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Background

* Several stakeholder organisations have reached out to the European Commission with concerns
regarding delays in conducting combined studies in the EU due to the complexity of the regulatory
interplay among the Clinical Trials Regulation (CTR) and either the In Vitro Diagnostics Regulation
(IVDR) or the Medical Device Regulation (MDR).

* The topic was identified as a priority during the ACT EU multistakeholder platform workshop held
on 22-23 June 2023.

Combined study (informal definition): clinical trial of a medicinal product together with a
performance study of an IVD or a clinical investigation of a medical device.
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Scope of ‘COMBINE’ Project

* The MDR, IVDR and CTR contain requirements for the respective
individual authorization for clinical investigation, performance studies or clinical trials processes.

 Combined studies are commonly conducted and are important to ensure that innovative
treatments are available to patients. The interaction of procedures is posing a challenge and
smoother interplay between these Regulations would reduce burden on sponsors.

» Scope of project (long-term): clarify and work towards aligning the interface between clinical trials
of investigational medicinal products, performance studies of in vitro diagnostics and clinical

investigations of medical devices.

* Scope of analysis phase: understand challenges and obstacles on the way to alignment of the three
frameworks (MDR, IVDR, CTR) that overlap in combined studies and propose solutions.

1 Analysis of the challenges at the interface between MDR, IVDR, CTR

2 Possible development of solutions that aim to align the interface
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Actors involved
- strategy project approach
/ PROJECT MANAGER (Exgerl grpupst)
* Project group involving competent i |0 o)
authorities from CT, MD and IVD field, = e D e
medical research ethics committee S
representatives and the EMA N e
- Mandate: Outcomes to be endorsed by the relevant EU authority groups ;gys P
(MDCG, CIE WG, IVD WG, CTAG, CTCG, MedEthicsEU) experts
4 functional
areas

- Stakeholder input: Stakeholder reference group spanning CT, MD and IVD
sectors, patients and clinical professionals.

« Steering board of competent authorities and European Commission — expert
group chairs.
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'‘COMBINE’ project group — cross-

functional/MS
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Stakeholder reference group

ACRO (Association of Clinical Research Organizati
AMDM (Association of Medical Diagnostics Manufa
Biomedical Alliance in Europe

COCIR

Conect4Children Stichting

EAN (European Academy of Neurology)

EATRIS (European Infrastructure for Translational
ECRIN (European Clinical Research Infrastructure
EUCOPE

EuropaBio

EAAR (European Association of Authorised Repres
EFPIA (European Federation of Pharmaceutical In
EHA (European Hematology Association)

EORTC (European Organisation for Research and
EPF (European Patients' Forum)

ESMO (European Society for Medical Oncology)
MedTech Europe

MPP Association

NBCG-Med (Notified Body Coordination Group)
TEAM-NB (European Association for Medical Devi
VE (Vaccines Europe)

European
Commission




Track 1 — Outcome — Nature of issues
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Total combined studies applications per year

Total: 402

# number of

combined studies
70 — many studies
60 are multi-country
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Survey highlights

The same regulator deals with Cl's, CT's and PS’s in 61% of responding Member States.
Similarly, 61% of Member States have established at least one ethics committee entity that
can give an opinion on all three types of study.

57% of Member State competent authorities offer advice to sponsors of combined studies
prior to application.

36% of Member States competent authorities offer pre submission meetings prior to the
application of combined studies (70% of these free of charge)

A single ethics application can be made for combined studies involving clinical trials in 14% of
responding Member States.

Currently no Member State accepts a single competent authority application for combined
studies which involve a clinical trial.
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Group

Coordinated
Assessment

# Iltem

1.1 CI/PS Competent Authority Coordinated Assessment

1.2 Aligning Ethics Assessment Procedures (Member State level)

- Coordination between CTR & CI/PS Competent Authority
" Assessment

1.4 1T Infrastructure (interim as well as long-term)

Example of multinational combined study (CT/PS) in 6 Member States:

Performance Study (PS) of  Clinical Trial (CT)

IVD for inclusion of patients with a medicinal product

v

v

v

v

v

v

CT: CTIS — one entry
with coordinated CA
and ethics assessments

PS/CIE: National
procedures by competent
authorities (CAs) and
ethics committees —
currently no coordination
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Next steps for ‘COMBINE’

Scope of analysis: understand enough about issues
to set direction for project plans to solve the issues.

Step-

wise
approa
ch

AGEWSS Development of solution

Too much work to manage
In one project — recommend
Step-wise approach
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Implementation
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DRAFT programme organisation

i Programme ownership
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DRAFT overview of action plan
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High-level timeline
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Next steps for ‘ COMBINE’

 Currently reshaping collaboration into step-wise program approach
- to be agreed and endorsed by the expert groups (Expected launch: Dec).

More information and analysis report on ‘COMBINE’ webpage: Combined
studies - European Commission (europa.eu) Draft COMBINE Analysis Report

Introduction

Track 1: Issues
Track 2: EU Mapping

Track 3: Mapping relevant
activities

Track 4: Analysis

Proposed Direction
Annexes

Appendix: Issues List


https://health.ec.europa.eu/medical-devices-topics-interest/combined-studies_en
https://health.ec.europa.eu/medical-devices-topics-interest/combined-studies_en
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Thanks to the European Commission for supporting the presentation
with the core slide deck and the programme office for additional input
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2  Thank you for your attention!
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Dr. Marianne Lunzer

Department Clinical Trials

BASG -
Austrian Federal Office for Safety in Health Care

Traisengasse 5
1200 Vienna
+43-50555-36251

marianne.lunzer@ages.at
www.basg.gv.at :
gg m European

Commission



mailto:marianne.lunzer@ages.at

