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Disclaimer

* All views are my own



Many stakeholders with interest EU clinical trial regulation (CTR)

Academia Politicians

Regulators




\ O 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



DECLARATION OF HELSINKI

Regulation should, among other things, ensure

Adopted by the 18" World Medical Assembly, Helsinki, Finland, June 1964

1. Patient autonomy in clinical trials
2. Scientific quality overall/relevance

L .
)C!gc!ni-slation for better health 3 * S a fe fo r p at I e n tS



Safety aspects - example

NCA/Ethics
A Authorize a trial — takes a responsibility
Will be asked to explain if major safety issues occur
F————¥§ 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?

o S Patients make the final decisions in full transparency with
)\—< possible benefit/risks and in accordance with their own believes




Benefit against risk — it Is not math

Opportunities/benefit:
Better treatments, better understanding of disease etc. Balance has to be assessed

positive

Safety/ethics — no single person should be The patient decides if the

used as a mean to obtain this with

: balance seems right for them
unacceptable risks

(1) In a clinical trial the rights, safety, dignity and well-being of subjects should be protected and the data generated
should be reliable and robust. The interests of the subjects should always take priority over all other interests.
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This text is meant purely as a documentation tool and has no legal effect. The Union's institutions do not assume any liability
for its contents. The authentic versions of the relevant acts, including their preambles, are those published in the Official
Journal of the European Union and available in EUR-Lex. Those official texts are directly accessible through the links
embedded in this document

»B REGULATION (EU) No 536/2014 OF THE EUROPEAN PARLIAMENT AND OF THE
COUNCIL

of 16 April 2014
on clinical trials on medicinal products for human use, and repealing Directive 2001/20/EC
(Text with EEA relevance)
(OJ L 158, 27.5.2014, p. 1)



CTR concerns us all

S JATA

|
Society level: Innovation, clinical research is
Individual level: Everyone important for the EU economy
can become a patient
L4 E a Sy access to St u d | es — In parallel, regulators should aim to boost the attractiveness of the
The future EU for conducting clinical trials and to expedite access to markets for
L N ew tre at me ntS of European novel medicines. These goals can be supported, among other things,

competitiveness

by reviewing rules for studies combining medicines with medical
devices and the application of Al and streamlining guidance across
different agencies to industry on unmet medical needs, the design of
clinical trials and the use of real-world evidence.

 Research improves SoC
 Contribute to science



CTR -to streamline and accelerate

EU-27 member states

Multinational trials requires harmonization
£ - Largetrials/rare disease trials depend on
International collaborations

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



Validation

Assessment Part |
appncauon Initial clinical trial application
0 dossier
4

RMS proposgd

10 6 38
-“ Initial assessment by RMS ** ( Validation + \

©
> > — + Assessment +
N 4 DCE Notification
g
Time allows for = maximum
Willing ] Final input from Ethics
RMS I valida- Committee assessment 60 days
candi- tion
** Maximum time for sponsor to repond’to requested If additional
additional information (RFI) is 12 days, requests for
Coordinated review 12 days information
Consolidation 7 days during
** Additional time possible for consulting experts assessment
for ATMPs & point 1 Annex 726/2004 + 50 days
+31 days =
brmation (RFI) maximum
days 91 days
5 days NE— ——mm— \ )

Timeframe Part ||
harmonised with
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One clinical trial dossier

Part | (EU)

ﬁ)ver letter

EU application form
Protocol

Investigator’s Brochure
IMPD

GMP compliance

AMP Dossier

Scientific advice/PIP
Labelling

wuestionnaires)

~

Part Il (Member State)

/

Recruitment arrangements
Subjectinfo/informed consent
Suitability of investigator
Suitability of facilities

Proof of insurance

Financial /other arrangements
Proof of payment of fee

EU Law on Data protection

Kindly provided by Danish National Center for Ethics

.

\




Part 1 — National competent
authorities (NCASs)

Up to 27 countries Reporting member
assess (if all are state consolidates
Involved) - A consistent report

A good and rational in EU



Part 1 — National competent

authorities (NCAS)

— Upto27
different

Insufficient opinions/RF

consolidation Maybe
of RFls inconsistent

e




Part 1 — National competent

authorities (NCAs)

— Up to 27
different
No/less opinions/RFI
consolidation Maybe

inconsistent

e

More difficult



Often different ethics
within country — with little
Internal communication

Multiple different NCAs

with time to consolidate

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

No consistent European
system for collaboration
: Too much
between ethlcs and NCAS 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

Part | - assessed in coordination with other Member States concerned

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

One decision for the
application in Denmark

Part Il - national aspects

Medical Research Ethics Committees (MREC)

assesses the application and provides a research ethical assessment of the

documentation

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

Kindly provided by Danish National Center for Ethics




/" MREC

L o EARCH National secretariat consists of employees with background in
- Law
122 /222 /2122 - Science
222 ‘222 222 - Philosophy
3 Committees - Administrative support staff

Secretariat

~
Denmalrk 18 @-sfnalt 0ot Nt

- More consistency in decisions
- Exchange of ideas/decisions between committees

Two sections

' SIT-PIT VIV P
ASSESSOrS Part | is also assessed by MREC in Denmark, but the Danish
e 4 Medicines Agency is leading this part

k k Administrative j /

Kindly provided by Danish National Center for Ethics




Timelines

Predictable timelines is a major step forward

RFls returned:
es ave abishortfor assessors
- Inconsistent?
= Few days is too short time for protocol
revisions that require work, steering group
discussions and agreements etc.




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

w Individual countries

- National funding opportunities

- Otherregulations, contracts/agreements

- How research is prioritized and promoted

- Strained health care systems in most EU
countries (staff shortage, high work load)

Individual sites

-CTR provides a legal frame-work - Research culture/training
for clinical trials in EU Infrastructure for research, support for researcher

-EU level funding — enough Lack of funding for academic research

investment in research?
-GDPR -too restrictive?
-Other legal contracts misaligned




Safety reporting - CTR

Article 41
Reporting of adverse events and serious adverse events by the investigator to the sponsor

1. The investigator shall record and document adverse events or laboratory abnormalities identified in the protocol as

critical to the safety evaluation and report them to the sponsor in accordance with the reporting requirements and F leXi bi lity i n S afe ty re p O rti n g

within the periods specified in the protocol.

2. The investigator shall record and document all adverse events, unless the protocol provides differently. The investi- g u i d e d by t h e St u d y p roto C O l_

gator 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 N ‘ : A / t h 1 d t
the sponsor to assess whether the serious adverse event has an impact on the benefit-risk balance of the clinical trial. e I C S n e e O a re e
3. The sponsor shall keep detailed records of all adverse events reported to it by the investigator.

4. If the investigator becomes aware of a serious adverse event with a suspected causal relationship to the investiga-
tional medicinal product that occurs after the end of the clinical trial in a subject treated by him or her, the investigator
shall, without undue delay, report the serious adverse event to the sponsor.



Low intervention - CTR

(3) ‘Low-intervention clinical trial’ means a clinical trial which fulfils all of 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 authorisa-
tion; or

(i) 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;

Labelling
Monitoring

Advantages a bit unclear



Cluster trials - CTR

Informed consent in cluster trials

1. Where a clinical trial is to be conducted exclusively in one Member State, that Member State may, without preju-
dice to Article 35, and by way of derogation from points (b), (c), and (g) of Article 28(1), Article 29(1), point (c) of
Article 29(2), Article 29(3), (4) and (5), points (a), (b) and (c) of Article 31(1) and points (a), (b) and (c) of Article 32(1),
allow the investigator to obtain informed consent by the simplified means set out in paragraph 2 of this Article,
provided that all of the conditions set out in paragraph 3 of this Article are fulfilled.

2. For clinical trials that fulfil the conditions set out in paragraph 3, informed consent shall be deemed to have been
obtained if:

(@) the information required under points (a), (b), (d) and (e) of Article 29(2) is given, in accordance with what is laid
down in the protocol, prior to the inclusion of the subject in the clinical trial, and this information makes clear, in
particular, that the subject can refuse to participate in, or withdraw at any time from, the clinical trial without any
resulting detriment; and

(b) the potential subject, after being informed, does not object to participating in the clinical trial.

Simplified consent in cluster trials

- Provided conditions are fulfilled



Emergency trials

Article 35
Clinical trials in emergency situations

1. By way of derogation from points (b) and (c) of Article 28(1), from points {a) and (b) of Article 31(1) and from
points (a) and (b) of Article 32(1), informed consent to participate in a clinical trial may be obtained, and information
on the clinical trial may be given, after the decision to include the subject in the clinical trial, provided that this decision
is taken at the time of the first intervention on the subject, in accordance with the protocol for that clinical trial” and
that all of the following conditions are fulfilled:

(a) due to the urgency of the situation, caused by a sudden life-threatening or other sudden serious medical condition,
the subject is unable to provide prior informed consent and to receive prior information on the clinical trial;

(b) there are scientific grounds to expect that participation of the subject in the clinical trial will have the potential to
produce a direct clinically relevant benefit for the subject resulting in a measurable health-related improvement alle-
viating the suffering and/or improving the health of the subject, or in the diagnosis of its condition;

(c) it is not possible within the therapeutic window to supply all prior information to and obtain prior informed
consent from his or her legally designated representative;

Better opportunities for clinical
trials in emergency situations



Conclusions

* CTRis 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



ACT EU @ English

Accelerating Clinical Trials in the EU

glell-8 About N | Ourwork >~/ | Newsroom ., | Documents

Better, faster, optimised clinical trials

Improving the clinical trials environment in the European Union through
harmonisation, innovation and collaboration with stakeholders.
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