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Clinical trials in EU and CTR
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innovation protection of
public health

Clinical Trials Regulation (EU No 536/2014)

- Make Europe more attractive to conduct
trials

- Ensure patients’ safety, rights and dignity
and reliability of the collected data
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Clinical Trials Regulation

The Clinical Trials Regulation (No 536/2014) was published in May
2014 and will become applicable as soon as the Clinical Trial
Portal and Database achieves full functionality.

The Commission works closely with EMA, Member States and
stakeholders to ensure the efficient implementation of the
Regulation. Key priority is the (1) development of the single
European Clinical Trials Portal and Database (condition for the
Regulation to enter into application);

Additional priorities: practical (2) implementation of CTR, (3)
combination trials with companion diagnostics, (4) trial data
transparency, (5) academic research especially on fields where
economic interest is weaker.
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1. CTIS development
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Functional specifications for the EU portal and EU
database to be audited

+ Endorsement of the full functionality is a condition for the
publication of the notice in the official journal which is the start of
the transition period of 6 months that precedes the applicability of

the CTR
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Link CTIS - CTR

« CTIS: (1) streamlines and facilitates the flow of
information for the autorisation and supervision of clinical
trials in the EU and (2) support publication of information.

- The functional specifications! describe the elements of the
database for the audit.

+ 1 https://www.ema.europa.eu/documents/other,
functional-specifications-european-union-eu-portal-eu-database-be-

audited _en.pdf
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https://www.ema.europa.eu/documents/other/functional-specifications-european-union-eu-portal-eu-database-be-audited_en.pdf

Link CTIS - CTR

+ High-level functionalities:

- Sponsors: application submission, supervision and update of
information

- Member States: authorisation of applications and supervision

- EU Commission: supervision of regulatory systems in EU and in 3™
countries (union controls)

- General public: access clinical trials information for transparency
- EMA: database control

+ Additional key functionalities are not part of the audit.
(e.g. annual safety reports, reporting tools, link to the
EudraVigilance database)
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CTIS governance structures

making on the outcome of the audit

EU CTR Coordination Group

Monitoring sub-group

S 2R B T Ownership of the final product at

Sponsor different levels

MS Product Owners Product

MS Rapporteurs Owners

Delivery of the final product and direct
interaction with contributing experts
(Product Owners, Rapporteurs)

Project & contract management
and technical oversight
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CTR - Timeframe (1)

EMA management board endorsed a timeframe in 2015,
foreseeing an audit in August 2017. In June 2017, this date was
postponed to 2019 due to technical difficulties with the
development of the IT systems.

In December 2018, the Management Board decided to revise the
delivery approach and to set up a close monitoring of the
project.

Iterative development driven by product owners from Member
State and Sponsors side has started on the 11th of June 2019
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CTR - Timeframe (2)

STATUS

EMA MB decided in October 2019 to prolong the monitoring period
for at least 3 releases (i.e. 9 months) and to develop two
actions further:

1) Improvement of the quality of the supplier

2) Reprioritisation of the critical items needed for audit

Reprioritisation is based on (selected) end-to-end testing in a
“sandbox” (i.e. a functional version of CTIS)

EMA MB will consider the timing of the audit on the basis of the
results of the two actions - the exact timeframe for the audit
remains to be announced.
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2. Guidance documents for the
implementation of the CTR
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Commission

11

The Commission involvement for
supporting guidance documents

+ DG SANTE/MS (CTEG)

guidance documents: 3 W
EudraLex-Volume 10 i et b s s DO

« Collaboration with EMA and T
CTFG

» Separately for the Directive
2001/20/EC and the
Regulation (EU) No 536/2014

» Stakeholders are encouraged
to follow the documents for
CTR as much as possible and
in compliance with the

Directive.
European
Commission

12




Clinical Trials Expert Group

1 NCA and 1 Ethics Committee member from each MS, EMA as observer

- REGISTER OF COMMISSION EXPERT GROUPS

and Other Similar Entities

Home
Group Details - Commission Expert Growp

How is the register
organised

Bipatgriuns dptin Details | Additional Information | Meetings | Subgroups | Statistics | Members

Quick search
Mame: Expert group on dlinical trials (£01464) Active
e Policy Area: Public Heaith

Hows

Lead DG: SANTE - DG Health and Food Safety

Mectings
Calls for applications.
Contact the register

Downlosd

In draming up implementing Commission guidesnes.
legistation on clinical triaks.

http://ec.europa.eu/transparency/regexpert/index.cfm?do=groupDet
ail.groupDetail&groupID=1464&NewSearch=1 &NewSeaml

European
Commission

13

Guidance/support documents

Harmonised templates for part II applications (Annex I, CTR):
e CV for investigators, Declaration of Interest, Site suitability
forms (Annex I, M64-66, N67): published on EudraLex10

e Procedure for IC: under development

e Guidance for sponsors about a text to be included in the ICF
about data processing under GDPR (Art 28): under
development

e Guidance document for part II application submissions (Art
28-35), reimbursement agreement: under consideration
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Guidance/support documents

Q&A document for Clinical Trials Regulation (v2 on EudralLex10)

- information on the technical aspects of CTR to facilitate its
implementation

« developed by DG SANTE-CTEG, HMA-CTFG, EMA - endorsed for
publication by CTEG

» addressed mainly to sponsors and CROs

« currently 130 Q&As in 12 chapters - live document for continuous
improvement

e Chapter 7: Q&A on safety reporting with cc. 50 questions (co-
developed with CTFG, HMA) - endorsed in June 2019

+ Separate Q&A on GDPR: based on the report by EDPB (published in
February) — EudraLex-10 April 2019
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Q&A

ToNE ) Q&A document for Clinical Trials

00E20ve OF M Regulation (“hot topics™)

» substantial modifications

» the use of conditions (initial applications,
substantial modifications, addition of a MSC
under Art 14)

« normal clinical practice (including
physiological studies, intervention) ->non-
interventional studies vs. low-intervention
trials

» classification of in vitro diagnostic assays as
IVDs in the scope of clinical trials (CTFG in
the lead with DG SANTE, CTEG, DG GROW,
IVDEG, MDCG) - CTFG stakeholder
discussion end of October by CTFG
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Q&A

&A document for Clinical Trials Requlation: additional recent
endorsements

- Cco-sponsorship

- legal representative
- trials where IMP exposure took place before the start of the trial
- non-substantial changes (Art 81.9 and other)

- early end of the trial
- layperson summary
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Q&A

Q&A document for Clinical Trials Reqgulation: under
consideration

- Timelines involving stand-alone part II applications (Art 11, Art 14)
- Post-trial treatment access
- Union controls

European
Commission
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CTR/IVDR interface

Aim: Clarification of intersection between new regulations to ensure

patient safety and treatment efficacy by appropriate oversight

while supporting innovation:

* Clinical Trials Regulation (REG/2014/536) published in 2014 and
apply with CTIS system reaching full functionality

» In vitro diagnostic (IVD) Regulation (REG/2017/746), apply May
2022

Current focus: qualification of diagnostic assays in clinical trials and

clarification of requirements applicable to them.

Output: Q&As regarding the qualification is expected in the coming

months for joint endorsement by CTEG, MDCG and CTFG. Additional

guidance for the assessment of diagnostic assays used in clinical trials

will be developed afterwards.
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EU CT IVD Project Governance

=
T 5 Medical devi d .
— 2| | clinical trial facilitation c;r'd':;at;‘:c;rzzpj IVD work group Clinicial trial expert
E and coordination (MDCG) (IVD WG), group (CT EG),
s o : DG SANTE
group (CTFG), HMA DG GROW/SANTE
é g DG GROW/SANTE
/CTFG chair Jointed taskforce I
IVD WG co-chair with shared responsibility
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CTFG IVD sub-group IVD WG sub-group

—>Planning phase: Identifying need for clarification on requirements
for assaysin CT

CTFG Clinical Trials Facilitation and Coordination Group

Ditte Zerlang Christensen, CTEG plenary, October 9, 201¢
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CTR/GDPR

GDPR/CTR Q&A:

« final opinion of the EDPB on the Q&A
about CTR/GDPR interplay:
February, 2019

DG SANTE published the final version of
the Q&A in April, 2019
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CTR/GDPR

GDPR/CTR Q&A:

+ Legal basis for personal data processing in clinical

trials
» Data controller

+ Informed consent (Art. 28.2, CTR) vs. explicit consent

(GDPR)

+ Withdrawal of consent for data processing

« Data processing in emergency trials

« Data protection rules in trials with 3™ country sponsor

» Data transfers to outside of the EU

» Trials authorised under CTD

* A guidance will be drafted by the CT EG about the text to be

included in the Informed Consent forms about data proﬁon
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CTR/GDPR Q&A

Legal obligations under CTR for data processing:

- Trial result reporting (Article 37(4) and (8) of CTR);

- Safety reporting (Articles 41-43 of CTR);

- Archival of the clinical trials master file for 25 years and the
medical files of subjects for the time period as prescribed by
national law (Article 58 of the CTR

- Member States inspections (Article 78 of CTR) with access to
clinical trial data and individual patient records to GCP
inspectors.
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CTR/GDPR Q&A: legal basis for data
processing

Primary use (processing related to a specific clinical trial
protocol during its whole lifecycle): Art 6(1) and 9(2) of GDPR

e Legal obligations: safety (Art 41-43 CTR), archiving (Art 58
CTR), inspection (Art 78CTR): Art.6(1)c GDPR
e For scientific or research purposes:
- public interest: Article 6(1) (e) and Article 9(2)(i) or (j) of
the GDPR;

- legitimate interests of the controller: Article 6(1) (f) and
Article 9(2) (j) of the GDPR;

- exceptionally, under specific conditions, subject’s explicit
consent: Article 6(1) (a) and 9(2) (a) of the GDPR.

m European
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CTR/GDPR Q&A: legal basis for data
processing in a clinical trial

Use Legal basis

Legal Safety

obligation Archiving Art.6(1)c Art. 9(2)(i)

under CTR  I'1ngpection

Primary Public interest | Art. 6(1)(e) |Art. 9(2)(i) or (j)

Research Legitimate Art. 6(1)(f) | Art 9(2)(i) or (j)
interest

purposes
Explicit consent | Art. 6(1)(a) |Art. 9(2)(a)
(exceptionally)

The data controller ensures compliance with the data protection rules
(Article 24 of GDPR) and determine the legal basis for processing of

personal data.
n European
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https://ec.europa.eu/health/sites/health/files/files/eu
dralex/vol-10/regulation5362014_qa_en.pdf
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Additional guidance/support
documents

Trial results reporting compliance:

e On EudraCT within 12 months (6 months for
paediatric trials) after the end-date ->
scrutiny and transparency

« Joint letter to sponsors with supporting links
(DG SANTE, EMA, HMA, RTD; July 3)

» Updated EC forms for results and end of trial
dates

« Updated EC technical guidances for fields that .
become public on EudraCT (paediatric, non- -’
paediatric trials)

+ EMA monitoring activities

* Annex I application form to be updated for
better monitoring of EU grant beneficiaries

* Development of additional support material
(technical tutorial on EudraCT)

m European
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point for and the sponsors, will be.

HMA PR

As of April 2019, there are 27,083 cinical triaks completed out of 57,687 trisks inchuded in the
mmmdn«munmmmmmmunnm}m«n
Ths ks
an encouraging trend, m’m.uwm.um n particular, the
reporting comphance for non-commercial sponsors is much lower than for commercial sponsors
. 2
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Joint Letter by the European Commission, EMA and HMA

v Underreporting in general and selective reporting of triaks with positive outcome may lead 1o

AUTHORISED CLINICAL TRIALS N EUDRACT o
scientific efficency of cinal research. I addiion, ueported clevcal trials with unfavourable

Acadermic

Chnical trials are the key drivers of medical innovation and progress in patient-care and disease
prevention. A sufficient level of scrutiny and transparency in ciical trias is essential 1o protect
public heatth and 1o foster innovation in the medical research field. In order 1o achieve this, o
beva rotocs s ekt rekted informaton rganding cirical ik St re suthrived i the
EU needs 10 be kept
Chrical Tras Regiter. Thi i particulary trve for the. timely publcation of chrical il result

cinical triaks in order to allow patients, practitioners, policy makers and other economic Operators 10

The requirements for publishing cinical trial summary results in the £U Clnical Trials Database are
inchuded in the European Commission Guideline 2012/302 OMEC'. Accordingly, 35 of Juby 2014,
year (6 months for paediatric riak) after the
end of a clinical triaf. mwmmmmsmnnmmwdm
sponsors. with about 2 week delay,
ummummummwvum and become availabie for public
scrutiny.

These provisions will remain applicable with & clear legal basis under the European Clinical Trials
) a3 a single entry

Tt g
gt 1
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are particularly encowraged 1o past the results of their triak in EudraCT in order to mammise thei
Vahuabie contribution 1o meet public heaith nerd and to advance chrecal reearch eprslly where
commercial nterest is weaker

In order to mmpr
remind all sponsors about their obligation for the reporting of cinical il summaries in the EU
Clinical Trials Database. i the spirit of the EU legistation, |t & important that ail stakeholders act
ogether heatth,

The following materials and tools are avalable for stakeholders in order 10 provide them with
information T

e e i e Nt s A W
ose/FdraCTNINAQ fors20pubication pot
ks, of results related mformation on chmcal

w/stcalheah T/ e/ cudeabes/v 10/201 01 22 t_enpat
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Trial result posting compliance

’ Publication of joint letter: July 3, 2019 ‘

77 l 78 78
38 39
] I I

april august october
m academia-posted W commercial-posted
APRIL C " "(:% Non-Ci " "‘(% _= J AUGUST Comme'rcial(% Non-Comr'nerciaI(%
Results posted 11851 (77,2%) 726 (23.6%) = Results posted 12431 (78%) st (3$
Non-results posted 3509 (22.8%) 2346 (76.4%) Non-results posted 3592 (22%) ﬁm@z
Total 15360 (100%) 3072 (100%) - Total 16023 (100%) 3680 (100%)
Commercial (% Non-Commercial (%
OCTOBER N " \
Results posted 12696 (77,7%) 1476 (39%)
Non-results posted 3641 (22.3%) 2304 (61%)
Total 16337 (100%) 3780 (100%) m g:ﬁrﬁfi::ion
29
Academic sponsors
- CTEG:
- information exchange about national initiatives;
- normal clinical practice -> low-interventional trials
« RTD: initiatives to improve the regulatory compliance of
projects with EU funding
« CTEG+RTD: CTA form for closer follow-up of trials with
funding from EU and/or national grant schemes (in progress)
« Result publication: development of supporting material
¢ CTIS development: PO status
European
Commission
30
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Union Controls
Art 79.1:

(a)Member States correctly supervise
compliance with the Regulation;

(b)CT regulatory framework in 3" countries
equivalent protection of rights and safety of
patients’ and reliability of the generated data

Art 79.2: public Commission reports with findings

and recommendations

Union Control teams:

- EC inspectors (DG SANTE F5) and national
experts;

- Co-ordinated by the DG SANTE.

Preparatory (fact-finding) missions in EU and

3rd countries start in 2020. Technical trainings

to Commission inspectors on CTIS and regulatory

aspects and development of draft audit

documents, guidance have started. Trainings

for national experts will start in 2020.

European
Commission
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THANK YOU FOR YOUR ATTENTION
DG SANTE B4 Clinical Trial Team
SANTE-PHARMACEUTICALS-B4@ec.europa.eu
o ol
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