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Disclaimer

• All views are my own



Academia

Regulators Industry

Politicians

Many stakeholders with interest EU clinical trial regulation (CTR)

Patients



Making all stakeholders 
satisfied is a balancing act!

A focus on the patients perspectives



Research is about believes based 
on prior knowledge and experience

Believes are not certainty 

Regulation does not lead to certainty

Overregulation will limit innovation

Low innovation, less medical advances 



Regulation should, among other things, ensure

1. Patient autonomy in clinical trials
2. Scientific quality overall/relevance
3. Safe for patients 



Safety aspects - example
NCA/Ethics
Authorize a trial – takes a responsibility
Will be asked to explain if major safety issues occur
No direct gains
->More risk adverse decisions?

Sponsor
Designs the trial
Will be responsible for safety/conduct
Believes in the idea (bias?)
Direct gains – science/economy
->Less risk adverse decisions?

Patients make the final decisions in full transparency with 
possible benefit/risks and in accordance with their own believes



Opportunities/benefit:
Better treatments, better understanding of disease etc.

Safety/ethics – no single person should be 
used as a mean to obtain this with 

unacceptable risks

Balance has to be assessed 
positive

Benefit against risk – it is not math

The patient decides if the 
balance seems right for them



I will not be discussing CTIS functionalities in this presentation



CTR concerns us all

Individual level: Everyone 
can become a patient
• Easy access to studies
• New treatments
• Research improves SoC
• Contribute to science

Society level: Innovation, clinical research is 
important for the EU economy

In parallel, regulators should aim to boost the attractiveness of the 
EU for conducting clinical trials and to expedite access to markets for 
novel medicines. These goals can be supported, among other things, 
by reviewing rules for studies combining medicines with medical 
devices and the application of AI and streamlining guidance across 
different agencies to industry on unmet medical needs, the design of 
clinical trials and the use of real-world evidence. 



CTR – to streamline and accelerate

EU – 27 member states

Multinational trials requires harmonization
- Large trials/rare disease trials depend on 

international collaborations

National evaluations were
- Inconsistent – country-specific protocols
- Slow/unpredictable timelines 





Cover letter
EU application form
Protocol
Investigator’s Brochure
IMPD
GMP compliance
AMP Dossier
Scientific advice/PIP
Labelling
(Questionnaires)

Recruitment arrangements
Subject info/informed consent 
Suitability of investigator
Suitability of facilities
Proof of insurance
Financial /other arrangements
Proof of payment of fee
EU Law on Data protection

One clinical trial dossier

Part I (EU) Part II (Member State) 

Kindly provided by Danish National Center for Ethics



Part 1 – National competent 
authorities (NCAs)

Up to 27 countries 
assess (if all are 

involved)

Reporting member 
state consolidates

- A consistent report

A good and rational in EU



Part 1 – National competent 
authorities (NCAs)

NCA 6
NCA 5

NCA 4

NCA 3
NCA 2

NCA 1

RMS

Insufficient 
consolidation 
of RFIs

Up to 27 
different 
opinions/RFI

Maybe 
inconsistent



Part 1 – National competent 
authorities (NCAs)

NCA 6 + 
Ethics

NCA 5  + 
Ethics NCA 4  + 

Ethics 
NCA 3  + 

Ethics 

NCA 2  + 
Ethics 

NCA 1 + 
Ethics 

RMS

No/less 
consolidation

Up to 27 
different 
opinions/RFI

Maybe 
inconsistent

More difficult



Often different ethics 
within country – with little 
internal communication 

Multiple different NCAs 
with time to consolidate

No consistent European 
system for collaboration 

between ethics and NCAs

An exponential function in terms of 
possible assessment outcomes that 
grows with number of countries

Too much 
unpredictability/inconsistency



Too little attention to the “how” with CTR
- Expectations and empowerment of the RMS
- Consistencies within countries (between 

ethics, between ethics and NCAs)
- Consistencies between countries
- Guidance in CTR interpretation



Assessment procedure – in Denmark

Application for a clinical 
trial through CTIS

One decision for the 
application in Denmark

The Danish Medicines Agency (DKMA)
assesses the application and provides a health professional assessment of 

the documentation

Medical Research Ethics Committees (MREC)
assesses the application and provides a research ethical assessment of the 

documentation

Part I - assessed in coordination with other Member States concerned

Medical Research Ethics Committees (MREC)
assesses the application and provides a research ethical assessment of the 

documentation

Part II – national aspects

EU portal og database (Clinical Trials Information System (CTIS))

Kindly provided by Danish National Center for Ethics



3 Committees

Two sections 

Assessors

+

Secretariat

Administrative

+

National secretariat consists of employees with background in
- Law
- Science 
- Philosophy
- Administrative support staff

The medical research ethics committees are centralized
- More consistency in decisions
- Exchange of ideas/decisions between committees

Part I is also assessed by MREC in Denmark, but the Danish 
Medicines Agency is leading this part

Kindly provided by Danish National Center for Ethics

Denmark is a small country



Timelines

Predictable timelines is a major step forward

RFIs returned:
- From more countries?
- Inconsistent?
Few days is too short time for protocol 
revisions that require work, steering group 
discussions and agreements etc. 

Times are all short for assessors



We need a clock-stop opportunity to 
make best possible assessments and 
best possible protocol revisions 
– but should be controlled!

We need opportunities for direct 
conversations to clarify issues that do 
not necessarily go through CTIS



CTR is only part of a wider ECO system problem

-CTR provides a legal frame-work 
for clinical trials in EU
-EU level funding – enough 
investment in research?
-GDPR – too restrictive?
-Other legal contracts misaligned 

Individual countries
- National funding opportunities
- Other regulations, contracts/agreements
- How research is prioritized and promoted
- Strained health care systems in most EU 

countries (staff shortage, high work load)

Individual sites
- Research culture/training
- Infrastructure for research, support for researcher
- Lack of funding for academic research



Safety reporting - CTR

Flexibility in safety reporting 
guided by the study protocol

NCA/ethics need to agree



Low intervention - CTR

Labelling

Monitoring

Advantages a bit unclear



Cluster trials - CTR 

Simplified consent in cluster trials

- Provided conditions are fulfilled



Emergency trials 

Better opportunities for clinical 
trials in emergency situations



Conclusions

• CTR is here to stay

• CTR was made with good intentions and contains new opportunities

• More work needs to be done on
• Alignments within and between countries 
• Procedures
• CTR revisions 

• CTR is not the only obstacle to research in EU
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