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REGULATORY NEWS 
 
 

CMDh highlights 
 

CMDh report - April 2023 
 
The CMDh has published the report from the CMDh meeting held on 24-25 April 2023.  
 
Call for review for chemically synthesised and biological medicinal products regarding 
nitrosamine impurities 
 
The CMDh agreed an update of its practical guidance for MAHs of nationally authorised products (incl. 
MRP/DCP) in relation to the Art. 5(3) Referral on Nitrosamines. It has been clarified that if after 
finalisation of a MAA or the call for review a new potential risk for nitrosamines is identified and the MAH 
detects a nitrosamine during testing activities in the finished product, instead of immediately proceeding 
to step 3 (submission of variation(s)), the MAH should first submit a step 2 response.  
 
CMDh practical guidance for Marketing Authorisation Holders of nationally authorised products 
(incl. MRP/DCP) in relation to the Art. 5(3) Referral on Nitrosamines (tracked) 
 
The CMDh also agreed an update of the assessment report template for the nitrosamine risk 
assessment for the outcome of step 2 – “nitrosamine detected”*. Guidance for the lead MS has been 
included in the template to give advice on the applicability of Q&A 22 for all scenario A cases, i.e. if there 
is a possibility for a higher interim limit and if there is a need for NMEG consultation. 
 
Assessment report template for the nitrosamine risk assessment for the outcome of step 2 – 
“nitrosamine detected” 
 
Templates for CMS comments during DCP 
 
The CMDh agreed an update of the templates for CMS comments during DCP (D100, D145, D205). It 
was noted that in a footnote of the templates, it is stated that for Art. 10(3) applications with a centrally 
authorised product as reference product, the product name in RMS and all CMS must be the same. As 
this requirement is only applicable to Art. 10(1) applications, reference to Art. 10(3) has been deleted 
from the footnote. 
 
Template for the End of Procedure in MRP/RUP  
 
The CMDh agreed an update of the template for the End of Procedure in MRP/RUP to reflect the new 
process with regard to renewals. 
 

Medicines 

https://www.hma.eu/fileadmin/dateien/Human_Medicines/CMD_h_/CMDh_pressreleases/2023/CMDh_press_release_-_April_2023.pdf
https://www.hma.eu/fileadmin/dateien/Human_Medicines/CMD_h_/Advice_from_CMDh/Nitrosamins/CMDh_412_2019_Rev.20_2023_04_clean_-_PG_to_MAHs_on_nitrosamines.pdf
https://www.hma.eu/fileadmin/dateien/Human_Medicines/CMD_h_/Advice_from_CMDh/Nitrosamins/CMDh_412_2019_Rev.20_2023_04_clean_-_PG_to_MAHs_on_nitrosamines.pdf
https://www.hma.eu/fileadmin/dateien/Human_Medicines/CMD_h_/Advice_from_CMDh/Nitrosamins/CMDh_412_2019_Rev.20_2023_04_TC_-_PG_to_MAHs_on_nitrosamines.pdf
file:///C:/Users/kkmetic/AppData/Local/Microsoft/Windows/INetCache/Content.Outlook/NPNJUPO4/Assessment%20report%20template%20for%20the%20nitrosamine%20risk%20assessment%20for%20the%20outcome%20of%20step%202%20–
file:///C:/Users/kkmetic/AppData/Local/Microsoft/Windows/INetCache/Content.Outlook/NPNJUPO4/Assessment%20report%20template%20for%20the%20nitrosamine%20risk%20assessment%20for%20the%20outcome%20of%20step%202%20–
https://www.hma.eu/fileadmin/dateien/Human_Medicines/CMD_h_/Templates/AR/DCP_AR_Comments/CMDh_205_2005_Rev.6_2023_04_-_Template_D100_CMS_comments.DOCX
https://www.hma.eu/fileadmin/dateien/Human_Medicines/CMD_h_/Templates/AR/DCP_AR_Comments/CMDh_212_2005_Rev.6_2023_04_-_Template_D145_CMS_comments.docx
https://www.hma.eu/fileadmin/dateien/Human_Medicines/CMD_h_/Templates/AR/DCP_AR_Comments/CMDh_215_2005_Rev.6_2023_04_-_Template_D205_CMS_comments.docx
https://www.hma.eu/fileadmin/dateien/Human_Medicines/CMD_h_/Templates/AR/MRP/CMDh_434_2021_Rev.1_2023_04_-_Template_End_of_procedure_in_MRP-RUP.docx
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CMDh minutes - March 2023  
 
The CMDh published the minutes of the CMDh meeting held on 28-30 March 2023.  
 
Definition of “Applicant” in MRP/DCP applications 
 
Based on a statement in the CMDh User Guide for the electronic Application Form for a Marketing 
Authorisation that for MRP and DCP applications, the CMDh discussed if the applicant should be the 
same as the MAH/Applicant in the RMS. Due to different interpretations by MSs it was clarified that:  
 
For DCP applications, the Applicant in all Member States should be the same but can differ from the 
future MAH (and the future MAH can also be different per Member State).  
 
For MRP applications, the Applicant in all Member States should be the MAH in the RMS, but the future 
MAH can differ. 
 
Some MSs stated that the applicant and future MAH need to be the same in their MS. This is considered 
a national requirement, but not the general rule. 
 
Validation phase in MRP/DCP  
 
As discussed in the Czech presidency meeting, DK proposed a statement for the RMS to address CMS 
comments during validation that go beyond the agreed CMS validation checklist and should be 
considered as non-validation issues. The statement is to be sent by the RMS to the CMSs and the 
applicant when they start the procedure. The points raised then have to be addressed during the 
procedure.  
 
The CMDh agreed the statement. 
 
Bisphenol A (BPA) EMA-EFSA joint document on divergent opinion (Art. 59)  
 
The EMA informed the CMDh about the joint EMA-EFSA document prepared in line with Art. 59 of 
EMA’s founding regulation to outline the differences of scientific opinion between EMA and EFSA on 
the lowering of the temporary TDI for BPA, based on different guidelines. The document will be published 
at the same time as the EFSA scientific opinion on BPA. The document will be sent to the European 
Commission, who will take it into account when considering the implications for medicinal products. 
 
 

CMDh minutes - April 2023  
 
The CMDh published the minutes of the CMDh meeting held on 24-25 April 2023.  
 
 

CMDh report - May 2023 
 
The CMDh has published the report from the CMDh meeting held on 23-25 May 2023. Among the items 
reported, the following may be noted: 
 
EMA and European medicines regulatory network lift COVID19 business continuity status 
 
EMA and the European medicines regulatory network are lifting their respective COVID-19 business 
continuity measures after successfully handling the unprecedented operational challenges posed by the 
pandemic.  
 
The business continuity plan for the European medicines regulatory network set out the principles to 
ensure that EMA, the European Union (EU) Member States and the European Commission could 
continue to operate their core regulatory activities while prioritising the assessment of COVID-19 
treatments and vaccines to protect public and animal health in the EU during the pandemic.  
 

https://www.hma.eu/fileadmin/dateien/Human_Medicines/CMD_h_/Agendas_and_Minutes/Minutes/2023_03_CMDh_minutes.pdf
https://www.hma.eu/fileadmin/dateien/Human_Medicines/CMD_h_/Agendas_and_Minutes/Minutes/2023_04_CMDh_minutes.pdf
https://www.hma.eu/fileadmin/dateien/Human_Medicines/CMD_h_/CMDh_pressreleases/2023/CMDh_press_release_-_May_2023.pdf
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While the temporary measures that were introduced to cope with the peak impact of the COVID-19 
pandemic are no longer required, resourcing within the entire European medicines regulatory network 
remains a challenge. The CMDh will continue to work closely with EMA and the Heads of Medicines 
Agencies from the Member States to identify and implement sustainable solutions. Experiences 
gathered during application of the EMA and network business continuity plans, as well as lessons learnt 
during the pandemic, will inform this work.  
 
The lifting of the COVID-19 business continuity measures is timely in view of World Health Organization 
(WHO)'s recent announcement on the end of the Public Health Emergency of International Concern 
(PHEIC) status of COVID-19. 
 
Regulation (EC) No 1234/2008 on variations 
 
The CMDh agreed an update of its Questions and Answers on Variations*. The main change is the 
introduction of a new Q&A (3.30) to provide guidance to MAHs of generic/hybrid medicinal products on 
how to keep the product information updated, when the MA of the reference product in the initial MA 
application has ceased to be valid. 
 
CMS Validation Checklist for Human Medicinal Products in MRP 
 
The CMDh agreed an update of the CMS Validation Checklist in MRP*. The checklist has been aligned 
with the RMS validation checklist to make reference to the use of the CMDh “Module 1.7.1. Similarity 
report” template in the comments section, in case the template has not been used. 
 
Best Practice Guide on (1) Introduction of substances/ combinations onto the EURD list and 
setting the initial PSUR DLP and frequency and (2) Assessment of PSURs of products where the 
EU Reference Date is not yet legally binding 
 
The CMDh agreed an update of its BPG on (1) Introduction of substances/combinations onto the EURD 
list and setting the initial PSUR DLP and frequency and (2) Assessment of PSURs of products where 
the EU Reference Date is not yet legally binding*. It has been included that for the assessment of PSURs 
of newly authorised products not covered by the EU single assessment procedure, the submission via 
the PSUR Repository should be to the P-RMS and the involved CMSs. 
 
CMDh Guidance document for Submission of Summary of the Pharmacovigilance System  
 
The CMDh agreed an update of its Guidance document for the submission of the summary of the 
Pharmacovigilance system (sPhVS)*. The timelines for changes to the future MAHs have been aligned 
with the CMDh BPG on the compilation of the dossier for new applications submitted in MRP/DCP. 
 
Meetings with representatives of Interested Parties  
 
The CMDh convened a meeting with Interested Parties on 16 May 2023 to exchange views on how the 
variations framework could be revised. A further, general meeting with Interested Parties is planned for 
31 May 2023. The topics on the agenda include, amongst others, resources, renewals, telematics and 
RMS transfers. 
 
Non-Prescription Medicinal Products Task Force  
 
The CMDh is pleased to announce that Martin Huber (DE) has been re-elected as Chair of the Non-
Prescription Medicinal Products Task Force.  
 
Working Party on Pharmacovigilance Procedures Worksharing  
 
The CMDh is pleased to announce that Maria Luisa Casini (IT) has been re-elected as Chair of the 
Working Party on Pharmacovigilance Procedures Worksharing. 
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EMA/HMA Good practice guide for industry on the prevention and management 
of shortages 
 
The EMA/HMA published the Good practice guide for industry on prevention/management of 
shortages of medicinal products for human use. The dedicated press release is available.  
 
This document recommends good practices to marketing authorisation holders, wholesalers, distributors 
and manufacturers on shortage prevention for human medicines, i.e. to reduce the likelihood of 
shortages occurring in the first instance. Recommendations on how to mitigate a shortage event are 
also included. This paper describes some of the most common reasons for shortages and is not intended 
to be exhaustive. It is intended for guidance only.  
 
The document describes all actors of the supply chain however focuses on actions to be taken by 
marketing authorisation holders, wholesalers, distributors and manufacturers. It complements the 
guidance for patients’ and healthcare professionals’ organisations published last year to help prevent 
and manage shortages of human medicines. 
 
The guidance has been developed by the HMA / EMA Task Force on the Availability of Authorised 
Medicines for Human and Veterinary Use, a joint working group established by EMA and the Heads of 
Medicines Agencies (HMA) focusing on the availability of authorised medicines, and was presented at 
a multi-stakeholder workshop on shortages held on 1 and 2 March 2023. 
 
Among the ten recommendations provided, we may note the following: 
 

• Recommendation 1: MAHs, manufacturers and wholesalers, should each have a shortage 
prevention plan specific to their role 

• Recommendation 6: Optimise pharmaceutical quality systems to strengthen the reliability and 
resilience of supply chains throughout the lifecycle of a medicine  

o ICH guideline Q10 on Pharmaceutical Quality System is intended to provide a 
framework to move beyond just adherence to the Good Manufacturing and Distribution 
Practices. 

• Recommendation 7: Increase resilience in the supply chain, taking into account known 
vulnerabilities 

o MAHs and manufacturers should ensure enough contingency stock to allow for 
unexpected delays during manufacturing site changes or ownership transfers through 
their management of change, particularly for clinically important medicines. 

 
As noted, the guidance is not intended to provide any conclusive interpretation of the obligations 
imposed on stakeholders by the relevant EU legislation and is without prejudice to the application of 
such provisions. 
 
 

TELEMATICS 
 
 

eAF-PMS Newsletter Issue 3 & new webinars announced 
 
The third edition of the eAF-PMS newsletter is available at the following link. 
 
This newsletter provides updates on the progress of eAF and PMS, presenting an overview of past and 
future activities. 
 
The following topics should be highlighted: 
 
Upcoming webinars (more details on single events are available in the newsletter): 

• Product Lifecycle Management (PLM) Portal Access Management Training Session (25 
May 2023, 11:00 – 12:30 Central European Summer Time (CEST)): registration link 

• Product Management Service (PMS) Progress Webinar (30 May 2023, 10:00 – 11:30 CEST): 
registration link 

https://www.ema.europa.eu/en/documents/regulatory-procedural-guideline/good-practices-industry-prevention-human-medicinal-product-shortages_en.pdf
https://www.ema.europa.eu/en/documents/regulatory-procedural-guideline/good-practices-industry-prevention-human-medicinal-product-shortages_en.pdf
https://www.ema.europa.eu/en/news/guidance-industry-prevent-mitigate-medicine-shortages
https://www.ema.europa.eu/documents/other/good-practice-guidance-patient-healthcare-professional-organisations-prevention-shortages-medicines_en.pdf
https://www.ema.europa.eu/en/events/hma-ema-multi-stakeholder-workshop-shortages
https://www.ema.europa.eu/documents/newsletter/electronic-application-form-eaf-product-management-service-pms-newsletter-issue-3_en.pdf
https://emaevent-europa.webex.com/weblink/register/r966dfcf9683aa2dd2ea8e331514b9e74
https://ema-europa.webex.com/weblink/register/rd1fdf77b71eb2143dc81e6d6e7f961ef
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• eAF-PMS Joint Webinar on Nationally Authorised Products (NAPs) Data Release on PLM 
Portal eAF (8 June 2023, 10:00 – 11:30 CEST): registration link 

 
Updated documents: 
 

• Joint eAF (DADI)-PMS general Q&A document 

• Human Variations eAF-PMS Frequently Asked Questions (FAQs) document 
 
 

HERBAL NEWS 
 
 

EMA HMPC launches 4 calls for data 
 
EMA HMPC has launched calls for submission of scientific data for: 
 

▪ Periodic review of the monograph on Allii sativi bulbus 
▪ Periodic review of the monograph on Mastic (Mastix, Pistaciae lentisci resina) 
▪ Periodic review of the monograph on Silybi mariani fructus 
▪ Periodic review of the monograph on Combination: Species diureticae 

 
Unpublished proprietary data may be included. However, in this case the consent of the data owner is 
a necessary requirement and therefore it must be provided simultaneously with the contributions. If the 
party submitting the data is not the data owner, the consent of the latter is needed. If the data owner is 
the interested party itself, the voluntary submission of the data as a contribution to the HMPC 
assessment constitutes consent that the HMPC may evaluate and use the submitted data in the course 
of the procedure announced in the call for scientific data.  
 
Before its publication, the owner of the data will be given the opportunity to review the assessment report 
to request the removal of any confidential data. Such request must be duly justified by evidencing the 
confidential nature of the data (e.g. that it includes confidential intellectual property). The HMPC will 
consider such requests on a case-by-case basis. 
 
Data on these plants can be sent to AESGP, in line with the conditions specified in the calls for 
data, by 19 July 2023.  
  

https://emaevent-europa.webex.com/weblink/register/re2bfc14fb91c027c1907c966c9250aab
https://esubmission.ema.europa.eu/gateway/DADI%20Questions%20&%20%20Answers.pdf
https://esubmission.ema.europa.eu/eAF%20FAQs%20Document_v1.0.pdf
https://www.ema.europa.eu/en/documents/herbal-call-data/call-scientific-data-periodic-review-monograph-allii-sativi-bulbus_en.pdf
https://www.ema.europa.eu/en/documents/herbal-call-data/call-scientific-data-periodic-review-monograph-mastic-mastix-pistaciae-lentisci-resina_en.pdf
https://www.ema.europa.eu/en/documents/herbal-call-data/call-scientific-data-periodic-review-monograph-silybi-mariani-fructus_en.pdf
https://www.ema.europa.eu/en/documents/herbal-call-data/call-scientific-data-periodic-review-monograph-combination-species-diureticae_en.pdf
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CONTAMINANTS  
 
 

Commission Regulation (EU) 2023/915 repealing Regulation 1881/2006 
published in Official Journal 
 
Commission Regulation (EU) 2023/915 of 25 April 2023 on maximum levels for certain 
contaminants in food and repealing Regulation (EC) No 1881/2006 has been published in the 
Official Journal and can be accessed here.  
 
 

FOOD ADDITIVES 
 
 

EFSA opinion on re-evaluation of xanthan gum (E 415) as a food additive in foods 
for infants below 16 weeks of age and follow‐up of its re‐evaluation as a food 
additive for uses in foods for all population groups 
 
The EFSA Panel on Food Additives and Flavourings (FAF) published its opinion on the re-evaluation of 
xanthan gum (E 415) as a food additive in foods for infants below 16 weeks of age and follow‐up of its 
re‐evaluation as a food additive for uses in foods for all population groups. 
 
The present opinion deals with: 
 

• the risk assessment of xanthan gum (E 415) in food for infants below 16 weeks of age in the 
food category (FC) 13.1.5.1 (Dietary foods for infants for special medical purposes and special 
formulae for infants). 

• the follow-up on issues that have been expressed in the conclusions and recommendations of 
the Scientific Opinion on the re-evaluation of xanthan gum (E 415) as a food additive (EFSAANS 
Panel, 2017). 

 
The Panel concluded that the technical data provided by the IBO support an amendment of the 
specifications for E 415 laid down in Commission Regulation (EU) No 231/2012, as presented by the 
recommendations made in the table below: 
 

 Commission Regulation (EU) 
No231/2012 

Comment/justification for 
revision 

Definition Xanthan gum is a high molecular 
weightpolysaccharide gum produced 
by a pure-culture fermentation of a 
carbohydrate withstrains 
ofXanthomonas campestris, 
purifiedby recovery with ethanol or 
propan-2-ol,dried and milled. It 
containsD-glucose andD-mannose as 
the dominant hexose units,along 

Xanthan gum is a high molecular 
weightpolysaccharide gum 
produced by a pure-culture 
fermentation of a carbohydrate 
withstrains ofXanthomonas 
campestris, which areunequivocally 
identified and meet the criteriafor 
qualification for QPS status (i.e. 
absence ofacquired antimicrobial 

Food 

https://eur-lex.europa.eu/legal-content/EN/TXT/?uri=uriserv%3AOJ.L_.2023.119.01.0103.01.ENG&toc=OJ%3AL%3A2023%3A119%3ATOC
https://www.efsa.europa.eu/en/efsajournal/pub/7951
https://www.efsa.europa.eu/en/efsajournal/pub/7951
https://www.efsa.europa.eu/en/efsajournal/pub/7951
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withD-glucuronic acid and 
pyruvicacid, and is prepared as the 
sodium,potassium or calcium salt. Its 
solutions areneutral. 

resistance genes),purified by 
recovery with ethanol or propan-2-
ol, dried and milled. It containsD-
glucoseandD-mannose as the 
dominant hexose units,along withD-
glucuronic acid, pyruvic acid 
andacetic acid, and is prepared as 
the sodium,potassium or calcium 
salt. Its dispersions in water are 
neutral. Thefinal product must 
notshow any residual enzyme 
activity. 

CAS  Include CAS number: 11138-66-2 

Molecular weigh Approximately 1,000,000 To update to 1,000,000 Da 

Solubility Soluble in water. Insoluble in ethanol Dispersible in water. Insoluble in 
ethanol. 

Nitrogen Not more than 1.5% Not more than 1.5% (Kjeldahl 
method) 

Lead Not more than 2 mg/kg Maximum limit to be lowered on the 
basis ofthe information provided 
and on theconsiderations of the 
Panel 

Cadmium Not presently specified Maximum limit to be lowered on the 
basis ofthe information provided 
and on theconsiderations of the 
Panel 

Mercury Not presently specified Maximum limit to be lowered on the 
basis ofthe information provided 
and on theconsiderations of the 
Panel 

Arsenic Not presently specified Maximum limit to be lowered on the 
basis ofthe information provided 
and on theconsiderations of the 
Panel 

Cronobactersakazakii  Microbiological criteria should be 
included onthe basis of the 
information provided 

 
Due to the low validity of the clinical studies, the Panel concluded that a reference point could not be 
derived from them, but the results of the adequate piglet study could serve to derive a reference point 
(750 mg/kg bw per day). When calculating the margin of exposure (MOE) for infants <16 weeks of age 
consuming food for special medical purposes (FC 13.1.5.1) for the highest xanthan gum exposure, this 
was 2.4. The Panel concluded that the MOE does not raise concerns. 
 
 

NANOMATERIALS 
 
 

Review of the Definition on Nanomaterial - JRC Guidance Published 
 
Further to the publication of the updated Recommendation on the definition of nanomaterial, the Joint 
Research Centre (JRC) has published its Guidance on the implementation of the Commission 
Recommendation 2022/C 229/01 on the definition of nanomaterial. 
 
This guidance explains how terms and concepts used in the European Commission’s nanomaterial 
definition should be understood, and it reflects established technologies and measurement practices. In 
addition to new elements in the definition and to technical and scientific progress, this report presents 
economic operators, as well as regulators, with detailed descriptions enabling an in-depth understanding 
of the nanomaterial definition and clarifies key terms and concepts. Specific terms addressed here are 

https://publications.jrc.ec.europa.eu/repository/handle/JRC132102
https://publications.jrc.ec.europa.eu/repository/handle/JRC132102
https://publications.jrc.ec.europa.eu/repository/handle/JRC132102
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nanoscale, particles and external particle dimensions, material, aggregate, agglomerate and identifiable 
constituent particle, solid, single molecule, specific surface area by volume, particle number-based size 
distribution and nanomaterials in products. In addition, examples of best practices for effective 
implementation and transparent and robust governance are presented.  
 
This guidance does not prejudice how to incorporate a definition of nanomaterial in legislation, nor what 
the criteria for such a definition could be. This guidance refers to Test Guidelines (TG) published by the 
Organisation for Economic Co-operation and Development (OECD) and documentary standards 
developed by the International Organization for Standardization (ISO) and the European Committee for 
Standardization (CEN) 
.  
The guidance describes and explains:  
 

• Definitions of key terms and fundamental concepts  

• A decision tree to help identifying nanomaterials  

• Measurement options to consider in the assessment of particulate materials  
 
The guidance does not constitute legal advice. It will be updated as necessary in light of technical and 
scientific progress. 
 
Along with the new guidance document, the JRC has launched a free course on nanomaterials in EU 
legislation available on the EU Academy. More specifically, participants will learn about: 
 

• What a nanomaterial is and what makes it special in a legal context 

• The Commission’s definition of nanomaterial and the challenges to implement it 

• The EU legislative framework for chemicals and how it is implemented 

• Understand why different pieces of EU legislation address chemicals and nanomaterials 
differently 

 
 

TOLERABLE UPPER INTAKE LEVELS  
 
 

EFSA 28th Working Group meeting on Upper Tolerable Levels minutes 
published 
 
The minutes of the EFSA 28th Working Group meeting on Upper Tolerable Levels have been published. 
Among others, the following discussion points can be noted: 
 
5. Scientific topic(s) for discussion 
 

a. Scientific opinion on the revision of the Tolerable Upper Intake Level (UL) submitted by 
the European Commission, for folate/folic acid (EFSA-Q-2021-00366) 
 

The WG was presented with, and discussed, the available evidence and uncertainty analyses related to 
the endpoints considered for the hazard identification and characterisation. The draft opinion will be 
presented for possible endorsement for public consultation at the next plenary meeting of the 
NDA Panel on 27 April 2023. 
 

b. Feedback on the Scaling Workshop 
 

A workshop on Human-to-human scaling approaches for the derivation of tolerable upper intake levels 
was held on 28 February and 1 March, with the aim of defining criteria for the selection of the appropriate 
scaling method to adjust UL for a particular population group (e.g. adults) to other groups (e.g. infants, 
children). Due to time limitations, the discussion regarding the outcome of the workshop was postponed 
for a later meeting. 
 

https://academy.europa.eu/courses/nanomaterials-in-eu-legislation
https://academy.europa.eu/courses/nanomaterials-in-eu-legislation
https://www.efsa.europa.eu/sites/default/files/wgs/nutrition/wg-upper-levels.pdf
https://open.efsa.europa.eu/questions/EFSA-Q-2021-00366


 

AESGP Euro OTC News, Issue 351 | 11 

c. Feedback from Task Forces 
 
The WG was informed about the status of the work by the contractor in charge of the preparatory work 
for the re-evaluation of tolerable upper intake levels (ULs) and of the task forces (TF) of experts 
responsible for each nutrient. 
 
Scientific opinion on the revision of the Tolerable Upper Intake Level (UL) for folic acid/folate 
(EFSA-Q-2021-00366)  
 
The TF on folate had a meeting on 9th and 16th March 2023 to discuss the draft opinion. The task force 
reviewed the evidence regarding potential adverse effects associated with excess folic acid/folate intake 
and developed the hazard characterisation part of the assessment. The outcome of EFSA’s intake 
assessment was also reviewed. 
 
Scientific opinion on the revision of the Tolerable Upper Intake Level (UL) for manganese (EFSA-
Q-2021-00371)  
 
The TF on manganese had meetings on 31st March and 11th April to discuss the draft opinion, 
especially the sections on the lines of evidence from human and animal studies. New WG member (RF) 
was introduced and initial presentation on the PB-K modelling for Mn was given. The outcome of EFSA’s 
intake assessment was also reviewed. The next TF meeting is scheduled for 21 April and 11 May 2023. 
 
Scientific opinion on the revision of the Tolerable Upper Intake Level (UL) for iron (EFSA-Q-2021-
00370) 
 
The TF on met on 12 April 2023 to review and discuss the narrative reviews provided by the contractor. 
The report is being discussed with the contractor, and the next meeting with the TF on iron will be 
scheduled during May 2023. 
 
Scientific opinion on the revision of the Tolerable Upper Intake Level (UL) for Vitamin B6 (EFSA-
Q-2021-00369)  
 
The TF on vitamin B6 had seven meetings to review the work form the contractor. The last meeting on 
vitamin B6 was held on 16 February 2023 where the TF reviewed and discussed the comments received 
via public consultation on the final draft of the scientific opinion. The opinion was adopted at the NDA 
Plenary meeting on 29 March 2023 and is being processed for publication. 
 
Scientific opinion on the revision of the Tolerable Upper Intake Level (UL) for Vitamin A (EFSA-
Q-2021-00365) and β-Carotene (EFSA-Q2021-00372)  
 
The TF has not had any additional meetings since the last feedback to the WG and is still waiting for the 
updated technical report from the contractor. The next TF meeting is scheduled for 10 May 2023.  
 
Scientific opinion on the revision of the Tolerable Upper Intake Level (UL) for Vitamin D (EFSA-
Q-2021-00367)  
 
The TF on vitamin D had its last meeting on 21st and 22nd March to review EFSA’s intake assessment 
and discuss the risk characterisation. The draft opinion was presented to the NDA Panel and endorsed 
for public consultation on 29 March 2023. The public consultation will launch on 24 April and will run 
until 5 June 2023. 
 
 

Scientific opinion on the tolerable upper intake level for vitamin B6 
 
EFSA's Nutrition and Food Innovation Unit has published its Scientific opinion on the tolerable upper 
intake level for vitamin B6. 
 
The Upper Limits apply to the general European population and relate to vitamin B6 intake from all 
dietary sources and all vitamin B6 vitamers. The Panel considers that it is unlikely that the Upper Limit 

https://open.efsa.europa.eu/questions/EFSA-Q-2021-00366
https://open.efsa.europa.eu/questions/EFSA-Q-2021-00371
https://open.efsa.europa.eu/questions/EFSA-Q-2021-00371
https://open.efsa.europa.eu/questions/EFSA-Q-2021-00370
https://open.efsa.europa.eu/questions/EFSA-Q-2021-00370
https://open.efsa.europa.eu/questions/EFSA-Q-2021-00369
https://open.efsa.europa.eu/questions/EFSA-Q-2021-00369
https://open.efsa.europa.eu/questions/EFSA-Q-2021-00365
https://open.efsa.europa.eu/questions/EFSA-Q-2021-00365
https://open.efsa.europa.eu/questions/EFSA-Q-2021-00372
https://open.efsa.europa.eu/questions/EFSA-Q-2021-00367
https://open.efsa.europa.eu/questions/EFSA-Q-2021-00367
https://efsa.onlinelibrary.wiley.com/doi/epdf/10.2903/j.efsa.2023.8006
https://efsa.onlinelibrary.wiley.com/doi/epdf/10.2903/j.efsa.2023.8006
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for vitamin B6 is exceeded in European populations, except for regular users of food supplements 
containing high doses of vitamin B6. 
 
The following ULs are established: 
 
Age group UL males and females (mg/day) 

4-6 months 2.2 
7-11 months 2.5 
1-3 years 3.2 
4-6 years 4.5 
7-10 years 6.1 
11-14 years 8.6 
15-17 years 10.7 
Adults 12 
Pregnant women 12 
Lactating women 12 

 
 
 

EFSA Draft scientific opinion for folate – Public consultation until 30 June 
 
EFSA's Nutrition and Food Innovation Unit has launched a public consultation on its draft scientific 
opinion on the tolerable upper intake level (UL) for folate. This document re-evaluates the safety in use 
of folate and provides revised Upper Limits. 
 
Alongside this draft opinion on public consultation, EFSA has also released its Preparatory work for the 
update of the tolerable upper intake levels for folic acid/folate, done in collaboration with University of 
Oslo, Karolinska Institutet, University of Helsinki, University of Iceland, and University of Copenhagen. 
 
The Panel considers that it is unlikely that the Upper Limits for supplemental folate are exceeded in 
European populations, except for regular users of food supplements containing high doses of folic 
acid/5-MTHF salts. 
 
The following ULs are established for the intake of supplemental folate (i.e., folic acid, 5-MTHF 
glucosamine and L-5-MTHF-Ca) from fortified foods and food supplements: 
 
Age group UL males and females (µg/day) 

4-6 months 200 
7-11 months 200 
1-3 years 200 
4-6 years 300 
7-10 years 400 
11-14 years 600 
15-17 years 800 
Adults 1000 
Pregnant women 1000 
Lactating women 1000 

 
 
 

NOVEL FOOD 
 
 

EFSA opinion on the safety of paramylon as a novel food pursuant to Regulation 
(EU) 2015/2283 
 
The EFSA Panel on Nutrition, Novel Foods and Food Allergens (NDA) published its scientific opinion 
on the safety of paramylon as a novel food pursuant to Regulation (EU) 2015/2283. 
 

https://connect.efsa.europa.eu/RM/s/publicconsultation2/a0l09000004Lawv/pc0495
https://connect.efsa.europa.eu/RM/sfc/servlet.shepherd/document/download/0690900000KxDlEAAV
https://connect.efsa.europa.eu/RM/sfc/servlet.shepherd/document/download/0690900000KxDlEAAV
https://efsa.onlinelibrary.wiley.com/doi/epdf/10.2903/sp.efsa.2023.EN-7940
https://efsa.onlinelibrary.wiley.com/doi/epdf/10.2903/sp.efsa.2023.EN-7940
https://www.efsa.europa.eu/en/efsajournal/pub/7995
https://www.efsa.europa.eu/en/efsajournal/pub/7995
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The Panel concludes that the novel food, paramylon, is safe under the proposed conditions of 
use. 
 
The novel food which is the subject of the application is paramylon, which is a beta-glucan polymer 
isolated from the single-cell microalga Euglena gracilis. Thus, the novel food falls under Article 
3(2)(a)(ii):foods consisting of, isolated from or produced from microorganisms, fungi or algae, as per 
Regulation 2015/2283. The NF is proposed to be used as food ingredient in a number of food categories, 
as a food supplement and in foods for total diet replacement for weight control as defined by Regulation 
(EU) No 609/2013. 
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MDR/IVDR IMPLEMENTATION  
 
 

Revised Team-NB Best Practice Guidance for the Submission of Technical 
Documentation Published 
 
Team-NB has published a revised version of its “Best Practice Guidance for the Submission of 

Technical Documentation under Annex II and III of Medical Device Regulation (EU) 2017/745”. 

The document can be accessed here. 
 
 

Planned Meetings of Medical Device Coordination Group (MDCG) and 
Subgroups in 2023 - Update (April 2023) 
 
The Commission has updated the planned meeting dates of the MDCG and subgroups for 2023. 
 
The updated document is available here. 
 
 

Overview on Applications for Designation as a Notified Body - Update (April 
2023) 
 
The overview on the applications for designation as a notified body (18 April 2023) for 
the EU Regulations on MDR and IVDR is available on the EU commission website. 
 
 

Revision of MDCG Guidance on Significant Changes - MDCG 2020-3 Rev.1 
Published 
 
The revised MDCG Guidance on significant changes regarding the transitional provision under 
Article 120 of the MDR (MDCG 2020-3 Rev. 1) has been published and is available here. 
 
 

Team-NB Position Paper on Hybrid Audits - Revised Version Published 
 
Team-NB has published a revised version of its position paper on the application of hybrid audits 
to quality management system assessments under MDR/IVDR. 
 

Medical Devices 

https://www.team-nb.org/wp-content/uploads/members/M2023/Team-NB-PositionPaper-BPG-TechnicalDocEU-MDR-2017-745-V2-20230419.pdf
https://health.ec.europa.eu/system/files/2023-04/md_events_2023_en_1.pdf
https://health.ec.europa.eu/latest-updates/updated-version-information-applications-designation-notified-body-short-overview-2023-05-08_en
https://health.ec.europa.eu/document/download/800e8e87-d4eb-4cc5-b5ad-07a9146d7c90_en?filename=mdcg_2020-3_en.pdf
https://www.team-nb.org/wp-content/uploads/members/M2023/Team-NB-PositionPaper-HybridAudits-V2-20230516.docx
https://www.team-nb.org/wp-content/uploads/members/M2023/Team-NB-PositionPaper-HybridAudits-V2-20230516.docx
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EC SCHEER  
 

Call for information for updating the guidelines on the presence of phthalates in 
certain medical devices - open until 17 July 2023 
 
The Scientific Committee on Health, Environmental and Emerging Risks (SCHEER) has published the 
“Call for information for updating the guidelines on the benefit-risk assessment of the presence of 
phthalates in certain medical devices”. 
 
The call aims to collect relevant information that can assist the SCHEER for its assessment and will 
remain open until 17 July 2023. 
 
Background: the update of the current guidelines on the benefit-risk assessment of the presence of 
phthalates in certain medical devices is a legal obligation set out in Section 10.4.3 of Annex I to 
Regulation (EU) 2017/745 and must be done at least every 5 years. The link to the mandate for the 
update, accepted by the SCHEER, is available on the call. 
 
 

CLINICAL INVESTIGATION 
 
 

Commission Guidance on the content and structure of the summary of the 
clinical investigation report 2023/C 163/06 published 
 
A Commission Guidance on the content and structure of the summary of the clinical investigation report 
2023/C 163/06 has been published in the Official Journal of the European Union. It is accessible here. 
 
This document is intended to provide Commission guidance, in accordance with Article 77(6) of 
Regulation (EU) 2017/745 of the European Parliament and of the Council of 5 April 2017 on medical 
devices (hereafter: the MDR), for the content and structure of the summary of the clinical investigation 
report. 
 
This guidance aims to ensure that the summary of the clinical investigation report presents information 
about the design, conduct, analysis and results of the clinical investigation in terms and in a format that 
are easily understandable to the intended user of the medical device. 
 
 

REGULATION 2023/607 
 
 

Q&A on Practical Implementation of Extended Transition - Final Template NB 
Confirmation Letter Published 
 
The Commission has published on its website the final template for the notified body confirmation 
letter as regards the extended transition period under Regulation (EU) 2023/607. 
 
The published template can be accessed here. 
  

https://health.ec.europa.eu/scientific-committees/scientific-committee-health-environmental-and-emerging-risks-scheer_en
https://health.ec.europa.eu/consultations/scheer-call-information-updating-guidelines-benefit-risk-assessment-presence-phthalates-certain_en
https://health.ec.europa.eu/consultations/scheer-call-information-updating-guidelines-benefit-risk-assessment-presence-phthalates-certain_en
https://health.ec.europa.eu/system/files/2020-10/scheer_o_015_0.pdf
https://health.ec.europa.eu/system/files/2020-10/scheer_o_015_0.pdf
https://health.ec.europa.eu/system/files/2023-03/scheer_q_027.pdf
https://eur-lex.europa.eu/legal-content/EN/TXT/?uri=CELEX:52023XC0508(01)
https://health.ec.europa.eu/latest-updates/template-nb-confirmation-letter-framework-regulation-eu-2023607-2023-05-24_en
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PHARMA LAW REVIEW  
 
 

Proposals on the revision of the pharmaceutical legislation published 
 
On 26 April, the European Commission published its proposals on the revision of the general 
pharmaceutical legislation.  
 
The following documents are available: 
 

• Dedicated Commission press release: 
https://ec.europa.eu/commission/presscorner/detail/en/ip_23_1843 

• Proposal for a DIRECTIVE OF THE EUROPEAN PARLIAMENT AND OF THE COUNCIL 
on the Union code relating to medicinal products for human use: 
https://health.ec.europa.eu/publications/proposal-directive-union-code-relating-
medicinal-products-human-use_en 

• Proposal for a REGULATION OF THE EUROPEAN PARLIAMENT AND OF THE COUNCIL 
laying down Union procedures for the authorisation and supervision of medicinal 
products for human use and establishing a European Medicines Agency: 
https://health.ec.europa.eu/publications/proposal-regulation-laying-down-union-
procedures-authorisation-and-supervision-medicinal-products_en 

• Dedicated website: https://health.ec.europa.eu/medicinal-products/pharmaceutical-
strategy-europe/reform-eu-pharmaceutical-legislation_en 

 
Further to the publication, the European Commission launched its 8-week public consultation on 
the proposals: current deadline is 3 August 2023 (The eight-week feedback period is being extended 
every day until this adopted proposal is available in all EU languages). 
 
The proposals will now be considered by the European Parliament and the Council in the ordinary 
legislative procedure. 
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https://ec.europa.eu/commission/presscorner/detail/en/ip_23_1843
https://health.ec.europa.eu/publications/proposal-directive-union-code-relating-medicinal-products-human-use_en
https://health.ec.europa.eu/publications/proposal-directive-union-code-relating-medicinal-products-human-use_en
https://health.ec.europa.eu/publications/proposal-regulation-laying-down-union-procedures-authorisation-and-supervision-medicinal-products_en
https://health.ec.europa.eu/publications/proposal-regulation-laying-down-union-procedures-authorisation-and-supervision-medicinal-products_en
https://health.ec.europa.eu/medicinal-products/pharmaceutical-strategy-europe/reform-eu-pharmaceutical-legislation_en
https://health.ec.europa.eu/medicinal-products/pharmaceutical-strategy-europe/reform-eu-pharmaceutical-legislation_en
https://ec.europa.eu/info/law/better-regulation/have-your-say/initiatives/12963-Revision-of-the-EU-general-pharmaceuticals-legislation_en
https://ec.europa.eu/info/law/better-regulation/have-your-say/initiatives/12963-Revision-of-the-EU-general-pharmaceuticals-legislation_en

