation and to prevent divergent 
interpretations, the national courts may, and sometimes must, refer to the Court of Justice and ask it to 
clarify a point concerning the interpretation of EU law, so that they may ascertain, for example, whether 
their national legislation complies with that law. A reference for a preliminary ruling may also seek the 
review of the validity of an act of EU law. The Court of Justice's reply is not merely an opinion, but takes 
the form of a judgment or reasoned order. The national court to which it is addressed is, in deciding the 
dispute before it, bound by the interpretation given. The Court's judgment likewise binds other national 
courts before which the same problem is raised. It is thus through references for preliminary rulings that 
any European citizen can seek clarification of the European Union rules which affect him. Although such 
a reference can be made only by a national court, all the parties to the proceedings before that court, 
the Member States and the institutions of the European Union may take part in the proceedings before 
the Court of Justice. 
 
 
Please note that the average duration of references for a preliminary ruling amounts to 16 months (based 
on the CJEU`s Judicial Statistics 2018). 
 
 

https://curia.europa.eu/jcms/upload/docs/application/pdf/2019-03/cp190039en.pdf#:~:text=If%20that%20average%20duration%20is,improvement%20of%20almost%204%20months
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PHARMA STRATEGY 
 
 

Revised mandate of the Pharmaceutical Committee ad-hoc working group to 
focus on the EU strategic Approach on pharmaceuticals in the environment 
 
The European Commission published the revised mandate of the ad-hoc working group to focus on the 
EU strategic Approach on pharmaceuticals in the environment adopted by the WG. The revised mandate 
includes additional tasks in the context of the EU pharmaceutical strategy.  
 
Background: The ad-hoc working group was set-up in 2019 by the Pharmaceutical Committee. In 
March 2020, the Pharmaceutical Committee endorsed the mandate of an ad-hoc working group (WG) 
to focus on the EU strategic Approach on pharmaceuticals in the environment, in particular on the 
actions and measures that fall under the competence of the Member States, and exchange of best 
practices. Currently, the following Member States participate in this WG: Austria, The Czech Republic, 
Finland, France, Germany, Ireland, The Netherlands, Slovenia, Spain, Sweden, Poland, Romania, Italy 
and the European Medicines Agency (EMA). 
 
Following the adoption of the pharmaceutical strategy for Europe, the WG was also given the task to 
further work on a concept paper to address the environmental challenges and reply to certain flagship 
actions of the strategy, to bring the necessary support in the revision of the EU pharmaceutical 
legislation. 
 
As noted in the revised mandate, the concept paper should outline expert views that should be solutions 
oriented to bring the necessary support in the revision of the EU pharmaceutical legislation (Directive 
2001/83/EC) and as considerations on main elements and business processes that may need to be 
reflected in the regulatory framework on the following aspects: 
 

 Strengthening the environmental risk assessment requirements and conditions of use for 
medicines and take stock of the results of research under the innovative medicines initiative; 
 

 Greener pharmaceuticals with respect to antimicrobial resistance. For this point, the ad-hoc WG 
should also consult the EMA Good Manufacturing and Distribution Practices (GMDP) Inspectors 
working group on the aspect relevant to manufacturing of active pharmaceutical ingredients and 
finished medicinal products and GMDP and reflect their input in the finalised concept paper. 

 
The deadline for this concept paper is March 2022 with an interim deadline for a mature draft in January 
2022. 
 
The mandate for the ad-hoc WG shall be three years that could be further prolonged. Due to the 
additional task, the original deadline until March 2023 is prolonged until March 2024. The duration of the 
mandate could be further extended, if necessary and appropriate. 
 
 

Cross-Sectorial 
News 
 

https://ec.europa.eu/health/sites/default/files/files/committee/ev_20191217_787_en.pdf
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European Commission study on medicine shortages - Future-proofing 
pharmaceutical legislation 
 
In March 2020, the European Commission commissioned a study on medicine shortages – Future-
proofing pharmaceutical legislation – in the context of the evaluation and review of the EU’s 
pharmaceutical legislation (Directive 2001/83/EC and Regulation (EC) No 726/2004 – which can be 
accessed here.  
 
The final report was prepared by the external contractor consortium consisting of Technopolis Group, 
Milieu Law & Policy Consulting and Ecorys.  
 
In recognition of the problem and of the need for concerted action at the European level, the European 
Commission requested an analysis of medicines in shortage in the EU and their root causes, as well as 
an assessment of the current regulatory framework, to devise potential legislative and non-legislative 
solutions. 
 

This study confirms that medicine shortages occur frequently in the EU, especially for older, off-patent 
and generic medicines. The root causes of shortages are presented as multifactorial as the study 
identified bottlenecks across the entire pharmaceutical value chain, from manufacturing of raw materials 
to national pricing and procurement practices. 
 
As regards the added value of EU legislation, specifically Directive 2001/83/EC, to prevent shortages, 
the study highlights that although mechanisms exist to prevent and mitigate shortages (Articles 23a and 
81), the fragmented and lengthy transposition of the Directive has impacted its effectiveness. 
 
In this context, the authors of the study put forward the following 16 POLICY MEASURES at EU and 
national level to address the issue: 
 

 establish and follow a centralised and harmonised EU-wide definition of medicine shortages; 

 establish and mainstream harmonised reporting criteria for shortages, collecting sufficiently 
detailed information on key parameters (e.g. product details, MAH, details on the shortage and 
impact); 

 develop an EU-wide list of medicines for which shortages are the most critical and develop 
policies and/or regulations to improve their availability; 

 set up stakeholder dialogue platforms for/between supply chain stakeholders, patients, and 
healthcare providers, respectively at Member States level; 

 develop EU-wide and uniform legislation allowing for imposing financial sanctions if notification 
requirements and/or supply responsibilities are not met; 

 require greater transparency of industry supply quotas as well as parallel traders’ and 
wholesalers’ transactions; 

 require suppliers to have adequate shortage prevention and mitigation plans in place; 

 introduce legal obligations for MAHs and wholesalers to maintain a safety stock of (unfinished) 
products for medicines of major therapeutic interest at EU-level; 

 adopt common principles for the introduction of national restrictions on intra-EU trade; 

 allow for greater flexibilities for emergency imports of specific products in case of market 
withdrawals and other critical shortages; 

 incorporate requirements for having more diversified, multiple tenderers and thereby supply 
sources in public procurement tenders; 

 for EU authorities to reduce the administrative and cost burden submission of post-approval 
changes; 

 enable an accelerated mutual recognition procedure (MRP) within the EU; 

 enable a (more) efficient Repeat Use Procedure; 

 develop an EU-wide medicines packaging and labelling regulation that included flexibilities for 
digital leaflets and multi-country/multi-language packaging and labelling; 

 include information about available alternative medicines in shortage databases. 
 
Also important to highlight the following conclusions of the study: 
 

https://op.europa.eu/en/publication-detail/-/publication/1f8185d5-5325-11ec-91ac-01aa75ed71a1/language-en/format-PDF/source-245338952
https://op.europa.eu/en/publication-detail/-/publication/1f8185d5-5325-11ec-91ac-01aa75ed71a1/language-en/format-PDF/source-245338952
https://op.europa.eu/en/publication-detail/-/publication/1f8185d5-5325-11ec-91ac-01aa75ed71a1/language-en/format-PDF/source-245338952
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Crucially, any policy actions policies should aim to maximise the potential for achievement of its 
objectives while minimising the risk of unwanted consequences. This requires evidence of what works 
and what does not, under which circumstances and at what cost. 
 
This study has confirmed that shortages often are not so much a problem of whether a medicine is 
available but one of where it is available. Even in the context of the European Union, founded on 
principles of solidarity, some countries are fighting shortages daily whereas others hardly experience 
them at all. This points towards some fundamental issues that have little to do with sourcing and 
manufacturing and much more with commercial decisions by suppliers on the one hand and national 
policies on the other. Here, many parties share responsibility.  
 
Suppliers take decisions based on considerations of profitability, selecting markets to supply based on 
willingness and ability to pay and ignoring others. Governments have also put pressure on prices that 
has led to supply chains that are lean to the point of vulnerability. This requires critical reflection on the 
part of all stakeholders not only of the roles of others but also of their own responsibilities. 

 
 
  


