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ISD Statement on the European Commission’s regulation proposal of 16.12.2025 for an EU 
Biotech Act (COM(2025)1022) 

 

In General  

With the European Commission’s draft of the European Biotech Act I, published in December 
2025, we believe that clinical research in the European Union will also be able to benefit 
significantly in the future from urgently needed new impetus. With its proposals, the European 
Commission demonstrates a renewed focus on the importance of clinical trials in the Union, 
which – given the awareness of the shortcomings of the EU regulations on clinical trials involving 
medicinal products for human use (CTR) as well as those on medical devices (MDR) – is 
fundamentally acknowledged by the Initiative Studienstandort Deutschland (ISD, Initiative to 
Promote Germany as a Clinical Trial Hub). 

The changes sought under Biotech Act I can be implemented very quickly from a legal standpoint 
– and, in the case of CTIS, from an organizational standpoint – provided that the adjustments 
requested by the signatory associations and stakeholders are taken into account. Looking ahead, 
a fundamental reform of the CTR should be pursued in a further process. In this regard, we also 
refer to the 12-point paper from the MedEthicsEU Executive Board. Nevertheless, the ISD views 
the objectives of the draft EU Biotech Act I as an important step toward strengthening Europe as 
a location for clinical trials. The shortening of approval times, greater harmonization among 
Member States, and the standardization of data protection regulations are urgently needed and 
are finally (and almost too late) addressed with the EU Commission’s recent initiation of 
proceedings to tackle the backlog of regulatory reforms at the EU level – an issue the Draghi report 
had already highlighted. 

The swift transposition of Biotech Act I into law and a functional CTIS portal are therefore urgently 
needed.  

In Particular 

The amendments to the CTR aimed at shortening the processing times for certain procedures in 
the review of applications for authorization to conduct clinical trials are absolutely necessary and 
indispensable. This applies in particular to the proposal to reduce the processing deadlines for 
multinational clinical trials from a maximum of 106 days under the CTR to a maximum of 75 days 
or 47 days, provided that no RFI is required. This also applies to the shortening of the processing 
time for applications for approval of substantial modifications. Furthermore, we would like to 
emphasize the importance of reducing the validation period to a maximum of 7 days and 
shortening the maximum total review period for multinational clinical trials to a maximum of 42 
days. This also includes adjusting the maximum response time for the sponsor to 14 days, as well 
as eliminating the additional maximum 50-day review period for ATMPs. This will streamline 
regulatory review processes in the future and eliminate inefficient downtime. We would like to 
urge the Federal Ministry of Health (BMG) to advocate for the prioritization and unchanged 
implementation of these measures. However, these deadline reductions will only be successful 
if the CTIS portal functions better overall. Otherwise, we fear the situation may actually worsen. 
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From the ISD’s perspective, strengthening the RMS’s leadership role as set forth in the proposed 
Article 4(2), second sentence, of the CTR is also a step in the right direction. We also consider the 
fact that, in the future, in multinational clinical trials, the RMS’s assessment in Part 1 of the 
evaluation report will serve as the authoritative reference for the member states concerned to be 
a positive step in the right direction. In this regard, the mandatory inclusion of the RMS’s ethics 
committee in the assessment of Part I of the assessment report, pursuant to Article 4(3), second 
sentence, and Article 6(2), second subparagraph, of the CTR, is welcomed. According to Recital 
130, the ISD sees this as a path toward a long-sought, more uniform and harmonized ethical 
assessment. We view the revision of the coordinated assessment of the affected Member States 
– through reduced participation by these states and the limitation of the concerns they may raise 
to the reasons specified in Article 8(2), second subparagraph, of the CTR, as well as ethical 
grounds for refusal within the meaning of the new Article 6(5), third subparagraph, of the CTR – as 
being consistent. 

A rigorous validation of Part 1 of the assessment report by the RMS in accordance with Art. 5b of 
the CTR is welcomed. As part of the validation process, an assessment is also conducted to 
determine whether the clinical trial falls within the scope of Regulation (EU) No. 536/2014 or 
whether it constitutes a “low-intervention” or “minimal-intervention clinical trial.” Such an 
assessment requires clinical and pharmacological expertise and is one of the core 
responsibilities of the competent ethics committee. Against this background, analogous to the 
mandatory involvement of the RMS ethics committee in the evaluation of Part 1 of the assessment 
report, it should also be ensured with regard to the validation of Part 1 of the assessment report 
that the competent RMS ethics committee is involved. This requires sufficient time frames. 

Another positive aspect is that the parallel submission of substantial modifications is, in 
principle, permitted. According to the draft, however, this would only be permitted for substantial 
modifications that concern specific, mutually independent aspects of the dossier. This could 
allow trials to be adapted more quickly and simplify trial management for sponsors. From the 
ISD’s perspective, we also see a need to allow for the parallel submission of substantial 
modifications within a single trial – tailored to the risk level, if necessary. 

However, the alignment between Part I and Part II of the evaluation should be reviewed once again. 
It is of fundamental importance that the current problems regarding the timing of the Part I and 
Part II evaluations be resolved, so that they no longer contribute to delays or uncertainties 
regarding timing or content. This would be in the best interest of all parties involved—regulatory 
authorities, ethics committees, and applicants. Consideration should therefore be given to 
introducing an additional Article 6a into the regulation that explicitly ensures temporal 
consistency between the substantive evaluations of the two parts and provides for clear timing 
coordination. 

It's welcome that a harmonized core application dossier is being introduced under the new 
Articles 27a to 27c, paragraph 2 no. 38 CTR (new), to simplify clinical trials with the same 
investigational medicinal product, as well as the introduction of real-world labs under Article 2, 
paragraph 2 no. 45 of the CTR. 
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We welcome the introduction of an expedited approval procedure for clinical trials in medical 
emergencies, as well as a procedure for evaluating applications for combined clinical trials within 
the meaning of Article 14c. 

The streamlined procedures for “low-intervention” and “minimal-intervention” clinical trials are 
welcomed. The recitals specifically link these to significant simplifications, particularly for non 
commercial sponsors. In the proposed legislative amendments the changes regarding 
simplifications in the application process are not as pronounced as the recitals would suggest. 
Particularly for “low-intervention clinical trials,” greater simplifications – analogous to the 
regulations for “minimal-intervention clinical trials” – should be sought to strengthen academic 
research. The new category of “minimal-intervention” trials applies exclusively to approved 
substances within the approved indication (OECD A, Annex 2), but unfortunately not to approved 
substances outside the approved indication that are supported by scientific data (OECD B1). We 
call for the expansion of “minimal-intervention” clinical trials to include the OECD B1 group of 
clinical trials. The classification of trials as “minimal-intervention” and “low-intervention clinical 
trials” should be determined jointly by the federal authorities and the ethics committee; in 
defining “normal clinical practice,” the European or national medical societies must be 
substantially involved, as they assessment of “minimal additional risk” must be carried out by the 
ethics committee.  

The simplifications regarding application procedures and safety reporting for “minimal-” and 
“low-intervention clinical trials” should also be specifically defined and described. 
Simplifications that are granted solely at the discretion of the authorities do not provide planning 
certainty. We propose the “Danish Medicines Agency’s guidance on risk-based recording and 
reporting of adverse events in clinical trials on medicinal products under Regulation (EU) No. 
536/2014” as a guideline. 

This also applies to the planned amendments to the CTR to align it with the General Data 
Protection Regulation and the accompanying simplifications in data protection as set forth in 
Article 93(7) of the CTR and the principles outlined in Recitals 150 through 153. The legal basis for 
the processing of personal data in the context of clinical trials is to be Article 6 (1)(c) and Article 
9(2)(i) (and (j)) of the GDPR. This is intended to preclude any deviation in national law (such as the 
consent requirement under the German Medicines Act (AMG)) (new Article 93 Nos. 7/8). The 
further processing of data by the same controller is to be permitted in the context of other clinical 
trials or for specific scientific research purposes. This is to be welcomed. 

In addition, the approach provides that the sponsor and the trial site are to be the data controllers 
under data protection law—in line with the established interpretation in Germany. The 
collaboration between the sponsor and the trial site is generally classified under data protection 
law as joint control pursuant to Article 26 of the GDPR, since the medical practice, the collection 
of data, and the care of study participants are carried out independently by the principal 
investigator and are not subject to the sponsor’s instructions. A data processing relationship 
under Article 28 of the GDPR would impermissibly restrict the freedom of medical  research, the 
professional obligations of physicians (including those under the Declaration of Helsinki), and the 
personal responsibility of the investigator for consent and data protection. Currently, we see 
significant variation in the interpretation of this issue at the member state level, and this approach  

 

https://legalinstruments.oecd.org/public/doc/281/281.en.pdf
https://laegemiddelstyrelsen.dk/en/licensing/clinical-trials/how-to-apply-for-clinical-trials-with-medicinal-products-in-denmark-and-europe-/~/media/8E1AFBB2C13C47E19D088765F917116C.ashx
https://laegemiddelstyrelsen.dk/en/licensing/clinical-trials/how-to-apply-for-clinical-trials-with-medicinal-products-in-denmark-and-europe-/~/media/8E1AFBB2C13C47E19D088765F917116C.ashx
https://laegemiddelstyrelsen.dk/en/licensing/clinical-trials/how-to-apply-for-clinical-trials-with-medicinal-products-in-denmark-and-europe-/~/media/8E1AFBB2C13C47E19D088765F917116C.ashx
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in the draft EU Biotech Act would finally establish a uniform European framework to address the 
“uncontrolled proliferation” of differing interpretations of this issue. 

This would hopefully reduce the long-standing issues of interpretation and uncertainties for users, 
and we should see greater consistency across the EU. We therefore see these proposals as 
representing significant improvements, particularly for Germany as a center of higher education 
– but also for the EU as a whole. However, we view the proposed amendment to the new Article 
93(8) of the CTR critically, which stipulates that appropriate technical and organizational 
measures must be taken for all processing activities in the future – a requirement that, in our 
assessment, would entail a significant increase in bureaucratic burden. 

We view it as particularly critical that the CTIS does not receive the attention it urgently needs in 
the Biotech Act I. Given the numerous flaws and shortcomings of the system, a separate chapter 
containing the necessary reform proposals should have been included. This must be addressed 
urgently during the legislative process. CTIS is the central system through which the entire process 
runs. Therefore, it is unacceptable – neither for applicants nor for national authorities and ethics 
committees – that this system is neither user-friendly nor easy to manage. Achieving fundamental 
improvements in this area is just as crucial for the future of Europe as a research hub as the 
changes already addressed. The further development of CTIS also includes the implementation 
of interfaces for the daily export of data for use in other portals. Against this backdrop, there are 
calls to conduct an evaluation involving the various user groups in the run-up to the planned 
drafting of the development plan pursuant to Art. 98a CTR.  

Overall, in our view, the key to the EU Biotech Act I is to capitalize on the opportunities to restore 
Europe’s position as a strong competitor in the international comparison of clinical trial sites 
worldwide. This legislative process must therefore pull all relevant levers to chart a course for the 
future. 

 

Initiative Studienstandort Deutschland (ISD) 

The ISD was established in November 2023 and discusses ways to improve the conduct of clinical 
trials in Germany as a research hub. Overall, the goal of the ISD is to make Germany a more 
attractive hub for clinical trials at all levels and thereby attract more trials to Germany.  

For more information about the initiative and its members: https://www.studienstandort.de/ 

In the event of any discrepancies between the English and German versions, the German version 
shall prevail: https://www.studienstandort.de/beitraege/ 
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Proposals to initiate discussion for Revision of the CTR within the European 
Biotech Act 
 
Disclaimer: This proposal is the view of the MedEthicsEU board and consulta;on with relevant stakeholder is 
essen;al as next step.  
 
Preamble 
The EU Clinical Trials Regulation (CTR) contains valuable principles but requires urgent revision to 
make Europe attractive again for clinical research  (commercial and non-commercial) and to prevent 
further “international drift” of trials to regions with less rigorous focus on patient protection and 
data quality. Accelerating approval timelines alone without structural revisions will not solve the 
systemic problems in the current process and may undermine the essential role of Medical Research 
Ethics Committees (MRECs). We therefore propose the following priority changes: 

 
1. Introduce risk-proportionate, flexible procedures and reduce administrative burden 
The CTR’s “one size fits all” approach applies almost identical requirements to low-risk, post-
approval studies (e.g. treatment optimization) and to high-risk trials with novel investigational 
products. A revised CTR must introduce clearly defined risk categories (e.g., DKMA Denmark1, OECD 
recommendations on governance clinical trials2) and proportional procedures for approval and 
surveillance in one specific chapter. The administrative burden should also not equally apply to all 
risk categories of clinical trials. 
For national and multinational risk categories 1 and 2 (see DKMA Denmark or OECD risk category A 
and B1) trials, the full  CT authorisation process should be simplified and replaced a MREC 
authorisation only. 
 
Risk category 3 (or OECD category 2B and C) clinical trials should be assessed by NCAs and MRECs . 
For these trials, MREC should  be consulted not only for assessment part 2, but mandatory also for 
part 1 of a CTA (DoH 20243 and ICH E6 GCP R3 20254).  

A risk-proportionate safety reporting system   (see also CTCG addendum to safety reporting5)  
should be implemented in the CTR 536/2014 and/or Commission Implementing Regulation (EU) 
2022/20  concentrating on aggregated instead of individual reports (lean obligatory templates).  
 
The overall document burden in CTIS must be reduced for all trials.  
 
The Master File (Core Document Dossier) principle with reduced add-on demands e.g. for complex 
clinical trials must be installed in CTIS. 

 
2. Role of MedEthicsEU and harmonised procedures 
MedEthicsEU is working with high priority towards the aim of harmonising the working and 
assessment standards for the different MRECs and MREC structures in the single EU Member States 
and will con`nue to do so for all risk category trials. The CTR should include a provision for 
obligatory templates e.g. for recruitment and informed consent process,  par`cipant informa`on 
sheet and informed consent form,  and others. Due to na`onal laws these templates should contain 

 
1 h$ps://laegemiddelstyrelsen.dk/en/licensing/clinical-trials/safety-repor:ng-during-clinical-medicinal-
trials/~/media/041C4E3E801749389D5875C0CE991396.ashx 
2 h$ps://legalinstruments.oecd.org/public/doc/281/281.en.pdf 
3 WMA Declara:on of Helsinki – Ethical Principles for Medical Research Involving Human Par:cipants – WMA – The World Medical 
Associa:on 
4 h$ps://www.ema.europa.eu/en/documents/scien:fic-guideline/ich-e6-r3-guideline-good-clinical-prac:ce-gcp-step-5_en.pdf 
5 h$ps://www.hma.eu/fileadmin/dateien/HMA_joint/00-_About_HMA/03-Working_Groups/CTCG/2025-04-CTCG-Q_A-on-Safety-
Addendum-V2.pdf 
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a part which is uniform for the EU and another part for addi`onal na`onal legal requirements.  The 
par`cipant informa`on leaer and informed consent form should be ideally divided in a short central 
document with focus on understandability of the trial by poten`al trial par`cipants and addi`onal 
appendices having all legally required informa`on (including na`onal requirements). A clear task for 
MedEthicsEU for the content of the part II templates should be incorporated into the CTR. 

 
3. Reform the assignment process for Ethics Committees 
While the single-entry CTIS is a strong tool for multinational trials, the anonymous and random 
allocation of MRECs in some MS should be replaced by a system better balancing the “conflict of 
interest” problem with the expertise of the MREC, thus reflecting the requirements of the 
Declaration of Helsinki (2024, Article 23). The process should allow deliberate assignment based on 
specialization and capacity.  

 
4. No general centralization of MREC assessment into one MREC for all EU MS 
In general, the Ethics Review should remain in the ambit of the individual EU member states. 
Reasons are 

• varia`ons in cultural, social, and moral norms in the respec`ve popula`ons, 
• different defini`ons of vulnerable popula`ons,  
• specific legal and healthcare structures, 
• exis`ng local exper`se (DoH, ar`cle 23), and 
• facilita`on of  public trust and engagement. 

 
5. Clarify core definitions 
Key terms in Articles 1 and 2—such as “normal clinical practice”, “low-intervention clinical trial”, and 
“minimal additional risk or burden”—are vaguely defined and inconsistently applied. Their 
definitions should be revised. Responsibility and policy competence to define these terms must be 
delegated to the Na`onal and whereever possible the European Medical Socie`es (e.g. “normal 
clinical prac`ce”) and MRECs (e.g. “minimal addi`onal burden”).  

 
6. Simplify and streamline the regulatory framework 
The complexity of the CTR has spawned a proliferation of secondary guidance, Q&As, best practices, 
and recommendations, creating a regulatory labyrinth for MRECs, sponsors, and investigators. A 
revised CTR must be self-explanatory, must focus on clarity and usability, with subsequently 
streamlined sublegal documents and practical tools for users including a pilot page helping the 
applicants to find answers for specific questions. None of the sublegal texts should impose addi`onal 
restric`ons on the flexibility of the CTR itself. The current fragmenta`on in published guidance, 
Q&As, and similar documents should be eliminated, with all informa`on consolidated and 
maintained in a single central source.

 
7. Use plain, precise language 
Articles like 31 (incapacitated subjects) are written in overly complex, sometimes contradictory 
language. Clear, legally robust wording proposed by MREC legal experts should be adopted. The CTR 
should be aligned with the DoH (2024) in which  it is stated that for vulnerable populations, the 
harms of exclusion must be considered and weighed against the harms of inclusion.  

 
8. Revise rigid provisions for trials on minors (Article 32) 
The current article does not balance the “harm of exclusion” against the “harm of inclusion”, as 
emphasized in the Declaration of Helsinki (see also point 7). This unwarranted rigidity risks denying 
children with life-threatening illnesses access to clinical trials and must urgently be revised. 
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9. Add legal provisions for public health emergencies (PHE) 
The CTR lacks clear, binding procedures for urgent responses to PHE. These must be codified at the 
legal level, not left to secondary guidance. 

 
10. Reconsider “serious breach” reporting (Article 52) 
This provision has created significant confusion without clear evidence of benefit. It should either be 
removed or at least redefined, with the (Coordinating) Investigator with/without monitoring 
committee having final authority on what constitutes a serious breach. 

 
11. CTR/MDR/IVDR 
A seamless synchroniza`on of the CTR with the MDR/IVDR is important. 

 
12. CTIS – Key improvements needed  

• CTIS functionality must be urgently improved to meet CTR Article 82. CTIS has still not 
achieved full functionality and does not meet the system functional specifications.  

• Enable CTIS to operate efficiently, fostering trust in the system while minimizing 
administrative burden. 

In addition, CTIS should support fit-for-purpose submissions of complex clinical trials. 
 
At least, the following  CTR changes impacting CTIS functionality improvements are needed: 

• Synchronize timelines between Part I and Part II. 
• Reinstate all procedural phases (validation, assessment, decision) in every workflow. 
• Minimize workarounds, especially under Article 11. 
• Permit parallel submission of SM Part II with all non-SM applications. 
• Allow RMS role transfer to an MSC if the trial will not commence in the RMS’s. 
• Adjust RMS timelines after response sponsor to reinforce RMS authority on concluding part I  . 
• Enable expedited procedure func;onality (eg support shorter timelines for the review of mononational 

trials (no coordinated review).   
• Treat multiple MS additions as a single procedure, allowing added MSs to view and comment on Part I 

considerations of the added MS as in initial applications. 
• Consider timeslots for better planning especially in periods with less resources (winter and summer break) 

on top of reinforcing fair workshare between MS. 
• Consider the introduction of sponsor clock stops once a Request for Information is received will help 

ensure that sponsors have sufficient time to respond to critical issues, particularily those which require 
significant changes to core documentation such as the protocol and participant information materials. This 
could potentially greatly reduce the need for additional RFIs, the conditional approval of trials or trial 
rejection. This could overall help ensure that trials can start as soon as possible without the need for 
additional submissions or applications.    

• Enforce timelines stipulated in CTR, prevent unwanted (but currently frequent) overruns. 
• As a future objec;ve registries with inves;gator CVs, DoI and other applicable documents  should be made 

available within CTIS for MRECS and NCAs. 

 
Conclusion 
These targeted reforms will foster a leaner, risk-adapted regulatory environment that preserves 
patient safety, protects data quality, while restoring Europe’s competitiveness as a site for clinical 
research. Since we only provide examples at this stage, we propose establishing a dedicated wri`ng 
commiaee involving all major drivers of clinical trials: inves`gators, MREC representa`ves, industry 
representa`ves, NCAs, and pa`ent advocates, to review the CTR ar`cle by ar`cle.   
 
Board of MedEthicsEU, 18 September 2025 
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Background Information

The Recommendation on the Governance of Clinical Trials (hereafter, the “Recommendation”) was
adopted by the OECD Council on 10 December 2012 on the proposal of the Committee for Scientific
and Technological Policy (CSTP). The Recommendation is intended to facilitate international co-
operation in clinical trials on medicinal products, particularly for trials initiated by academic institutions.
Its primary focus is on improving consistency among national regulations and their interpretations, and
on streamlining procedures for the oversight and management of clinical trials, by introducing a
proportionate regulatory approach, while enhancing the protection of participants in research trials.

The need for an international standard on the Governance of Clinical Trials

Clinical trials, including tests of new medicines or new therapies, as well as optimising existing
medicinal products and procedures, are fundamental to improving health and welfare. This is
especially important during worldwide emergency health crises, such as the recent COVID-19
pandemic, when these clinical trials have to be fast-tracked to produce results as quickly as possible.
However, while medical investigators, particularly in the public research sector, are increasingly
involved in international studies and collaboration, they continue to face a wide array of different
regulatory mechanisms across countries. This, combined with the tight national regulations to ensure
patient safety and methodological quality, has led to administrative complexity that has led many well-
conceived clinical trials aimed at addressing important public health problems to either not be
conducted or to be so delayed that their impact is reduced. This is particularly true for the conduct of
international clinical trails that involve multiple centres, and for trials initiated by academic structures
that may not have well developed administrative support.

It is with this in mind that the OECD Global Science Forum (GSF), a subsidiary body of the CSTP, has
worked on a harmonised framework for the better international governance of clinical trials, in which
requirements will be based on the risks associated with the study. The Recommendation was
developed following extensive consultations and intensive work involving other OECD committees
(Health Committee, Chemicals Committee, Environment Policy Committee), as well as relevant
stakeholders such as Business at the OECD.

Scope of the Recommendation

The Recommendation contains a set of principles that Adherents should implement to develop a risk-
based oversight and management methodology for clinical trials. These principles are built on two
approaches:

a stratified approach, generally based on the marketing authorisation status of the medical
product, that can be applied in legislation or regulation in a common manner across countries,
and
a trial-specific approach that considers a large number of other issues such as additional
diagnostic procedures, specific populations concerned, or informed consent.

This risk-based approach intends both, to facilitate international clinical trials and to help streamline
the procedures for low-risk clinical trials.

For further information please consult:
http://www.oecd.org/sti/inno/oecdrecommendationonthegovernanceofclinicaltrials.htm.
Contact information: gsforum.contact@oecd.org.

Implementation
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The 2020 Report on the implementation, dissemination and continued relevance of the
Recommendation on the Governance of Clinical Trials, was approved by the CSTP on 9 September
2020. It demonstrates a growing awareness regarding the need to adopt a risk-based approach to
oversight and management methodology in clinical research regulation. Although Adherents may still
have different interpretations of risk-based regulatory processes, a very high percentage of those
Adherents have started to adopt this approach.

Another important and positive element is that Adherents usually adapted their whole regulatory
procedures to take into account the consequences of risk categories in the various elements of the
regulatory approval process.

However, the Report also reveals a lack of standardisation of regulatory processes between
Adherents, even when they have adopted a coherent risk-based approach. This is a major concern as
such heterogeneity will continue to considerably hinder the development of international clinical trials,
which are essential for evaluating treatments for rare diseases or during emergency crisis, such as the
COVID-19 pandemic. The development of common international standards and procedures should,
thus, be one area of the implementation process on which Adherents’ focus should be particularly in
the coming years.

The Report was developed by the GSF through an online questionnaire in 2018 – 2019, but the
finalisation of the Report took place after the COVID-19 pandemic started, which allowed for
discussions between Adherents on the role of the Recommendation to address the crisis. The key
message emerging from the Report that resonates particularly loudly in the context of the COVID-19
crisis is that adopting harmonised risk categories – as proved for in the Recommendation – is a critical
step in harmonising clinical trial regulations across countries. The COVID-19 crisis has demonstrated
that failure in this regard constitutes a major obstacle to conducting essential clinical trials in response
to pandemics.
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THE COUNCIL,

HAVING REGARD to Article 5 b) of the Convention on the Organisation for Economic Co-operation and
Development of 14 December 1960;

HAVING REGARD to the 2008 Helsinki Declaration on Ethical Principles for Medical Research Involving
Human Subjects, and to the E6 guideline of the International Conference of Harmonisation for Good
Clinical Practice;

RECOGNISING that clinical trials play a critical role in the development and evaluation of new and
effective treatments of human diseases and therefore have a significant effect on public health;

RECOGNISING that the welfare and safety of patients and healthy volunteers participating in clinical
trials must be duly ensured and their rights respected, in agreement with internationally recognised
ethical rules;

RECOGNISING that the reliability of scientific data generated by clinical trials must be guaranteed, in
order to ensure that medical practice is based on sound evidence;

RECOGNISING that many clinical trials are driven by pressing public health needs in areas where
diseases and conditions affect only a small number of patients worldwide, or where treatments are not
commercially viable, or where trials aim to improve existing procedures and prescribing practices, and
that they increasingly involve multi-site international collaboration;

RECOGNISING that differences in national and regional regulations and their interpretation have led to
very complex administrative processes, especially for multinational clinical trials;

RECOGNISING that national regulations that adopt uniform approaches regardless of the risk involved
and of the objective of the trial may hamper the development of clinical trials, particularly those
sponsored by non-profit groups such as universities, hospitals and charities;

RECOGNISING that more coherent and simpler administrative procedures for multinational clinical trials
would be of great benefit to public health;

On the proposal of the Committee for Scientific and Technological Policy;

I. RECOMMENDS that Members adapt their national regulations and procedures to incorporate
a risk-based methodology for the oversight and management of clinical trials, taking into account the
principles set out in the Annex to this Recommendation, of which they constitute an integral part;

II. INVITES non-Members to adhere to this Recommendation;

III. INSTRUCTS the Committee for Scientific and Technological Policy to monitor the
implementation of this Recommendation, review it in light of its impact on the quality of clinical trials and
on the safety of clinical trial participants, and to report to Council within four years of its adoption and as
appropriate thereafter.
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ANNEX

I. OBJECTIVES AND SCOPE

This Recommendation is intended to facilitate international co-operation in clinical trials on medicinal
products, particularly for trials initiated by academic institutions.

Its primary focus is on improving consistency among national regulations and their interpretations, and
on streamlining procedures for the oversight and management of clinical trials, by introducing a
proportionate regulatory approach, while enhancing the protection of participants in research trials.

Although this Recommendation is primarily driven by the need to facilitate co-operation among academic
groups for clinical trials undertaken for non-profit purposes, Members may wish to extend the
implementation of this Recommendation to the oversight and management of all clinical trials, thus
adopting principles similar to those enumerated below regardless of the objective of the trial.

II. PRINCIPLES

Members should implement a risk-based oversight and management methodology for clinical trials
reflecting the following principles for risk assessment. These principles combine (A) a stratified
approach, generally based on the marketing authorisation status of the medical product, that can be
applied in legislation or regulation in a common manner across countries, with (B) a trial-specific
approach that considers a large number of other issues such as additional diagnostic procedures,
specific populations concerned, or informed consent.

A. Stratified approach

A.1. Risk categories

Members should introduce a definition of risk categories for clinical trials in their legislative or regulatory
framework, in line with the following three categories that use the marketing authorisation status of
medicinal products to determine the level and uncertainty of risk:

Category A concerns clinical trials on authorised medicinal products (according to national or regional
regulations) tested in accordance with their marketing authorisation.

Category B concerns clinical trials on authorised medicinal products tested according to treatment
regimens outside their marketing authorisation (in terms of population, condition, administration, or
dosage):

1. supported by published evidence or guidance or established medical practice;

2. not supported by published evidence or guidance or established medical practice.

Category C concerns clinical trials on medicinal products without any marketing authorisation.

Members should also take into account the following product-related modulating factors when assigning
one of the above categories or subdivisions thereof to a clinical trial, as they may impact the risk
assignment, and result in an upgrade or downgrade of the risk level:

• novelty of the medicinal product and/or of its class (including new formulation of a marketed
substance);

• innovative nature of the treatment (e.g. advanced therapy/biologics);

• marketing authorisation obtained in other countries.
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A.2. Risk assessment

The risk categorisation for an individual trial should be proposed by the investigator and/or sponsor, and
later validated by appropriate approval or oversight bodies. These approval or oversight bodies should
have access, whenever needed, to external expertise, particularly through requests to the regulatory
bodies regarding the status of the medicinal product, and through requests to clinical experts regarding
the accepted standard of care.

A.3. Impact of risk categorisation on the oversight and management of clinical trials

Members should ensure that the oversight and management processes of the clinical trials are adapted
to the risk category. More specifically:

A.3.1 Ethical review and informed consent

As specified in the Declaration of Helsinki and in the International conference of Harmonisation (ICH)
E6 guideline, Members should require that ethical review and approval of the protocol by a research
ethics committee or institutional review board be carried out for every trial, regardless of its risk category.
Informed consent from every trial participant should be required as a rule regardless of the risk category
(exceptions may be granted in specific situations, as described in the provisions of the 2008 Declaration
of Helsinki).

A.3.2 Approval of trial by regulatory bodies

Members should require approval by the appropriate regulatory bodies, for instance the Competent
Authority, for category B and C clinical trials.

Members may decide not to require prior approval from regulatory bodies for category A clinical trials.

Members should ensure that regulatory bodies are able to access information through trial registration
and that they can request further information if needed, or perform inspections. Members should strongly
encourage public registration of the key items (including the 20 WHO ICTRP items and the risk category)
of every trial before enrolment of participants, providing open access to information on ongoing trials for
patients, investigators, researchers, health professionals, sponsors, ethics committees, competent
authorities, funding agencies, and health authorities.

A.3.3 Safety reporting

Members should ensure that safety reporting in clinical trials on medicinal products includes, regardless
of the risk category, periodic reports to the appropriate oversight bodies of serious adverse events. They
should also provide for expedited reporting of unexpected serious adverse reactions to the appropriate
oversight bodies having the capacity to detect safety signals, regardless of the risk category. However,
adaptations should be possible based on the protocol of each individual trial (see B.3.3).

A.3.4 Indemnification and insurance

Members should ensure that their regulatory framework takes into account the risk categories for the
purpose of indemnification and insurance. Members should in particular explore how the coverage of
patients in investigator-driven clinical trials in the lower risk categories (products being used in approved
indications, or used outside licensed indications in established treatment regimens, corresponding to
categories A and Ba) could be achieved through indemnification by the national health services or health
insurance system, product liability (for category A), investigator or institution liability, without requiring a
specific trial insurance. However, patients and healthy volunteers should not bear the cost of any
negligent or unforeseen harm related to their participation in clinical trials.

A.3.5 Management of medicinal products

Members should ensure that the cost of medicinal products in categories A and Ba clinical trials is borne
by the same bodies as those bearing the costs in cases where the therapy is used outside the context
of a clinical trial.
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Members should make it possible to use cost-effective techniques for the labelling and tracing of
investigational medicinal products for category A trials (and optionally for category B). Depending on the
study objective and protocol, it should be possible to distribute the medicinal product from the shelf, with
or without a trial-specific label.

Members should allow pharmacies to repackage and re-label medicinal products without specific Good
Manufacturing Practice (GMP) authorisation in category A and B trials.

A.3.6 Documentation

Members should allow for category A and B clinical trials to adapt the trial master file and replace the
investigator brochure by the summary of product characteristics. No Investigational Medicinal Product
(IMP) dossier should be required for category A and cross-reference should be allowed for category B.

B. Trial-specific approach

Members should implement a complementary trial-specific approach to guide the operational processes
of each clinical trial in addition to the general stratified approach.

B.1. Risk assessment principles

Sponsors, service providers, investigators, patient representatives, ethics committees and health
authorities should develop common risk assessment tools to support the risk assessment of individual
trials, enabling their use in multinational studies. Risk assessment tools should cover the main risk
determinants, including:

I. Risk to patients' rights:

1. information and informed consent

2. personal data protection

II. Risk to patients' physical integrity and safety:

1. safety of the treatment intervention

2. risk of diagnostic intervention

3. vulnerability of the patient population

III. Risk to data integrity and public health:

1. data quality, data management and analysis, data access and publication

2. credibility of results

3. impact on public health

Risk assessment in clinical trials should be considered as a dynamic process, and be continuously
reviewed and updated during the conduct of the trial. This process should take into account, in particular,
amendments, deviations, or safety events and results of relevant data generated outside the study.

To promote uniformity and coherence in risk assessment, Members should organise training of risk
assessors such as sponsors, investigators, ethics committees or Institutional Review Board, competent
authorities, insurance companies, or patients' representatives.
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B.2. Risk assessment procedure

Assessment of risk in a trial should be undertaken early in the process, in parallel with the development
of the protocol, to ensure that the trial design, risk mitigation, and trial management plans included in
the protocol take risk fully into account.

The level of risk to patients' rights and physical integrity and safety for a given trial should be assessed
in light of the potential benefit associated with the research.

The nature and extent of risks associated with an individual trial should be assessed by the investigator
and/or the sponsor.

B.3. Risk-adaptation and risk mitigation

The nature and extent of risks associated with each individual trial should impact the supervision and
management processes of the clinical trial, and result in adapted provisions for risk mitigation.

B.3.1 Ethical review and informed consent

As stated in A.3.1, Members should ensure that ethical reviews and the collection of individual informed
consents are not affected by the nature and extent of risks and follow the principles articulated in the
2008 Declaration of Helsinki and the ICH E6 guideline.

B.3.2 Approval by regulatory bodies

It should be possible to adapt the content of the application dossier based on the protocol of the
individual trial.

B.3.3 Safety reporting

It should be possible to adapt the adverse event reporting requirements to the individual trial, to the
nature of the intervention and cumulated previous experience, and to the medical condition of the patient
population. It should also be possible, in agreement with the appropriate regulatory bodies, to include
specific provisions in the trial protocol for the reporting of some types of foreseeable adverse events to
be waived. The requirement for a Data Safety and Monitoring Board should also be linked to the nature
of the trial.

B.3.4 Management of the medicinal product

Given that the objective of the trial and the risk assessment may affect the traceability of the medicinal
product, labelling should take into account the particularities of the trial, the blinding procedure, the way
of administering the medicinal product and the characteristics of the patient population. Treatment
compliance regimes should also be adapted in line with the objectives of the clinical trial.

B.3.5 Indemnification/insurance

Indemnification/insurance provisions and costs, where required, should be proportionate to the risk to
participants' integrity and safety. Risk assessment principles similar to those described in principle B.1.II
should be used to determine the nature and extent of risk to patients’ physical integrity and safety.
Common risk assessment tools should be developed to help assess risks in a manner that is consistent
across locales.

B.3.6 Quality management

Trial quality management should adapt to the particularities of the trial and to the nature and extent of
risks. Risk assessment should identify the key trial parameters. Quality management plans should focus
on mitigating key risks.

B.3.7 Control procedures
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Inspections, audits and monitoring should be established in a manner that is proportionate to the risk
stratification and trial-specific assessment, and take into account the provisions made to take these risks
into account.
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About the OECD

The OECD is a unique forum where governments work together to address the economic, social and
environmental challenges of globalisation. The OECD is also at the forefront of efforts to understand
and to help governments respond to new developments and concerns, such as corporate governance,
the information economy and the challenges of an ageing population. The Organisation provides a
setting where governments can compare policy experiences, seek answers to common problems,
identify good practice and work to co-ordinate domestic and international policies.

The OECD Member countries are: Australia, Austria, Belgium, Canada, Chile, Colombia, Costa Rica,
the Czech Republic, Denmark, Estonia, Finland, France, Germany, Greece, Hungary, Iceland, Ireland,
Israel, Italy, Japan, Korea, Latvia, Lithuania, Luxembourg, Mexico, the Netherlands, New Zealand,
Norway, Poland, Portugal, the Slovak Republic, Slovenia, Spain, Sweden, Switzerland, Türkiye, the
United Kingdom and the United States. The European Union takes part in the work of the OECD.

OECD Legal Instruments

Since the creation of the OECD in 1961, around 460 substantive legal instruments have been
developed within its framework. These include OECD Acts (i.e. the Decisions and Recommendations
adopted by the OECD Council in accordance with the OECD Convention) and other legal instruments
developed within the OECD framework (e.g. Declarations, international agreements).

All substantive OECD legal instruments, whether in force or abrogated, are listed in the online
Compendium of OECD Legal Instruments. They are presented in five categories:

• Decisions are adopted by Council and are legally binding on all Members except those which
abstain at the time of adoption. They set out specific rights and obligations and may contain
monitoring mechanisms.

• Recommendations are adopted by Council and are not legally binding. They represent a
political commitment to the principles they contain and entail an expectation that Adherents will
do their best to implement them.

• Substantive Outcome Documents are adopted by the individual listed Adherents rather than
by an OECD body, as the outcome of a ministerial, high-level or other meeting within the
framework of the Organisation. They usually set general principles or long-term goals and have
a solemn character.

• International Agreements are negotiated and concluded within the framework of the
Organisation. They are legally binding on the Parties.

• Arrangement, Understanding and Others: several other types of substantive legal
instruments have been developed within the OECD framework over time, such as the
Arrangement on Officially Supported Export Credits, the International Understanding on
Maritime Transport Principles and the Development Assistance Committee (DAC)
Recommendations.
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1. Introduction

The recording and reporting of adverse events is a critical process for safeguarding the safety of participants

in a clinical trial and essential for ensuring the evidence and accuracy of a medicinal product’s safety profile.

However, it is acknowledged that the collection and reporting of adverse events can be resource-consuming

for both the investigator and sponsor and therefore should be risk-adjusted based on the added value gained

from collecting the adverse event data.

Detailed recording of adverse events is particularly important for medicinal products that are not yet

authorised, and where the data on the medicinal product’s safety profile are insufficient. In contrast, clinical

trials involving well-established authorised medicinal products contribute less with new significant safety

data.

Article 41(2) of the legislation on clinical trials with medicinal products, regulation (EU) No 536/2014 of 16

April 2014 (CTR)1 allows adaptation of adverse event management2 in relation to the individual protocol:

REGULATION (EU) No 536/2014 of 16 April 2014 on clinical trials on medicinal products for human use:

CHAPTER VII, Article 41(2):
“The investigator shall record and document all adverse events, unless the protocol provides differently. The investigator shall
report to the sponsor all serious adverse events occurring to subjects treated by him or her in the clinical trial, unless the
protocol provides differently.
The investigator shall report serious adverse events to the sponsor without undue delay but not later than within 24 hours of
obtaining knowledge of the events, unless, for certain serious adverse events, the protocol provides that no immediate
reporting is required. Where relevant, the investigator shall send a follow-up report to the sponsor to allow the sponsor to
assess whether the serious adverse event has an impact on the benefit-risk balance of the clinical trial.”

In practice, this means that the clinical trial adverse event management can be adapted based on the trial’s

specific design and purpose. Risk adaptation of adverse event management must be solid justified within the

protocol with patient safety and the integrity of trial data remaining as the top priorities.

This guidance describes the requirements and processes needed for implementing risk-adapted adverse

event management.

In the case of clinical trials serving a regulatory purpose (e.g. an indication extension or marketing

authorisation), reference is also made to the ICH guideline E19 on a selective approach to safety data

collection in specific late-stage pre-approval or post-approval clinical trials3.

1 More information about the clinical trials regulation is provided on the website of the Danish Medicines Agency.
2 The term ‘adverse event management’ will be used in this guidance document as a collective term for recording and
reporting of adverse events.
3 ICH guideline E19 on a selective approach to safety data collection in specific late-stage pre-approval or post-
approval clinical trials is available on the European Medicines Agency’s website.
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For general considerations on the risk assessment of clinical trials, please refer to the Risk proportionate

approaches in clinical trials - Recommendations of the expert group on clinical trials for the implementation

of Regulation (EU) No 536/2014 on clinical trials on medicinal products for human use (25 April 2017)4.

2. Requirements in relation to risk adaptation in adverse event management

Sponsors intending to apply any risk adaptation in adverse event management in clinical trials should pay
attention to the following:

1. Any risk-adapted adverse event management must be justified in relation to the specific trial’s
purpose, design and risk assessment. The protocol must include a clear justification along with a
detailed description of the risk-based approaches, including a description of the processes in place
for adverse event management. Guidance on these areas is given in the following sections:

 Process for assessing adverse events in a clinical trial (section 3)
 Risk assessment of a clinical trial (section 4)
 Risk-adapted adverse event management in a clinical trial (section 5)

2. The sponsor must establish whether the medicinal products included in a clinical trial are subject to

stricter national reporting requirements and/or additional monitoring in the EU. Risk adaptation is

usually not possible for authorised medicinal products subject to stricter reporting requirements or

additional monitoring. In case of risk-adapted adverse eventmanagement, the sponsormust confirm

in the protocol that the medicinal products in a clinical trial are not subject to stricter national

reporting requirements in the concerned Member States involved in the clinical trial or additional

monitoring in the EU. The medicinal products subject to stricter reporting requirements in Denmark

is available in the list published by the Danish Medicines Agency. The list of medicines under

additional monitoring in the EU is available on the European Medicines Agency's website.

3. Risk-adapted adverse event management may only be implemented in relation to the recording and
reporting of adverse events and adverse reactions from investigator to sponsor. For information
about the sponsor’s reporting obligations, reference is made to the requirements of the CTR5.

4. Clinical trials investigating diseases with high morbidity or mortality may have primary or secondary
efficacy endpoints that fall under the definition of a suspected unexpected serious adverse reaction
(SUSAR). In such trials, according to CTR Annex III, section 2.5 point (21), it may be justified to
designate specific serious events as disease-related and exempt them from SUSAR obligations. This
in order to avoid systematic unblinding and to maintain the integrity of the trial data. In such cases,
a Data Safety Monitoring Board (DSMB) should be established to monitor unblinded data. If a DSMB
is not established, it must be justified how continuous safety monitoring is ensured in some other
way. It may also be justified to exempt the same serious events from immediate reporting by the
investigator to the sponsor. However, this requires an alternative procedure to ensure that the DSMB
has continuous access to complete safety data.

4 Risk proportionate approaches in clinical trials - Recommendations of the expert group on clinical trials for the
implementation of Regulation (EU) No 536/2014 on clinical trials on medicinal products for human use (25 April 2017)
is available at EudraLex - Volume 10 - Clinical trials guidelines.
5 The sponsor’s obligations in relation to reporting to the authorities are provided in articles 42 and 43 of CTR
536/2014.
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5. The annual safety report (ASR) must describe the risk-adapted approaches under which the ASR has
been prepared. The sponsor is obligated to include all serious adverse reactions (SARs) and all
suspected unexpected serious adverse reactions (SUSARs) in the ASR. If there are exemptions to
immediate reporting of serious adverse events to the Sponsor, it is important to note that all
registered serious adverse events must still be reported to the sponsor, in a timely manner, for the
sponsor to include all the registered serious events in the ASR. The protocol must also state if a single
safety report is submitted for all investigational medicinal products used in the clinical trial, see
article 43(2) of the CTR.

6. Adverse events exempted from recording are not expected to be documented elsewhere. However,
the investigator remains responsible for ensuring that the trial participants’ medical records are
continuously updated with clinically relevant information for healthcare professionals who are
otherwise involved in the patients’ present or future care and treatment. During GCP-inspections
particular attention may be given to how medical records entries are handled.

The protocol template published by the Danish Medicines Agency can be used to prepare the protocol. The
template describes the particulars to be included in the protocol for compliance with the CTR.

3. Process for assessing adverse events in a clinical trial

It is essential for the safety of trial participants and the data integrity, that the sponsor, investigator and other

relevant staff understand and have received training in the processes for assessment, recording and reporting

of adverse events. The processes for assessment of adverse events and the definitions of relevant termsmust

therefore be sufficiently described in the protocol.

The process for assessing whether it is a serious adverse event (SAE), a serious adverse reaction (SAR) or a

suspected unexpected serious adverse reaction (SUSAR) is described below (Figure 1). You will find the full

flow chart for assessment of all events in Appendix 1 and a description of relevant terms in Appendix 2.

These processes must be in place irrespective of whether risk-adapted recording and reporting of adverse

events is implemented.

Figure 1. Assessment of serious adverse events and adverse reactions.

SAE (serious adverse event) A serious adverse event (SAE) means any untoward medical occurrence that at
any dose requires inpatient hospitalisation or prolongation of existing
hospitalisation, results in persistent or significant disability or incapacity, results
in a congenital anomaly or birth defect, is life-threatening, or results in death.
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Causality assessment – is the serious adverse event related to the investigational
medicinal product?
In determining whether an adverse event is an adverse reaction, consideration
shall be given to whether there is a reasonable possibility of establishing a causal
relationship between the event and the investigational medicinal product (IMP)
based on an analysis of available evidence.

See the reference provided in Appendix 2 for guidance on the causality
assessment

SAR (serious adverse reaction) A serious adverse reaction (SAR) is an SAE that is assessed to be related to the
IMP, i.e. the treatment administered in the clinical trial.

Is the serious adverse reaction expected or unexpected?
The determination of whether an event is expected or unexpected is assessed
based on the reference safety information (RSI).

Example: In the case of authorised medicinal products, the RSI is often section
4.8 of the summary of product characteristics (SmPC). Therefore, an adverse
reaction appearing in the SmPC section 4.8 is expected, and an adverse reaction
not appearing in section 4.8 of the SmPC is unexpected.

SUSAR (suspected unexpected serious
adverse reaction)

A suspected unexpected serious adverse reaction means a serious adverse
reaction, the nature, severity or outcome of which is not consistent with the RSI.

ASR (annual safety report) Annual safety report: It is expected that any relevant safety information will be
described in the annual safety report. The report is expected to include a list of
SARs and SUSARs and an assessment of whether these events give rise to
updating the protocol.

Likewise, the annual safety report is expected to include an assessment of
whether the benefit-risk balance is changed or unchanged, meaning if the trial
may continue or if a protocol amendment is required for it to continue.

Annual safety reports must be prepared and reported for all trials

Once a year, the sponsor must summarise cumulative safety information in the annual safety report. Based
on this report, the safety of the trial is evaluated, including if the benefit-risk balance has changed and
whether, on the basis thereof, the trial may continue. The annual safety report ensures the continuous safety
assessment and may therefore not be exempted despite any applied risk-adapted adverse events
management.

The annual safety report must describe the risk-adapted approaches as provided in the clinical trial protocol,
under which the report has been prepared.
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4. Risk assessment of a clinical trial

The level needed for adverse event recording and reporting depends on the evidence base of the investigated
medicinal product. As mentioned earlier, risk-adapted adverse event management must be justified on the
basis of a trial-specific risk assessment.

A risk assessment means the identification of potential risks associated with the concerned trial, based on
the safety of the participants, the investigational medicinal product and the trial design and methods. A
number of different factors influence the extent to which the safety of the trial participants is affected in the
trial, e.g. the status, type and safety profile of the medicinal product, the difference between intervention
and normal clinical practice, and the complexity of the trial. The risk assessment and the associated risk
categorisation of a trial are described below in Figure 2, points 1-4.

Figure 2. Risk assessment of a trial for the purpose of applying risk-adapted adverse event management.

1) Consider the RISK FACTORS likely to impact the safety of the trial participant

At least the following points must be considered and addressed in a risk assessment:

 Whether the medicinal product is authorised, including the total exposure of the medicine and whether the available safety
data of the medicinal product provides sufficient grounds to implement risk-adapted adverse event management.

 The type of medicinal product/intervention (e.g. mechanistic characteristics, pharmaceutical form, route of administration).

 Indication, including the difference between intervention and normal clinical practice.

 Population, including age, gender and other patient characteristics.

 Dose and treatment regimen compared to the authorised dose and treatment regimen described in the product
information, including the use of combination therapy or other medicines given concurrently, including an assessment of
whether this may lead to serious or more frequent adverse reactions, new adverse reactions or new drug interactions.

 Complexity of the trial design.

See Appendix 3 for more considerations of risk factors likely to impact the safety of trial participants.
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2) Assess the RISK LEVEL based on the difference between intervention and normal clinical practice

What is the risk posed to the patient compared to the standard treatment?
What are the risks, and how can they be handled?

“Low-risk” trial = risk level 1

 The investigational medicinal
product(s) is/are authorised

 The intervention is comparable
to standard treatment

 The intervention and the
medicinal product’s evidence
base and safety profile are
robust, also in relation to rare
adverse reactions

 Expected new signals are
minimal

Application of risk-adapted adverse
event management can generally be
justified.

See examples in Appendix 4.

“Medium-risk” trial = risk level 2

 The investigational medicinal product(s)
are authorised, but are used for an
unapproved indication

 The intervention is not significantly
different from the standard treatment,
and the safety profile is expected to be
comparable

 The safety profile of the medicinal
product is robust

Application of risk-adapted adverse event
management can be justified if based on a
trial-specific risk assessment.

The risk assessment and justification should
address the risk factors listed under point 1)
of this figure.

See examples in Appendix 4.

“High-risk” trial = risk level 3

 Investigational medicinal product
or indication is not authorised

 The intervention has not been
studied before or is significantly
different from the standard
treatment

 The intervention and the safety
profile of the medicinal product
have not been sufficiently
studied, and evidence on the
efficacy and safety of the product
is insufficient

 The investigational medicinal
product is authorised but subject
to stricter national reporting
requirements or additional
monitoring. See point 2 in section
2.

Thorough adverse event management
is needed to safeguard patient safety
and to ensure the collection of data on
the safety profile of the medicinal
product.

Full adverse event management is
expected, unless adaptation can be
justified on robust grounds based on a
trial-specific risk assessment.

See examples in Appendix 4.

INCREASED RISK FOR PATIENTS
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3) Assess if risk-adapted adverse event management may be justified

Based on the above risk assessment, a risk-adapted approach to recording and reporting of adverse events may be possible if
sufficiently justified.

Even so, borderline cases may exist, which means that an assessment of the individual protocol and trial design is needed to
determine the required level of adverse event management. In borderline cases, variables like the duration of treatment, whether
or not a life-threatening disease is involved, knowledge of the product’s mechanistic effects, as well as non-clinical signals, along
with data from the clinical development and the total exposure of the medicinal product, may determine which approach is
justifiable. This must be seen in the context of the robustness of the safety profile, also in relation to rare adverse events.

If there are doubts about whether the evidence base of the product’s safety is sufficiently known or whether the intervention may
expose the patient to a risk, conservative/full adverse event management must be applied.

See section 5 on risk adaptation in the management of adverse events.

4) Dedicate a section in the protocol specifically to the justification of risk-adapted adverse event management

This justification must at least include the following:

 Risk assessment of the trial and justification of the level of risk chosen for the trial.

 Description of risk-adapted adverse event management, including reasons why certain SAEs are not be recorded or
not immediate reported to the sponsor.

 Considerations about the risks associated with the chosen risk-adapted adverse event management:
o For trial participants?
o For data integrity?

 How risks in the trial can be prevented and/or reduced?

The extent of the justification depends on the level of risk associated with the trial.

5. Risk-adapted adverse event management in a clinical trial

In general, all adverse events must be recorded and all serious adverse events must be reported to the

sponsor, unless the risk-adapted adverse event management is supported by the risk assessment

documented in the protocol.

Authorised medicinal products have generated a sufficient evidence base for their use with respect to the

populations and indications as described in the SmPC, and the safety of authorised medicinal products is

monitored on an ongoing basis (see Appendix 5). In relation to clinical trials with authorised medicinal

products, it may therefore be possible to adapt recording and reporting of adverse events proportionate to

the risk level of the trial. Conversely, it can usually not be justified to reduce the recording and reporting of

adverse events for trials with non-authorised medicinal products.
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The protocol must always provide justification for any risk-adapted approach on the basis of a trial-specific

risk assessment and if there is a risk of new, more serious or more frequent adverse reactions. Regardless of

the selected approach, the investigatormust always have the possibility of recording any event and reporting

these to the sponsor if the investigator finds this relevant/necessary.

The possibility of applying a risk-adapted approach to the recording and reporting of adverse events and

adverse reactions from investigator to sponsor is described below in Table 1 and Tabel 2. SUSARsmust always

be reported by the sponsor to the EudraVigilance database regardless of the risk-adaptation applied to

adverse event management, as stipulated in the CTR6. Likewise, the sponsor is required to submit annual

safety reports (ASRs) via CTIS7.

Table 1. Risk-adapted adverse event management based on the level of risk associated with the trial

Risk level: Risk level 1 = “Low” Risk level 2 = “Medium” Risk level 3 = “High”

Recording of adverse events

Is risk-adaptation for AE
recording possible?

YES
– AE recording can be

exempted

YES
– AE recording can be exempted

NOb)

– all AEs must be recorded

Is risk-adaptation for SAE
recording possible?

YES
– SAE recording can be

exempted

YESa)

– SAEs pursuant to a predefined
list in the protocol can be
exempted from recording

NOb)

– all SAEs must be recorded

Is risk-adaptation for SAR
recording possible?

YES
– only suspected unexpected
serious adverse reactions
(SUSARs) must be recorded

YESa)

– SARs pursuant to a predefined
list in the protocol can be
exempted from recording

NOb)

– all SARs must be recorded

Reporting of serious adverse events from investigator to sponsor

Is risk-adaptation for SAE
reporting to sponsor possible?

YES
– SAE reporting can be

exempted

YESa)

– immediate reporting of
recorded SAEs can be exempted,
but must be reported to the ASR

NOb)

– all SAEs must be reported
immediately to sponsor

Is risk-adaptation for SAR
reporting to sponsor possible?

YES
– only suspected unexpected
serious adverse reactions
(SUSARs) must be reported
immediately to sponsor

NOb)

– all recorded SARs must be
reported immediately to sponsor

NOb)

– all SARs must be reported
immediately to sponsor

Sponsor’s reporting obligations

SUSAR reporting SUSARs must always be reported by the sponsor to the EudraVigilance database.

Annual safety report (ASR) The ASR must always be submitted by the sponsor via CTIS. See also section 3.

a) Must always be justified based on the trial-specific risk assessment
b) Generally not possible, unless robust justification provided

6 Find more information about reporting to the EudraVigilance database on the website of the Danish Medicines
Agency.
7 Clinical Trials Information System (https://euclinicaltrials.eu/)
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Tabel 2. Description of risk-adapted adverse event management.

Description of risk-adapted adverse event management based on the risk level

Adverse event management at
risk level 1:

The investigator must at least record adverse events satisfying all the following three criteria:
1) The adverse event must be serious (serious adverse event, SAE)
2) The adverse event must be suspected to be related to the investigational medicinal product

(serious adverse reaction, SAR)
3) The adverse event must not appear in section 4.8 of the summary of product

characteristics.

In reality, it is the investigator who must assess expectedness when only suspected unexpected
serious adverse reaction (SUSARs) are to be recorded.

The investigator must report all recorded adverse reactions (subject to the above requirements) to
the sponsor within 24 hours.

The investigator must always have the possibility of recording and reporting any event to the sponsor
if the investigator finds this relevant/necessary and this must be stated in the protocol.

Adverse event management at
risk level 2:

In general, all SAEs must be recorded, but the sponsor may include in the protocol a predefined list of
SAEs not to be recorded. This could be SAEs either associated with the investigational medicinal
product or an underlying disease. SAEs in this category could be administrative/planned
hospitalisation, exacerbation of underlying disease, or in the case of the treatment of intensive-care
patients expected to have a critical disease course involving, for example, multiple organ failure.

SAEs that are related to the investigational medicinal product (=SARs) and are listed in section 4.8 of
the product information (known adverse reactions) may generally be exempted from recording. In
case of that other SARs than expected (known adverse reactions, see 4.8 of the product information)
will be exempted from recording, this must be further justified.

Any SAEs and/or SARs exempted from the recording must always be clearly stated and justified in the
protocol.

The reporting of SAEs to the sponsor within 24 hours can be omitted, if predefined in the protocol
and justified. However, all SAEs recorded and deemed related to the intervention (causal
relationship) must be reported immediately to the sponsor. In other words, all recorded SARs must
be reported to the sponsor within 24 hours.

If SARs are exempted from immediate reporting due to the fact that they are recorded as part of the
clinical trial’s primary or secondary efficacy endpoints, continuous safety monitoring must be ensured
through a DSMB. Please see point 4 in section 2.

For SAEs exempted from immediate reporting, it is important to note that all SAEs recorded but not
reported immediately, must still be reported to the sponsor no later than before preparation of the
ASR, and the specific frequency of reporting must be stated and justified in the protocol.

The investigator must always have the possibility of recording and reporting any event to the sponsor
if the investigator finds this relevant/necessary and this must be stated in the protocol.

Adverse event management at
risk level 3:

It is expected that all AEs/SAEs are recorded, and that all SAEs/SARs are reported to the sponsor
within 24 hours. Risk-adaptation is in general not possible, unless the sponsor can provide a robust
justification based on a trial-specific risk assessment.
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6. Appendix

Appendix 1 – Assessment of events and adverse reactions in a clinical trial

Adverse Event (AE)

Seriousness
assessment

Serious Not serious

Serious adverse event (SAE) Adverse event (AE)

Causality assessment

Related to
investigational
medicinal
product (IMP)

Not related Related to
investigational
medicinal product
(IMP)

Not related

Serious
adverse
reaction (SAR)

Serious adverse
event (SAE)

Adverse reaction
(AR)

Adverse event
(AE)

Expected vs.
unexpected

Serious adverse reaction (SAR)

(expectedness)
assessment

Suspected unexpected serious adverse reaction
(SUSAR)

It is a SUSAR if the answer is yes to all the following questions:
– Serious event?
– Related to IMP?
– Unexpected (in relation to RSI)?

Unexpected

Expected
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Appendix 2 – Description of selected terms

Adverse event (AE):

Any untoward medical occurrence in a subject to whom a medicinal product is administered and which does

not necessarily have a causal relationship with this treatment.

Seriousness criteria:

The event is serious if at least one of the following criteria applies:

- inpatient hospitalisation or prolongation of existing hospitalisation

- results in persistent or significant disability or incapacity

- results in a congenital anomaly or birth defect

- is life-threatening

- results in death

Serious adverse event (SAE):

Any untoward medical occurrence that at any dose requires inpatient hospitalisation or prolongation of

existing hospitalisation, results in persistent or significant disability or incapacity, results in a congenital

anomaly or birth defect, is life-threatening, or results in death.

Causality assessment:

A causality assessment is used to assess if an event is related to investigational medicine/intervention or not.

In determining whether an adverse event is an adverse reaction, consideration shall be given to whether there

is a reasonable possibility of establishing a causal relationship between the event and the investigational

medicinal product based on an analysis of available evidence.

In the absence of information on causality provided by the reporting investigator, the sponsor shall consult

the reporting investigator and encourage him to express an opinion on this issue. The causality assessment

given by the investigator shall not be downgraded by the sponsor. If the sponsor disagrees with the

investigator's causality assessment, the opinion of both the investigator and the sponsor shall be provided

with the report.

The WHO-UMC’s method may be used to make the causality assessment:

https://www.who.int/docs/default-source/medicines/pharmacovigilance/whocausality-assessment.pdf

Serious adverse reaction (SAR):

Is an SAE in which the event is assessed to be related (see causality assessment) to the investigational

medicine and/or intervention.
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Suspected unexpected serious adverse reaction (SUSAR):

A serious adverse reaction, the nature, severity or outcome of which is not consistent with the reference safety

information. Whether an incident is unexpected or expected is determined based on the reference safety

information.

Reference safety information (RSI):

The determination of whether an event is expected or unexpected is assessed in relation to the reference

safety information (RSI). Often, parts of the product information or parts of the Investigator's Brochure (IB)

are used as RSI for the investigational medicinal product.

Example:

In the case of authorised medicinal products, the RSI is often a part of the summary of product characteristics

(SmPC), i.e. an adverse reaction appearing in the SmPC, often section 4.8, is expected; an adverse reaction

not appearing in the product information is unexpected.

Annual safety report (ASR):

Any relevant safety information is expected to be described in the annual safety report. A list of SARs and

SUSARs is expected, including an assessment of whether these events give rise to updating the protocol.

The annual safety report must describe the risk-adapted approaches subject to which it has been prepared.

Likewise, the annual safety report is expected to include an assessment of whether the benefit-risk balance

has changed or is unchanged, meaning if the trial may continue or if protocol amendments are required for it

to continue.

It is possible to submit a single safety report on all investigational medicinal products used in a clinical trial,

see article 43(2) of the CT regulation.
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Appendix 3 – General considerations about risk factors and risk minimisation measures

The following may be considered in connection with the risk assessment (list is non-exhaustive):

• Does the trial population consist of healthy trial subjects or patients?

• Is the investigational medicinal product authorised, and is it used in compliance with what has been

approved and described in the product information? If not, consider the following:

 Are there changes to the dosage regime/route of administration?

 Are there changes to the population/indication?

 How will these changes impact the safety of trial participants?

• What are the known/expected risks, both in relation to the trial design and/or the investigational

medicinal product?

 Have these risks been addressed in normal clinical practice?

 If the adverse reaction profile of the investigational medicinal product is unknown, which

risks are expected based on non-clinical data and/or based on the knowledge from other

medicinal products containing the same active substance?

 Is the duration of treatment supported by previous experience?

 Is there a risk of dosing errors?

• Are there any risks of interactions with other treatments given concurrently that could increase the

risk to trial participants?

• Is there a need for further safety monitoring of the trial participant in addition to that provided in

standard treatment? This could be additional laboratory tests, ECG, imaging, biopsy, more frequent

visits to the doctor.

• Are further risk minimisation measures needed? The following may be considered:

 Restrictive inclusion and exclusion criteria, e.g. exclusion of persons with a particular risk due

to secondary diseases, resulting from impaired kidney/lung/heart/liver function or the use of

certain medicinal products.

 Adjustment of treatment regimen and duration, including sufficient monitoring and facilities,

rescue medicine and the presence of trained (emergency) staff when relevant.

 Stopping criteria or (dose) modification of the investigational treatment, e.g. using a

protocol-specified treatment algorithm or an independent Data Safety Monitoring Board

(DSMB).

 Focused recording of adverse events and adverse reactions, e.g. organ-specific events or

events giving cause for specific concern; reporting to the sponsor and authoritiesmust comply

with the legislative requirements at all times.

 Further safety monitoring, e.g. by way of experts in the disease, in its routine treatment and

in the investigational medicinal product/study treatment; an independent DSMB for the

assessment of new safety data and benefit-risk balance.
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Appendix 4 – Examples of clinical trials at the different risk levels

Examples “low-risk” trials (risk level 1):

• Low-intervention trials8

• Trials with authorised medicinal products involving an approved indication in which the intervention is

normal clinical practice.

• Trials with authorised medicinal products involving a well-established off-label indication which is

normal clinical practice and supported by published evidence.

Examples of “medium-risk” trials (risk level 2):

• Trials with authorised medicinal products involving an unapproved indication in which the studied

indication/population/treatment DOES NOT differ significantly from the authorised indication or

normal clinical practice, and where the safety profile is expected to be the same.

• PK/PD trials with data available from other authorised medicinal products in the same pharmacological

class.

Examples of “high-risk” trials (risk level 3):

• Trials with non-authorised medicinal products or authorised medicinal products with limited knowledge

about adverse reactions9.

• Trials with authorised medicinal products involving an unapproved indication in which the studied

indication differs significantly from the approved one, e.g. another disease area or a special population

such as children for which the safety profile of the intervention has not been established despite the

status of the medicinal product.

• Trials with combination treatment with two or more medicinal products, posing a risk of drug

interactions and where it is not possible to break down the adverse event management on the

individual medicinal products.

• Trials with modified medicinal products without a marketing authorisation, for example a new

formulation/pharmaceutical form.

• Trials in which the medicinal product is used in combination with medical devices or other medicinal

products with an expected synergistic effect (e.g. electroporation).

8 Under article 2(3) of the CTR, a low-intervention clinical trial is a clinical trial which fulfils all the following conditions:
a. the investigational medicinal products, excluding placebos, are authorised;
b. according to the protocol of the clinical trial, i) the investigational medicinal products are used in accordance

with the terms of the marketing authorisation; or ii) the use of the investigational medicinal products is
evidence-based and supported by published scientific evidence on the safety and efficacy of those
investigational medicinal products in any of the Member States concerned; and

c. the additional diagnostic or monitoring procedures do not pose more than minimal additional risk or burden
to the safety of the subjects compared to normal clinical practice in any Member State concerned;

9 Including authorised medicinal products subject to additional monitoring and stricter reporting requirements
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Appendix 5 – Evidence generation and data sources for authorised medicinal products

Medicinal products used in clinical trials are categorised as investigational medicinal products whether or not
they have a marketing authorisation. Consequently, adverse event data collected in a clinical trial are not
automatically sent to the marketing authorisation holder. Instead, alternative mechanisms ensure that the
marketing authorisation holder can gain a complete overview of emerging safety data. One such mechanism
is the sponsor’s ongoing reporting of SUSARs to EudraVigilance database which are searchable by the
marketing authorisation holder. Another mechanism is the literature searches made by the marketing
authorisation holder which aim to identify publications containing safety data related to the concerned
medicinal product (Figure 3).

Figure 3 Safety data sources for authorised medicinal products

As illustrated in the figure above, literature searches will also identify adverse reaction data from other
sources, such as registry-based studies. This reveals a complex array of data sources that collectively provide
a comprehensive evidence base for the safety of the medicinal product.

Each source of adverse reaction data has its advantages and disadvantages concerning the quality of the
evidence it provides, emphasising the importance of all data sources in enhancing the knowledge about
pharmaceutical safety. Spontaneous reports related to authorised medicinal products generate a substantial
volume of data. However, the lack of background frequencies is a significant disadvantage compared to
controlled clinical trials, where frequency comparison is possible. While registry studies allow for such
comparisons, they lack themedical causality assessment that are conducted for each recorded adverse event
in a clinical trial (Figure 4).

Where the array of data sources is complex when it comes to authorised medicinal products, the sole source
of evidence is clinical trials when it comes to non-authorised medicinal products. In this case, the safety
profile has not been validated by means of a marketing authorisation application, and no post-marketing
monitoring has begun. Hence, thorough adverse event management is essential, above all to safeguard the
safety of patients and, secondly, to ensure a fit-for-purpose evidence for any future marketing authorisation
application.
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Exposure will be lowest in the development phase and will in most instances increase significantly once the
product receives marketing authorisation. In the first two years following market placement in the EU, the
medicinal product is subject to additional monitoring. The additional monitoring may be extended, reflecting
the need for further evidence, and hence is important to consider when evaluating the product's exposure
and evidence base for setting the necessary risk level of adverse event management.

Figure 4 Evidence base for safety data
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7. Change log

Changes from version 1.0 to 2.0:

Version 2.0 includes the
following updates:

• Section 2.2: New wording concerning additional
monitoring list in the EU.

• Section 2.4: Clarification and new wording concerning
trials with high mortality and establishing DSMB.

• Section 2.5: Clarification of which events must be included
in ASR.

• Editorial changes throughout the document, including
changes to the layout.
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