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Why Comparator Choice Matters

 Multi-regional clinical trials (MRCTs) enable
studying new therapies across regions and
populations, improving generalizability and
access.

« Standard of care (SOC) vary by region, approval
timing, and access — all of which can complicate

comparator selection.

* An outdated or misaligned comparator risks:
* Poor enrollment and loss of clinical equipoise

» Reduced applicability for key regulatory regions
(e.g., U.S)

 Potentially uninterpretable or non-approvable
results

FRIENDS FRIENDS OF CANCER RESEARCH
of CANCER °
isosetl Annual Meeting




MRCT Regulatory Considerations

FDA Perspective: Developer Dilemma:
Evidence must demonstrate safety and H.|gh evidentiary b.urdens can
: . . discourage pursuit of global or MRCT
efficacy applicable to U.S. patients
programs
Control arms should reflect current Evolvmg and multiple SOCs :
SOC complicate comparator selection and
interpretation
N Code of Federal Regulations and FDA Some cases fall into regulatory gray
Guidance to help developers navigate zones not fully addressed by existing
clinical trials guidance

Key Questions: What defines SOC in a global trial context? When should
control arms be reconsidered or adapted?
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Two Core Challenges in Comparator
Selection

* Several regimens may simultaneously qualify as
. SOC across or within regions

Multiple SOC e Selecting one risks appfaring outdated or non-
Options representative

Available * “Investigator’s choice” or regional controls may
increase feasibility but add statistical and
interpretive complexity

* New therapies may be approved mid-trial, shifting

cps o SOC expectations
Shiftin SOC * Mid-study changes can affect equipoise,

enrollment, and interpretability
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Changing SOC Poses Pressure on
Sponsors

As SOC changes, trial and regulatory risks rise, lowering the
probability of technical and regulatory success, which in

turn makes sponsors more likely to terminate development. / Unmet
« Sponsors will forecast approval probability to need
determine whether to invest or divest from a
treatment Continue
« Moving standards in the regulatory landscape with
asset?

leads to uncertainty.
Uncertainty = Risk

« Defining the SOC is critical, and invoking the
applicability of the comparator is paramount

Probabilit

y
of approval

Regulatory
certainty

for trial success
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Design Strategies and Trade-Offs

Approach

Purpose / Trade-off

Investigator’s Choice

Mirrors real-world practice but introduces heterogeneity

Regional Controls

Aligns to local SOC; complicates pooled analysis

Embedded Cohorts

Adds contextual data without redesigning trial

Supplemental Data

Provides contextual or U.S.-specific evidence; can
strengthen applicability post hoc

Planned Adaptations

Allows pre-specified updates if SOC evolves; adds
operational complexity
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Path Forward

Guided Process for Comparator * No single solution fits all MRCTs—what'’s
Selection needed are predictable pathways and
« Clarify setting and target population consistent expectations.

- Identify plausible comparator options * The working group highlighted several
open questions for the field:

- What approaches can support transparent
and justifiable comparator selection?

« Screen for feasibility, acceptability,
and applicability

* Prioritize alignment with key «  What expectations should guide sponsors

regulatory regions and regulators when SOC shifts mid-trial?
* Engage early with regulators «  What methods and data sources are
 Reassess during conduct acceptable to contextualize results when

SOC evolves?

So where do we go from here?
Annual Meeting




Panel Discussion

 Judd Englert, MD, PhD, VP Global Development, Oncology, Amgen

- Sumithra Mandrekar, PhD, Professor of Biostatistics and Oncology,
Mayo Clinic, Program Director and Group Statistician, Alliance for
Clinical Trials in Oncology

 Kristin R. McJunkins, MEd, Friends Advisory Advocate

- Raymond Osarogiagbon, MBBS, FACP, Director of the
Multidisciplinary Thoracic Oncology Program and the Thoracic
Oncology Research Group, Baptist Cancer Center

- Kathleen Winson, Executive Group Director, Regulatory, Genentech
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