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Next generation of… study sites
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Next generation of…investigators
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1996



Impossible equation

40% are phase 1 studies!



US, ASIA, AUS: my personal observation
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US

- Crisis in PI leadership

- Concerns about operational  

model (start up, staffing)

- Limited IR resources

- Data quality

- Academic/Private

- Strong scientific platforms 

(still)

Japan, Korea, AUS

- Short start-up time

- Data quality

- Excellent operational models

- High prioritization

- Strong PI expertise

- Translational capabilities?



Preliminary results from a Phase 1, first-in-human 

study of DS-9606, a Claudin 6 (CLDN6)-directed 

antibody–drug conjugate, in patients with tumor

types known to express CLDN6
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FRANCE: My personal observation
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- Strong PI leadership 

- Exceptional 

transitional/science 

capabilities

- IR resources

- UNICANCER

- Long start-up time

- Data quality

- Operational models

- Low prioritization

- Molecular screening (routine)

- And, IVDR…



EU IVDR 

Regulation

…without simplification in IVDR regulation, we may 

skip EU/France for FIH as a prioritized region… 

➢EFPIA 22OCT2024

➢60,000 fewer clinical trial places 

for Europeans

➢Phase 1 trial : despite 

increased phase one trials over 

the past 10 years - 32% to 41% -

the EEA has seen a gradual 

decline from 19% to 14%

➢ Fall in the EEA may be driven 

by the In-vitro Diagnostic 

Regulation (IVDR), which poses 

operational challenges for multi-

country trials in oncology and 

trials which are dependent on 

in-vitro testing.
https://www.efpia.eu/news-events/the-efpia-
view/statements-press-releases/60-000-fewer-
clinical-trial-places-for-europeans-despite-global-
surge-in-research-projects/



FIH  most 

recent internal 

data

Median

* No Companion Diagnostic studies
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1. Although HER2 expression substantially decreased 
at the time of resistance to T-DXd, there is no 
robust evidence that a reduction of T-DXd uptake 
is the dominant mechanism of resistance 

2. Identified mutations of SLX4at resistance in three 
of 21 (14%) patients. SLX4 encodes a DNA repair 
protein that regulates structure-specific 
endonucleases and might have a role in resistance 
to TOP1 inhibition.

3. In contrast to previous data,  no TOP1 mutations at 
the time of resistance

The Daisy trial- GRCC 2022
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Phase 1 site selection: criteria
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1. PI

2. PI

3. PI

4. PI

5. PI

1. A real PI

2. Operational/staffing model 

(data quality/enrolment rate/ 

start up time)

3. Prioritization

4. Translational science

5. Global footprint

6. Innovative systems (ePRO, 

radiomics)

7. Molecular screening 

(routine)

8. Patient diversity



…2030
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Simplicity is the ultimate sophistication
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G-score: Patients Classified by 4 Models (𝒅𝒙, 𝒈𝒙, 𝒈𝒅, 𝒈𝒅𝚽)

g = growth; d = decay. 

dx = decay only; gx = growth only; gd = equal growth and decay; gd-phi = weighted growth and decay

𝒇 𝒕 = 𝒆−𝒅∙𝒕 𝒅𝒙

𝒇 𝒕 = 𝒆𝒈∙𝒕 𝒈𝒙

𝒇 𝒕 = 𝒆𝒈∙𝒕 + 𝒆−𝒅∙𝒕 − 𝟏 𝒈𝒅

𝒇 𝒕 = (𝟏 −𝚽)𝒆𝒈∙𝒕 +𝚽𝒆−𝒅∙𝒕 𝒈𝒅𝚽
𝒈𝒅

𝒈𝒅𝚽𝒈𝒙𝒅𝒙



G-SCORE- UNICANCER-PDAC
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Timing of g score analysis for meaningful IA [TAT-ESMO meeting 2024]
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A new phase 1 methodology

3+3 BOIN
BOIN +

G-SCORE



2030 and 

early 

development
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1. Next gen ADC

• new payloads (new cytotoxic and beyond)

• new moa (masked ADC)

2. TPD

3. Next gen IO

4. Evolution in cancer statistics (aging +metabolic 
syndrome)          HCC, PDAC

5. Biomarker discovery

6. New methodology (study designs/endpoints)
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About TPD…



MERCI !!!!!

(BTW, you are 

baking a very, 

very good 

bread!)





Introduction 

le point de vue académique

J-Y Blay 

2024



SCOPP : phases précoces en cancérologie

Six ans

Forum de dialogue, multipartenaires

Préoccupations : délai accès recherche, délais accès 

remboursement

Des progrès sensibles : Délai/métriques,  AP…

De nouveaux goulots d’étranglement



INTRODUCTION

• The EU recently revised the laws governing medical devices and in vitro diagnostics to

align with the developments of the sector over the last 20 years.

• The priority was to ensure a robust, transparent and sustainable regulatory framework

and maintain a high level of safety, while supporting innovation.

• This included Regulation (EU) 2017/746 on in vitro diagnostic medical device (IVDR)

which came into effect on 26th May 2022 and aims to ensure patients’ safety, provide a more

transparent framework for IVDs and deliver access to innovative medical technologies.

• The implementation of the IVDR has been challenged by a lack of infrastructure, guidance,

and coordination, triggering a series of unintended consequences.



IVDR - OPERATIONAL CHALLENGE

• Expected performance study authorisation prior to use of a diagnostic in a clinical

study, in addition to other requirements, such as authorisation of a clinical trial

application for the medicinal product study and ethics committee approval.

• Protocol submission into EUDAMED without any coordinated process in place,

infrastructure or necessary guidance.

• As a result, the study sponsor must submit an application to every Member State

involved in the clinical trial independently.

• Lack of harmonised rules for performance studies resulting in divergent interpretations

across Member States, clinical trial sponsors and diagnostics manufacturers.

• Some Member States might also have different timing requirements for submitting the

performance study application, or unclear processes about where and how to submit a

performance study application.







EFPIA Survey Results - March 2023

Between 82 and 160 trials are currently being delayed in Europe, with an expected 238 to 420 trials* to 
be delayed over the next 3 years.

These delays mean that between 33,815 to 42,200 patients* in Europe are expected to have delayed 
access to clinical trials over the next 3 years, around half of them (up to 27,400) being cancer patients.

The launch of 89 therapies could be delayed because of this legislation, in innovative therapeutic areas 
such as oncology and rare diseases.

Up to 400 trials are expected to enroll fewer patients, meaning some people missing out on innovative 
new treatments. 

43% of companies surveyed said they expect delays of 6 to 12 months to current clinical trials, with 48%
expecting 6 to 12 months delays over the next three years.

67% of companies would consider reducing the number of EU trial sites if IVDR requirements remain the 
same, noting these trials would move to the US, Canada, UK, and Asia, among other locations.



‘COMBINE’ project
- analysing the regulatory landscape for 

combined studies on the IVDR/MDR/CTR interface

Kick-off meeting - joined project board and group meeting

Oct 31st 2023
Please note: The meeting is being recorded - for 
internal briefing only 



SCOPE OF VHP

❖Multinational (both industry and academic-sponsored) clinical trials 

in the EU involving an IMP requiring CTA submission and an IVD 

requiring a PSA.

❖Inclusion of Ethics Committees, to be considered.

❖National IMP-IVD clinical trials will be facilitated by harmonised

requirents established through the VHP.



EU HEALTH TECHNOLOGY ASSESSMENT (HTA) 
REGULATION



EU HTA REGULATION

Adopted by the EU institutions in December 2021 - Applicable in 

January 2025. 

Establishes a permanent EU framework for joint work & 

collaboration (replacing project-based cooperation).

Aims to improve access to innovative medicines by:

• establishing EU-wide processes for assessing new medicines

(scientific/clinical aspects)

• providing a durable and sustainable framework for EU-wide cooperation

• reducing duplication of work for national HTA authorities and industry

Four main areas of joint work: 

Joint Clinical 
Assessments 

(JCAs)

Joint Scientific
Consultations

(JSCs)

Identification 
of emerging 

health 
technologies

Voluntary 
cooperation in 

other areas



EU HTA REGULATION

New concept of Joint 
Clinical Assessments 

(JCAs)

Assessments of new 
health technologies 

conducted at the EU level

Key aspects of JCAs

JCA reports can be considered at the 
Member States level, though there is no 

hard obligation to use them.

JCAs will only cover clinical domains (i.e. 
currently used technologies, description, 

relative clinical effectiveness, etc.).

Non-clinical domains (i.e. economic 
evaluation, ethical aspects, etc.) will not 

be assessed through JCAs.

Benefits of JCAs

Lower unnecessary duplication of 
work for HTA bodies.

Improved patient access to 
innovative medicines, including 

cancer medicines.

High-quality assessment reports 
available for use in all EU Member 
States (including those with limited 

HTA capacity).



HTA STAKEHOLDER NETWORK 

Advisory body consisting of stakeholders with an 

interest in HTA, including representatives of HCP. Part 

of the governing structure of the HTA Regulation.

Aims to facilitate dialogue between stakeholder 

organisations and the Member State HTA Coordination 

Group (HTACG): 

❖ Involvement in HTACG’s annual Work 

Programmes;

❖ Meetings with the HTACG at least once a year.

First open call for applications held from December 

2022 - February 2023.

New future call for applications under 

consideration. 



Conclusions

L’Europe décroche

Les efforts en France  doivent  se poursuivre

… et  se complète d’une action politique  forte en UE

Ensemble pour faire bouger cette situation
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