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Global Submissions Strategy:
Aligning for Divergence in Oncology
Drug Development

Oncology development often prioritizes speed to first approval —typically via the FDA. In
doing so, sponsors risk creating data packages misaligned with the evidence expectations
of other regulators and HTA bodies. The result: costly rework, delayed access, and
fragmented submission strategies. Meeting global expectations requires a coherent,
adaptable evidence strategy, one that anticipates variation across jurisdictions and
translates into modular, globally aligned submissions.

In oncology drug development, approval acceleration is often the strategic goal. Yet
optimizing development early for one major market can leave sponsors unprepared for the
evidentiary demands of others. Achieving globally viable submissions requires meeting
regulatory thresholds while adapting to scientific, operational, and health-economic
variation across regions. A data package built exclusively to satisfy FDA criteria may not
meet scientific or reimbursement thresholds elsewhere.

HTA considerations now shape decisions long before dossier assembly; in endpoint
selection, trial design, populations, and evidence generation. Designing with both
regulatory and reimbursement expectations in mind supports development efficiency and
widespread market access.

Finally, producing iterative versions of the primary Common Technical Document
(CTD) dossier for each submission territory is inefficient. Building a modular, global
core dossier that accommodates variation in evidence expectations while maintaining
narrative consistency from the offset is achievable and efficient. To achieve this and gain
optimal benefit from this, sponsors need to integrate regulatory and HTA strategies into
trial and evidence design and statistical outputs from the outset. The downstream cost of
omitting this forward planning: re-analysis, stalled submissions, approval risks, and lost
momentum in bringing therapies to patients.
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Format Does Not Equal Strategy

Most global submissions adopt the CTD format, implemented electronically (eCTD). While
this standardizes how data is submitted, it does not harmonize what different regulators
expect or how they interpret evidence.

This creates persistent misalignment when the original dossier is not properly adapted for
subsequent submissions. Sponsors may follow a common submission structure, but their
evidence is evaluated under different standards: for clinical relevance, comparator choice,
trial design, and patient population.

Consider how evidence expectations differ across jurisdictions:

* The FDA may grant accelerated approval
based on single-arm trials in high-need
populations but acknowledges the limitations
of such designs. For example, in guidance
for Acute Myeloid Leukemia (AML), the
agency notes that single-arm studies can
make it difficult to isolate the treatment effect,
highlighting the need for confirmatory data.

* EMA and European HTA bodies often expect
comparative data and stronger validation of
endpoints before approval or reimbursement.
HTA assessments typically prioritize
robust quality-of-life (QoL) outcomes and
health economic modeling, which may
not be emphasized in early FDA-focused

submissions.

* Regulators in Japan and China may
require region-specific data and patient
specific analyses to ensure local relevance,
necessitating early planning around trial site
selection, population stratification, alignment
with local clinical practice and additional

statistical analyses.
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Taken together, these examples illustrate not just differences in evidence type, but
in jurisdictional interpretation of what constitutes sufficient data for approval or
reimbursement.

Design for Modularity and Flexibility

A globally viable core dossier must be Key enablers of modularity include:

both stable and adaptable. This involves

more than fitting content into the CTD Q-2 ceakility from source data to

structure. It requires designing components SEdEREElaim s across modules

that can be swapped in and out, added to, o ASESRENRRRIE 1.1\ regional changes,

updated or tailored for specific jurisdictions B SRR siccricl or HITA request,

tively and without isi : :
prospectively and without compromising e Teplessdion:

coherence.

* Mapping dependencies to ensure

S hould identif ly which :
PONSOLS SHOWA Identily catly Wl updates are consistent and transparent

elements are likely to remain largely

consistent (e.g., CMC, pharmacology) and  For instance, a region-specific safety
which will require localization, such as finding may necessitate updates to 2
benefit-risk discussions (additional local (benefit-risk), and 1 (labeling). Without
safety discussions/analyses), comparator controlled traceability, small changes can
justification, or regional relevance. cause disproportionate disruption.

A modular dossier structure also supports staggered global timelines, including
participation in initiatives like Project Orbis or the ACCESS Consortium, where
asynchronous reviews demand flexible content management.

Anticipate Jurisdictional Divergence

Even with foresight, regulators and HTA bodies may apply divergent standards to the
same data. This is common in oncology, where novel endpoints, small populations,
and accelerated timelines test generalizability. In these cases, adaptability becomes a

requirement.

A response rate that meets FDA expectations may be insufficient for European HTA bodies
unless linked to survival or QoL gains. This is particularly important in the EU with the
HTA regulation now in effect for oncology products. Conversely, a cost-effectiveness
model acceptable to HTA reviewers may be dismissed by regulators as speculative.
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Sponsors anticipating divergence can employ mitigation strategies:

¢ Sequence submissions to jurisdictions where evidence is strongest and where early

approval can enable access for the largest patient populations. o

* Prepare real-world comparators or bridging analyses in advance.

* Recognize that value demonstration may occur in stages.
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Importantly, regional tailoring must be
managed within a globally coherent core.

A well-designed dossier accommodates
jurisdictional variation while maintaining a
unified evidence narrative. Modular updates
should be traceable and rationale based.
Comparator choice, endpoint relevance, and
patient population may vary, but the core data
messaging must remain logically coherent.

Coherence reduces credibility risks, minimizes
reviewer confusion, and eases future updates.
When adaptations are made without anchoring
to a central core, global dossiers can diverge = *
significantly over time, making safety updates
and label expansions more difficult to apply
consistently. Strategic modularity is most
effective when it supports a consistent story
across global dossiers, such as through a
unified Company Core Data Sheet (CCDs) or
Target Product Profile (TPP) that allows for
regional tailoring without fragmenting the
underlying narrative.
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From Insight to Action

Designing a global-ready oncology dossier requires foresight. Regulatory and HTA
standards are diverging, and efficient global submissions depend on early coordination
across development, regulatory, and access teams.

Key actions for sponsors include:

* Plan globally from the start: Integrate regulatory and HTA requirements into
development plans, not just submission strategy.

* Design trials with cross-jurisdictional endpoints: Include QoL and economic
measures to support future value demonstration.

* Use modularity as strategy: Build the dossier around a consistent core with traceable
links to jurisdiction-specific adaptations. Align evolving documents, such as the CCDS
and regional labels, to minimize rework and regulatory friction.

* Plan outputs for known regional requirements: Anticipate global evidence needs,
such as local utility values, subgroup analyses, or economic data, and either proactively
include them or prepare them in advance to avoid approval delays.

* Engage early with agencies: Parallel scientific advice can preempt misalignment.

* Coordinate trial geography: Include target regions early to support local evidence
needs. Global registration programs often span years, so emerging review outcomes or
postmarketing safety signals should be anticipated and reflected in future submissions.

Sponsors that embed these principles into development planning are better positioned

to manage evolving requirements, minimize redundant work, and maintain momentum
across global submissions. In oncology, where timelines are compressed and divergence is
common, an integrated, forward-looking strategy supports both regulatory efficiency and
broader access.
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