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1. Clinical Trials on Medicinal
Products for Human Use
Change of the Legal Context



Legal context Clinical Trials (CTs)
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Transitional period (3 years)

CTD 01/202201/2023 01/202301/2025 CTR

lstyear= 2nd & 3thyear=

-CT applicatiomanbe - Submissiorof initial applicationsinderCTR
submittedunderCTD or CTF

- - CT applicationapprovedunder CTDcanbe
- CT applicationapproved governedunder CTD
underCTDcanbe governed

underCTD

ClinicalTrial Directive 2001/20/EC

ClinicalTrialRegulatiorb36/2014
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2. Europe:

Clinical Trial Regulation (CTR) N° 536/2014
Medical Device Regulation (MDR) N °
2017/745
In Vitro Medical Device Regulation (IVDR) N °
2017/746



Objective:

To simplify and harmonise the submission and
evaluation process of CT (clinical trial) & CI (clinical
Investigation) applications across Europe

A While applying the highest standards of safety for the
patient/subject and protecting their rights, dignity and well -
being

A Without compromising public health

=> Create a favorable environment for conducting CTs & Cls in Europe



Highlights for Ethics Committees (ECSs)

CTR MDR/IVDR

- - - A Each MSorganises itself to ensure a coordinated
A Each MSorganises itself to ensure a coordinated review of the application by the authorities and

review of the application by the authorities and the EC and provides the sinale opinion of the MS
the EC and provides the single opinion of the MS within timelirﬁ)esvcl)f the revielwgproc%ss

within timelines of the review process . _
Y Need for harmonised procedures across ECs

=> Need for harmonised procedures across ECs . . : ,
P Y coordinated assessment is not yet possible

A Persons assessing the application independent of & pgrsons assessing the application independent of

o The sponsor o The sponsor

o The clinical trial location o The investigators involved

o The investigators involved o natural or legal persons financing the clinical
investigation

and are free of any other undue influence _
and are free of any other undue influence

A Involvement of laypersons is mandatory ( in

particular patients o r  p a torganisationss) A Involvement of laypersons is mandatory ( in

particular patients or p a torganrsdtieng})

A Need_for sufficiently large expertise and A Need for sufficiently large expertise and
experience amongst the members of the EC experience amongst the members of the EC
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European Legislation

CTR

a) Development of a European Portal and Database
by EMA
CTIS=Clinical trial Information system
CTR is applicable only when CTIS is availabl61/2022)

Coordinatedeview

a) 1 singleapplicationvia CTISor all memberstates
(MS)concerned

b) Oneof these MS islesignatedcasreporting MS (RMS)
andprovidesa single opinioro the sponsor incl
coordinatedreviewby other MSconcerned

c) within the timelines as set out in this Regulation

MDR/IVDR

a) Development of European database on
medical devices Eudamed

by European Commission

MDR entered into force on 26/05/2021 , even when
Eudamed is not yet available for the coordinated review

IVDRentered into force on 26/05/2022 , even when
Eudamed is not yet available for the coordinated review

Coordinated review (future )

a) 1 single application via Eudamed for all
member states (MS)concerned

b) One of these MS is designated as coordinating
MS and provides a single opinion to the
sponsor (incl coordinated review by other MS
concerned )

c) within the timelines as set out in this
Regulation



CTR No 536/2014: some major
changes

A. Regulation instead of directive (country -specific adaptations
only for a few aspects) >

B. Development of a European Portal and Database
(https://euclinicaltrials.eu/home )

C. 1 single application via the EU portal for all member states Submission

concerned (MSC)

art
D. One of these MS is designated as Reporting MS (RMS) and
provides a single opinion to the sponsor ( incl coordinated

review by other MSC) DO D60
: : - - Validation Assessment
E. New timelines + deadlines (tacit agreement) RMS A Part | {nclcoordinatedreview) Decision
selection A Partll
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https://euclinicaltrials.eu/home

3. BELGIUM:
Translation of the CTR, MDR and IVDR
Requirements into the Belgian Law and the
Belgian System



New European regulations

CTR MDR IVDR

Entryinto force? Entryinto force: Entryinto force:
31/01/2022 26/05/2021 26/05/2022

Medical deviceregulation
¢ EU 2017/745

In vitro diagnostic
regulation¢ EU 2017/746

Clinical Triaregulation ¢
EU536/2014

Belgianlaw: Belgianlaw:
7/05/2017 22/12/2020 15/06/2022

Belgianlaw:



Belgian Legislation on CTR, MDR & IVDR

RoyalDecree
25/09/2022

RoyalDecree
18/05/2021

RoyalDecree
09/10/2017

Nationallaw on
clinicaltrials
07/05/2017

Nationallaw on
medicaldevices
22/12/2020

Nationallaw on in
vitro medicaldevices
15/06/2022

Medicalin vitro device
regulation¢ EU 2017/746

Clinical Triafegulationg
EU536/2014

Medicaldeviceregulation
¢ EU 2017/745




Belgian Law:

A Previous situation

A Current_situation

Otherexperiments
on humanbeings

Lawof 7 May 2004 Tobe revised

ClinicalTrials
on MedicinalProduct

Experiments
on human
beings

ClinicalTrials
on MedicinalProducts

Clinical Investigations NEWLawof 7 May 2017
on MedicalDevices \_ J

ClinicalInvestigations

on In VitroMedicalDevice Yo A

Clinicallnvestigations Clinicallnvestigations
on MedicalDevice on In VitroMedicalDeviceg

Lawof 7 May 2004

NEWLawof 22 December 2020 A NEWLawof 15June2022 )




.
Highlights of the European Regulations

CTR

CTISClinical trial Information system
European portal and database developed by EMA

Coordinatedreview

a) 1 singleapplicationvia CTISor all memberstates
(MS)concerned

b) Oneof these MS islesignatedasreporting MS
(RMS)and providesa single opiniono the sponsor
(incl coordinatedreview by other MSconcerned

c) within the timelines as set out in this Regulation

Environment

MDR/IVDR

EUDAMED European database on medical
devices
Developed by European Commission

Eudamed is not yet available for the coordinated
review

Coordinated review (future )

a) 1 single application via Eudamed for all
member states (MS)concerned

b) One of these MS is designhated as
coordinating MS and provides a single
opinion to the sponsor (incl coordinated
review by other MS concerned )

c) within the timelines as set out in this
Regulation

14 .b



Implementation of CTR, MDR & IVDR in Belgium
highlights

A National contact point (NCP): FAMHP ( Law of 7 May 2017 Art. 4; CTR, Art 83)
A The FAMHP and the Evaluating EC are jointly in charge of the evaluation

A Reorganisation of the ethics assessment/ Ecs
A 1 independent EC involved per assessment

Persons assessing the application independent of :

o0 The sponsor

0 The clinical trial location

o The investigators involved

o natural or legal persons financing the clinical investigation
and are free of any other undue influence

Involvement of laypersons is mandatory (in particular patients o r p a torganrsdtien$})
Need for sufficiently large expertise and experience amongst the members of the EC
Harmonisedprocedures amongsEcs

ACreatonof a ¢Col |l eged


https://www.ejustice.just.fgov.be/cgi_loi/loi_a1.pl?language=nl&la=N&table_name=wet&cn=2017050704&&caller=list&N&fromtab=wet&tri=dd+AS+RANK&rech=1&numero=1&sql=(text+contains+(%27%27))#Art.4

Ethics Committee (EC) evaluating

applications
_ _ _ Current situation
Previous situation Law of 7 May 2017
Law of 7 May 2004 Law of 22 Dec 2020
A +/- 145 active ECS Law of 15 June 2022

A +/-15 ECs accredited + 1 independent CT College
Anp 9/ FdzZte I OONBRAUSR O6aOSYiUN)Ifté& 9/ abv

A Application dossier is submitted to A 1 submission of the application dossier
0o The competent EC of the hospital through EU Portal
(monocentric study) o received by the FAMHP (national contact point)
0 One competent EC and the ECs o dispatchedo 1 ECbhythe CT College
of the sites involvedniulticentric o For CTR: EU Portal CTIS
study) o For MDR/IVDR: EU Portaldamednot yet
available)
A Each EC has its own procedures A Harmonisedorocedures amongst ECs

Procedure 2004 Procedure 2017

ECgecognized_aw2004 ECgecognized_aw2017

Environment




Organization of ethical review Iin Belgium
under CTD

» CTD & Belgian Law 2004

FAMHP = = Sponsoraamy Sites

25 EGdully

acoreditetl2004
= central EGs +/- 145EGCs

partially

J accretlitetd2004 | [
)i — be
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Organization of ethical review in Belgium
under CTR/MDR/IVDR

» CTR & Belgian law 2017, MDR & Belgian law 2020, IVDR &
Belgian law 2022

FAMHMem= CA of RMSEEE) Sponsoreammy Sites P

Evaluating EC .
College - +/- 15 EGsacoretlited
- (1/CTA) e

= ORHECs

.




Creation of the College : Ministerial Decree

A Independent College created within the Federal Public More information:
Service of Health, Food Chain Safety and Environment. www.ct-college.be

A The legislation defines the mission, organisation ,
composition of the College and its collaboration with FAMHP
() = nd evaluating ECs be
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