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Background -:'.(?DDF

.. . Cancer Drug Development Forum

* Inclusion of underrepresented groups in clinical trials and healthcare research — a o
necessary pillar of achieving healthcare for all

* During development of medicines
* Elaboration of therapeutic approaches — treatment optimisation/therapeutic guidelines

* Ensuring patient focussed research and healthcare with a focus on therapeutic
outcomes.

* Recognised in the objectives of WHO and UN, Regulatory Science Strategy of EMA and
strategies of other major regulators and widely recognised in regulatory guidance.

* Under-representation may result from
* Under-inclusion of particular groups
e Exclusion of some groups

* Failure to prospectively plan for the right data collection and to conduct analysis of
groups who are present
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Diversity in Oncology Clinical Trials 'CDDF
CDDF Initiative nttps://cddf.org/events/cddf-diversity-initiative/ Y

 CDDF-sponsored and directed project with a multi-stakeholder working
group of patients, academic researchers, regulators, HTA and pharmaceutical
companies.

* Diversity in Oncology Clinical Trials, with impact on European patients

* Examine parameters of inclusion/diversity in clinical trials on oncology medicines
* Support the planning and evaluation of clinical research

* Underpin the applicability of clinical trial outcomes to Europe’s diverse population.
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Scope CDDF

.. . Cancer Drug Development Forum

e Clinical trials (and studies) conducted anywhere in the world when results are to be used with
impact on European patients

* Clinical Trials (and observational studies) of oncology medicines to support:
* marketing authorisations in Europe

* treatment optimisation and treatment guidelines whose outcomes are used in Europe

* Focused on the treatment of cancers, i.e. the patients have a cancer diagnosis
* The project does not address impact of diversity on susceptibility to developing cancer per se.
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Project Governance =2 CDDF

* Mandate is from CDDF and adopted by their Board who oversee progress and
endorse outcomes for publication

* Coordination committee:
e Co-chairs. Axel Glasmacher and Fergus Sweeney (both CDDF Board members)

« Members: Sushmita Sen (Roche), Birgit Wolf (Bayer), Harald Enzmann (BfArM),
Marie von Lilienfeld-Toal (RUB), Anja Schiel (NoMA), Karin Kastrati (WECAN), Sara
Dederichs (WECAN)

* Working Group (next slide)

e Participants involved, on basis of own expertise, and not necessarily to represent
views of their organizations.

* Additional experts — invited ad hoc on specific topics

Diversity in Oncology
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Phase Il Working Group

Cancer Drug Development Forum

Axel Glasmacher
Fergus Sweeney
Giorgia Campagnano

Regulators

Harald Enzmann (BfArM)

Anja Schiel (NoMA)

Caroline Pothet (EMA)

Davide Mannini (EMA)

Bruno Sepodes (CHMP/Infarmed)

Academia

European Haematology Association

- CDDF

]
...C DgD elopment Forum

Industry Partners
Astra Zeneca

Inst. f. Diversity Medicine, Ruhr-Univ. Bayer
Bochum Bristol Myers Squibb
Genmab
Patients / Patient Advocacy Groups JRlSelD (3 elEer
: Novartis
Melanoma Patient Network Europe Roche
VHL Europe (EURORDIS)
Ryvu

WECAN
Youth Cancer Europe

Agreed information exchange:
Other diversity initiatives: ESMO, IHI-READI
Clinical trial design/regulation: EORTC
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Project Timeline

Phase |l

Phase | Month 1-12 »
Nov 2024-Jan 2025 Feb 2025-Mar 2026

Participation

Scoping Work Packages
Workplan F2F Meeting
Budget
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Key Deliverable .::.. CDDF
* White Paper on Diversity in Oncology Clinical Trials :'-

* Involve the perspectives of key stakeholders: patients, healthcare professionals, academia,
pharmaceutical industry, and medicines regulators.

* Review and summarize existing research and guidance..

* Describe a set of variables relating to diversity and representativeness that can serve to plan
and evaluate oncology clinical trials for their applicability to Europe’s population.
* Describe processes to assure inclusion through
* planning/advice,
e protocol design,
e conduct/analysis,

* evaluation of clinical trial outcomes, including for regulatory assessment / benefit-risk
determination.
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. ...o..
Topic Work Packages 3CDDF _

* WP1: Age and Co-morbidities 06 May 2025 N

* WP2: Sex and Gender 27 June 2025

 WP3: Extrinsic Factors 01 Sep 2025

* WP4: Intrinsic Factors 10 Oct 2025

 WP5: Study Analysis and Evaluation (Part 1) 02 Dec 2025

e WP6: Study Analysis and Evaluation (Part 2) 19 Jan 2026

* Final face-to-face project meeting 05 Mar 2026

* bringing together all WG members and invited experts to review outcomes, agree key issues and next
steps.

* Publication of a white paper to support the inclusion of representative populations in
oncology clinical trials, with a direct impact on European patients Q3 2026

Diversity in Oncology
Clinical Trials in Europe
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Methodology =
The Delphi-Method — modified version

e Structured communication technique to gather
expert opinions and achieve consensus on complex

i issues
STEP 1 m * Prior to Work Package Meeting first round of
/-\ /\« collecting questions and statements

_‘ 222 22 * Multiple rounds of questionnaires with formulated

' m ! | 'm | i m ! statements

. , ~ , g _ / * WG and invited experts providing input

i * Responses are summarized and shared with the
STEP 41 group to allow participants to redefine their
Steering Group Experts Steering Group List of Priorities answers and vote on each statement
athers known Steering Group collates esponses are sen ;e . . e

unceraites e esporses - o ) bbbk by ) Fralictoftop * Steps of gathering responses and providing

o TR tEs erpers feedback is repeated to reduce bias and identify

emerging consensus

1 Steps 3 and 4 can be repeated additional times as per the study

Diversity in Oncology
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Are current available vaccines safe in HMs?

Examp|e of De|ph| method use by STATEMENT 3: The benefits of vaccination far outweigh
E SMO / EH A the risks of vaccine-related adverse events and given the

] . greater severity of the disease and higher risk of death,
on Mmana |ng hemat0|og|ca| cancer HM patients are considered a high priority subgroup for

patien’[s uring COVID-19 SARS-CoV-2 vaccination.

Recent preliminary evidence in HMs showed that anti-SARS-

Table 1. Overview of working packages and main statements / CoV-2 vaccines are safe.*>%°>°° Rare cases of cerebral si-
—_ " — - " / nus vein thrombosis or splanchnic vein thrombosis after
orking package uestions atements oy
§ packag ChAdOx1 nCoV-19 and Ad26.COV2.S vaccination have been
C(.)\-IID-.19 dlagnos-|5, treatmt:-znt, and  What are efficient strateg|‘e5 to STATEMENT, :Pa.ntlents, persol reported in individuals between the ages of 20 and 55
mitigation strategies (Coordinator: prevent SARS-CoV-2 infection? common ppeventive strategies 57-60 .

of hemafology units with telet COVID-19 messenger RNA vaccination have been described

testing find vaccination of heal j, yonger cases.®! The benefits of vaccination far outweigh
patienfs and caregivers are to

Are anti-COVID-19 vaccines STATEMENT 2: Vaccination is ¢ vVaccine-related risks, however, and vaccination is strongly

indicated in HM patients to shofild be proposed before init recommended for patients with HMs.

prevent SARS-CoV-2 infection?  befadministered any t.ime du.rir Final voting: agree 96.97%, abstain 3.03%, disagree 0% (0 /
urgent treatment is require

accines is not justified. To nott 33)'

receiving B-cell depleting agents.

Are current available vaccines / STATEMENT 3: The benefits of vaccination far outweigh the risks of vaccine-related

safe in HMs? adverse events and given the greater severity of the disease and higher risk of death,
HM patients are considered a high-priority subgroup for SARS-CoV-2 vaccination.
Diversity in Oncology
Clinical Trials in Europe
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Regulatory guidance % CDDF

®
o [ 14 ® CancerDrug Development Forum

e EMA/CHMP Nov 2023 Guideline on the Clinical Evaluation of Anti-Cancer Medicinal
Products

« “..Depending on the objectives, .. study should generally be designed to include
patients representative of those likely to be treated ..in clinical practice. .. study
population is expected to be characterised by relevant tumour .., treatment ...,
and patient characteristics .... ”

Diversity in Oncology
Clinical Trials in Europe
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Regulatory guidance ~: CDDF
* ICH E5 Ethnic Factors in the Acceptability of Foreign Clinical Data '.'.::". em—

* Intrinsic and extrinsic factors

« “.permit adequate evaluation of the influence of ethnic factors ..minimizing
duplication of .. studies and supplying medicines expeditiously to patients for
their benefit...”

* |CHE17 General Principles for Planning and Design of Multi-regional Clinical Trials

 “MRCTs allow for an examination of the applicability of a treatment to diverse
populations. The intrinsic and/or extrinsic factors .. believed or suspected to
impact upon responses to the drug ..further evaluated based on data from
various regions using a single protocol. ”

 |CH E5 can be used as a framework to look at our own population as well as those of
other regions

« MRCTs offer opportunities in addressing aspects of diversity

 Wherever we sit, on average, 70% or more of data is generated in other regions

Diversity in Oncology
Clinical Trials in Europ
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Regulatory guidance "éDDF

.. . Cancer Drug Development Forum

* ICH E8(R1) General Considerations for Clinical Studies

« “.study population may be narrowly defined to reduce the risk to study participants or
to maximise the sensitivity ...for detecting a certain effect. .” or “...it may be broadly

defined to more closely represent the diverse populations for which the drug is
intended. ”

e “.Studies conducted in the later phases of drug development or post-approval are
often more heterogeneous ....”

* ICH E6 (R3) Good Clinical Practice

 “When designing a clinical trial, the scientific goal and purpose .. considered so as not to
unnecessarily exclude particular participant populations.”
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Knowledge is accumulated pre and post <&z
authorisation

* There is a trade-off between achieving sensitivity and moving to

generalisability.
* first we need to know can a drug have an effect in a well defined group

* then determine which wider groups can have benefit from that effect.

* At the time of marketing authorisation patient numbers can be
limited:
* Oncology medicine dossiers:
* May have about 800 patients, many have less

* About 40% of orphan medicines
* About 25-30% of EU Market Authorisations '
Clinical Trials in Europe
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Regulatory guidance =2CDDF

Guideline on the investigation of subgroups in confirmatory
clinical trials EMA/CHMP/539146 effective 2019

Addresses regulatory assessors evaluating trial results, those providing scientific advice and
sponsors planning clinical trials

5. Issues to be addressed during assessment:
5.1 A strategy for the assessment of clinical trials

6. Implications for study planning:
6.1 Considering heterogeneity within a target population
6.2 A strategy for selection and definition of subgroups for assessment

Assessment scenarios, multiplicity and key considerations in assessing subgroups are described
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Subgroups - Key concepts . CDDF
Heterogeneity - extent of differences within target or trial population, :"- o s
in factors prognostic for outcome or predictive of treatment effects.

 The more heterogeneous the population, the more important the investigation of
treatment effects in well-defined subgroups.

Consistency - extent treatment effect in relevant subgroups assures overall
treatment effect applies to the breadth of the trial population.

* Inconsistency is one indicator for further assessment in particular subgroups.

Credibility - the extent that subgroup findings are well substantiated and can
be relied on for decision making.
* Credibility depends on biological plausibility and replication:

Biological plausibility - clinical, pharmacological, and mechanistic,

Replication - an effect is seen in multiple other data sources Diversity in Oncology
Clinical Trials in Europ
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Planning is key CDDF

* Plan the design: of trial, of analysis, of data presentation, of evaluation
* Clinical development/research programmes, not just single trials
* Anticipate which populations are affected by the cancer
* |dentify population characteristics which may impact benefit risk
e Establish which data are needed to describe subpopulations and outcomes

e Define analyses — at whole trial level and which sub-groups should have pre-
specified analysis.

* Impact on the design and power of the trial - Build key subgroups into the
estimand

* Descriptive statistics are important — show population included in comparison to
target population. Establish trust as well as providing evidence.
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) ...
Conclusion % CDDF _

 CDDF Diversity in Oncology Trials Whitepaper - a framework for thinking, plal;rhm-g and
implementing - 2026

* Regulatory guidance recognises the need and advises on how to address this

* Need to remove barriers in clinical development to:
* Ensure effective implementation
* Address our diverse population needs
* Generate good clinical evidence
e Establish trust
* Enable access to medicines

 Empower all patients — by supporting the treatment decisions each of us make as
individuals.

THANK YOU
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