CDDF Diversity Initiative - Industry perspective on
clinical development planning

Sarah Bentouati, Regulatory Sr Director, F. Hoffmann-La Roche Ltd.
Birgit Wolf, Global Regulatory Lead, Bayer Pharmaceuticals

Diversity in Oncology
Clinical Trials in Europe

The CDDF Diversity Initiative: To support planning and
evaluation of clinical research for European populations



Scientific rationale for inclusive research

Embedding inclusive research in Global
Clinical Development Plans

Table of contents m Inclusive research throughout
the drug lifecycle

m Considerations for Multi-regional
Clinical Trials




A~ =

The Need for Inclusive Research is Rooted in Science

Various intrinsic and extrinsic factors can influence disease pattern, clinical presentation, and

therapeutic response...

Varying Biomarker Differential Therapeutic

Regulatory Guidance
Prevalence Response g y
= Genetic mutations in Lung m  Numerically higher rates of some s ICHE17
Cancer adverse events in patients > 65 ICHES
m  KRAS mutations more receiving Datroway3 .
common in European m  Higher exposure to afatinib = ICHEG
ancestry' . obs.erved i.n female patients: = EMA and FDA guidelines on
= EGFR mutations more patients with lower body weight and eligibility criteria, vulnerable
common in east Asian those with underlying renal

populations. etc

... but they are not consistently studied across drug development

— Need for CDDF Diversity Initiative

Wang et. al. Additional impact of genetic ancestry over race/ethnicity to prevalence of KRAS mutations and allele-specific subtypes in non-small cell lung cancer https://pmc.ncbi.nlm.nih.gov/articles/PMC11452329/

Bell, D.W., Brannigan, B.W., Matsuo, K., et al. (2008) ‘Increased prevalence of EGFR-mutant lung cancer in women and in East Asian populations’, Clinical Cancer Research, 14(13), pp. 4079-4086 3
Datroway SmPC

Afatinib SmPC



A comprehensive Inclusive Research Strategy needs
to leverage the entire CDP

Marketing
authorisation
m-1 Ph2 First Ph3 Study
Organoids, Al RWD
modeling, real-world . .
data — Identify Pragmatic trials

intrinsic & extrinsic

variability factors Additional Indication 1 May complement
initial dataset
and/or inform

future development

Additional Indication 2 - lIS

Other additional Indications

m Tailored eligibility criteria
m Stratification
m Oversampling

Data from same class molecules

Additional data
sources

critical for further
data collection



Proactive and Early Planning are essential to designing

and executing inclusive clinical trials
Developing an Inclusive Research Strategy early on is key for success

CDPs are designed based on early non-clinical and emerging clinical data
m Ensuring questions related to diversity are discussed by Sponsors from initial CDP design
onwards is critical to ensure accurate dose finding, Pharmacokinetics, Pharmacodynamics,
evolution of eligibility criteria etc

An early understanding of the population with the disease will enable integrating variability in a
more controlled manner:

m Eligibility criteria

= Study footprint

= Data collection

m Additional studies / research questions to be addressed



Organizational Processes

Internal Collaboration

m Clear and defined processes
— Change requires organizational shift
with corresponding behaviors

m Early Cross-functional collaboration

m Continuous monitoring
— Effectiveness of the strategy
is to be assessed

External Collaboration

m Incorporation of external voices (e.qg.
patients groups) in an Inclusive research
strategy is critical

m Continued collaboration of
all stakeholders across the healthcare
ecosystem is necessary to a successful
execution

Continuous learning and iteration



Role of Multi-Regional Clinical Trials
in Global Drug Development

@
= Multi-Regional Clinical Trials (MRCT) are Q. .......
the foundation of most global CDPs

INTERNATIONAL COUNCIL FOR HARMONISATION OF TECHNICAL
REQUIREMENTS FOR PHARMACEUTICALS FOR HUMAN USE

s Enable the conduct of more efficient studies
and accelerate availability of drugs globally

ICH HARMONISED GUIDELINE

m Enable to enroll a diverse patient population globally,

GENERAL PRINCIPLES FOR PLANNING AND DESIGN OF

with active efforts to mirror the disease burden with MULTI-REGIONAL CLINICAL TRIALS

E17

the country footprint

m  GovernedbyICHE1Y
— Provides a common regulatory baseline expectations
— Require careful planning to assess potential impact
of varying intrinsic and extrinsic factors across
regions on study results
— This assessment should be documented
prospectively, as much as possible




Key Drivers for Global Clinical Development
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The 5 Principles of Advancing Inclusive Research (5Ps)
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WHO? WHERE? WHAT?
Population Country & Site Selection End-to-End
Science toreach representative Inclusive

Considerations patient cohorts (Data-informed) Trial Design

\
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WHO? HOW?
Patient- Enabling
Reported Access to
Trials

J

N

More variable; dependent on unique
disease characteristics, and prioritization
may differ across disease conditions

~

May be less dynamic; strategies

can be less dependent on
disease-specific factors

eCRF=electronic case report forms with self-reported race / ethnicity categories applicable globally; SDOH=social determinants of health; SOGI=sexual orientation and gender identity

https://link.springer.com/article/10.1007/s12325-025-03283-8



https://link.springer.com/article/10.1007/s12325-025-03283-8
https://link.springer.com/article/10.1007/s12325-025-03283-8
https://link.springer.com/article/10.1007/s12325-025-03283-8
https://link.springer.com/article/10.1007/s12325-025-03283-8
https://link.springer.com/article/10.1007/s12325-025-03283-8
https://link.springer.com/article/10.1007/s12325-025-03283-8
https://link.springer.com/article/10.1007/s12325-025-03283-8

Principle 1 Principle 2

Biological/genetic and population science considerations Data-driven country and site selection
Who is the population most affected by multiple myeloma? Where are the patients most affected by multiple myeloma?
Patient demographics Patientrisk factors Incidence per 100,000 people
Al
Hace White * Race 2-3x higher incidence in African Americas than other - Regi Number %
Black 21% race/ethnic origins egion o —
Asian/Pacific Islander 3% . . N
American Indian/Alaska Native 07% Gender 1.5¢ higher in men than women Africa 6882 4
Ethnicity Dlder agelof di is, medi f di is 69 Americas 52,190 28
; ge of diagnosis, median age of diagnosis
Ngn—H@pamc 91% years old .
Hispanic 9% Age . . . United States 4779 3
Age Younger median age of diagnosis among Black Cruderate per 100,000
0 1% patients compared to White patients e ! East Mediterranean 7309 4
06l o W 12191940
45 6592 Family history  2-4xrisk 1 degree relative with MM W 6041219 Europe 53,889 2
hi 36.5-60.4 i
Suat;l[m 5% Environmental ~ Post9/11workers, exposure to agent orange in u 225365 S ST i1
F:meate 5% exposures Vietnam War, pesticides and chemicals 43205 Western Pacific 44541 21

Principle 3 Principle 4 Principle 5
User informed end-to-end inclusive trial design Patient-reported demographic identification Enabling access to trials

What will the multiple myeloma trial design look like? Who are the patients participating? How will patients access trials and treatment?
m Broadeninclusion and exclusion criteria for late-stage = Standardized eCRF, SDOH, SOGI (optional, self- m Patient-centric clinical trial elements

studies reported) m Standardized Enhanced Patient Support Services
m Optimize assessments for patients and healthcare system = Race/ethnicity collection with county and region = Conduct trials in countries where there is a sustainable

(eg, blood volumes, visits) categorizations; subject to regulation limitations path to regulatory and access approval
m Co-creation with the Clinical Trials Expert Council m Report on OMB categories at analytic stage
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Other Common Challenges and Potential Solutions

Challenges Potential Solutions

Data Sources Aim for good enough and engage with health authorities

Leverage all that is available (publications, RWD, etc), identify gaps and clearly
lay out assumptions

lterate (and engage with Health Authorities / other stakeholders)

No globally aligned Identify data collection gaps

definitions (e.g. for Develop more detailed CRFs to be more relevant globally

race and ethnicity) Further global collaboration amongst stakeholders

Differing data Engage with HAs/ECs to clarify goals of data collection

collection regulations Promote need for further global collaboration amongst stakeholders
globally

Varying HA’s Anchor CDP’s research questions on the disease’s epidemiology
expectations for Follow ICH E17 (and E5 as appropriate)

diversity
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‘Key Takeaways
Global Clinical

Development Plans

Inclusive Research
Strategy and Execution

Data-driven & scientific principles (5Ps) can enable consistency and rigor
across a disease condition

Global MRCTs are critically important; geography distribution of diseases
is a key factor for study design and conduct

Early Planning is critical to successfully execute inclusive research strategies

Overall, our goalis to enroll a diverse patient population globally, with
active efforts to mirror the disease burden with the country footprint

Prioritize the diversity factor(s) and hypothesis(es)

Maximize the available data sources to inform the end-to-end clinical
development plan (Phase | to post-marketing)

Enrollment Goals can help increase diversity in clinical trials

Challenges exist due to the lack of globally harmonized definitions and data
categories (e.g. demographic, SDOH data)

Real-time experience and data will continue to inform an inclusive research
strategy throughout the product lifecycle
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