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PMDA Pediatric Drug Development Symposium:

US-based biopharmaceutical company
Perspectives

Aug. 27th , 2025

Adam Levy M.D.: Executive Director, Head, Pediatric Center of Excellence
Angela Davies M.D.: Senior Managing Executive Officer, Vice President, R&D Head, Japan
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Agenda

1.

€= @ Presented by Adam Levy

Introduction and Guiding Principles

2. Pediatric Requirements and

Incentives at Global level
-How regulatory documents impact
development

. Have recent FDA changes impacted

pediatric drug development?

. BMS Global Pediatric Development

structure and current approach

@ Presented by Angela Davies

5. Barriers and issues in pediatric

development in Japan

. BMSKK Actions to Advance Pediatric

Development in Japan?

. Opportunities for PMDA and MHLW to

address complexities, barriers and
issues
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Pediatric Research General Principles

International Council for Harmonisation of Technical Requirements for Pharmaceuticals for Human
Use (ICH) guideline on clinical investigation of medicinal products in the pediatric population

= Pediatric patients should be given medicines that have been properly evaluated for their
use in the intended population

= Product development programs should include pediatric studies when pediatric use is
anticipated

= Pediatric development should not delay adult studies nor adult drug availability

= Shared responsibility among companies, regulatory authorities, health professionals and
society as a whole

» A common scientific approach is at the cornerstone of efficient pediatric drug
development and timely delivery of safe and effective medicines for children (E11
addendum R1)

* Reduced exposure of pediatric populations to unnecessary clinical trials and more timely
access to pediatric medicines globally (E11a on pediatric extrapolation)
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Pediatric Requirements and Incentives at Global level:
How regulatory documents impact development

Approach A Approach B
Requirement ,
Requirement
&
: Incentive
Incentive
Separate but parallel regulatory Unified in same regulatory
processes with separate documents process with same document

Importantly in both approaches it is the research that is rewarded not the outcome, meaning studies to
do not have to be positive or lead to a new indication, to benefit from an incentive
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Challenges and Opportunities Arising from Pediatric Study
Plan (PSP) and Paediatric Investigation Plan (PIP) Differences

Challenges Opportunities
 Quantitative content and level of  As suggested at multiple
detail of PIP vs PSP documents may pediatric forums, better align
be different development and research plans
—Document differences are across regions
cumbersome, but many sections , , ,
are largely identical.  Better synchronize timelines for

submissions, reviews and

 Time to align across regions can be modifications across regions

months-years, significantly delaying
development

L'"' Bristol Myers Squibb® no unauthorized reproduction 5



Breaking the Silence: Challenges and Opportunities in Pediatric Drug
Development

Pediatric

* Pediatric drug development faces significant challenges, T
including underfunding, ethical concerns, and complex LUS o] B
regulatory frameworks. SEHLIL it

* Most important issues include the absence of robust
advocacy, regulatory hurdles, and economic disincentives.

PEDIATRIC

* Potential solutions involve leveraging innovative trial DEVEFORHEN

designs, the use of real-world data, and public-private
partnerships.

Source: Singh, K., Franson, T., McCune, S. et al. Breaking the silence: challenges and
opportunities in pediatric drug development. Pediatr Res (2025).
https://doi.org/10.1038/s41390-025-03923-3
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Have recent FDA changes impacted pediatric drug
development?

e Changes in administration and leadership are expected to have impact

— Unclear what impact will be and if this will be broad changes or more focused on specific
patient populations and treatments

— Consistency in reviews among teams and across submissions is vital

e Other FDA considerations:
— “Written Requests” - whether they will be issued for PREA-only studies
— Possible concern that agreed “Written Request” requirements may evolve over time
— Thereby changing what industry sponsors must demonstrate for a drug in children
— Creates challenges for planning studies, and unintentionally create a disincentive to pursue a
“Written Request”

« While not an FDA issue, NIH rules about ex-US sites collaboration are important considerations
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BMS Global Pediatric Development: Structure

Pediatric Global Regulatory Team (PGRT)

PGRT enables BMS to better meet the needs of pediatric patients, address BMS’ business
objectives, and fulfill our pediatric regulatory obligations.

PGRT Deliverables across the BMS:
* Maintaining, expanding, and communicating pediatric regulatory knowledge.
« Partnering to guide, enable, and improve asset team pediatric decision-making.

Pediatric Center of Excellence (PedCoE)

Our Mission:

To embed pediatrics into the discovery, development and delivery of BMS medicines to
help all patients prevail over serious disease.

PedCoE Deliverables:

« Co-lead pediatric sub-teams for each asset to embed pediatrics into global development
* Provide pediatric expertise for health authority documents, concepts, and protocols.
« External engagement with pediatric stakeholders.

Lm' Bristol Myers Squibb® ‘ no unauthorized reproduction



BMS Global Pediatric Development: Considerations

Does the indication/adult condition exist in children?

Is the Mechanism of Action relevant to pediatric disease?

What is the target population? Are there specific age subgroups where a pediatric plan is not applicable?
Is the adult formulation appropriate for pediatrics? Is a pediatric formulation to be developed?

Can part of the pediatric population be included in adult clinical trials? Is there a need to stagger clinical
investigation (e.g. older age groups first)?

Can part of the clinical evidence be extrapolated from adults?

Can health authority requirements be met with a unified approach? What aspects need to be catered to a
specific region?

Should PIP/PSP requirement be fulfilled with a BMS-sponsored study or an ISR? (for example, most of our
PIP/PSP required pediatric oncology studies are ISRs).

L'"' Bristol Myers Squibb® no unauthorized reproduction




Evolving drug development landscape has accelerated
BMSKK'’s pediatric initiatives and revealed key challenges

_-: PIP/PSP-aligned

90
Ped Study « BMSKK Pediatric Development progress driven by
environment shifts

— Internal strategy discussions and earlier Japanese
participation in global pediatric planning

— Proactive PMDA engagement toward Japan submissions
underway in some projects

Approval

* Despite this momentum, challenges remain
across four critical phases

@ Participation @ Execution @ Review @ Incentive

Launch

Ll“' Bristol Myers Squibb” ‘ no unauthorized reproduction



®Barriers to Participation in PIP/PSP-alighed Study

« Barriers for Japan to participate in ISRs*

— Limited established collaboration frameworks between global
Ty r— investigator-led research organizations and Japanese sites

Ped Study — Japanese engagement in ISRs is restricted to individual
investigators participation under current framework

— While ISRs focus on real-world applicability, Japan requires
sponsor-generated evidence to meet regulatory thresholds

— |ISRs often include unapproved or off-label agents in combination,
restricting the same regimen use in Japan

Approval — Additional resources needed to include Japan in Global ISR

* Decision challenges in joining company-led PIP/PSP
aligned studies

Launch

— Fewer barriers to participation in company-led PIP/PSP studies

— However, business assessment is difficult because feasibility, costs
and possible incentives remain unpredictable until PIP/PSP is
finalized

¢ Bristol Myers Squibb no unauthorized reproduction *ISRs : Investigator Sponsored Research




(@Challenges for Japan in Study Execution

« Early commitment (prior to adult submission) often

PIP/PSP-aligned unfeasible, hindering incentive access
Ped Study

— Japan’s participation eligibility determined after US protocol
finalization (Commit at adult approval as PMRs; submit protocol
after approval)

— Younger pediatric cohorts face delayed planning due to age-
staggered development (EU: pre-adult filing, US: post-adult
approval)

* Challenges in Recruitment

Approval

— The requirement for Japanese pediatric cases across all age
Launch groups, particularly neonates/infants could become a critical
barrier

Ll"' Bristol Myers Squibb” no unauthorized reproduction



®)Unsolved Questions/Issues in Pediatric JNDA

 The unpredictability of HA acceptance may impact

PIP/PSP-aligned G
Ped Study

Approval

Launch

decision-making for pediatric development in Japan

« Exploring regulatory flexibility for rare and high unmet-need
populations facing severe recruitment constraints

How will regulators handle situations where the targeted
number of Japanese cases is not achieved?

Is it acceptable to submit an application with only 0 or 1
Japanese pediatric patient?

Would applications with no Japanese patient data be
considered in cases of critical unmet need?

Can in-depth scientific discussions with PMDA through the
new “Pediatric Drug Consultation Center” improve success,
predictability, and speed in pediatric drug development?
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(@Clarifying Incentive is Required for Investment Decisions

PIP/PSP-aligned /= °* Incentive applicability with ISR
Ped Study K!/’

— Ambiguity in re-examination period extension incentives when
filing via ISR

 Indication-Specific Incentives

— Lack of defined linkage between pediatric development
incentives (such as Pediatric Drug Price Premium and
Extended re-examination period for adult indication) and
their application to different adult indications

Approval

Launch

Ll"' Bristol Myers Squibb” no unauthorized reproduction



BMSKK Efforts to Advance Pediatric Development in Japan

BMS Global and BMSKK

Showcase Japan’s Pricing Reform & Global Value

/ Strengthen Internal Partnership Between\

Early Japan engagement in Global Pediatric Planning

(Pre-Adult EOP2)

Advancing collaboration with cross-program pediatric

drug development organization (PedCoE)*

Pediatric

o
4

N

Accelerate BMSKK Internal Initiatives
Regulatory & Pricing Seminars

Standardized Pediatric Feasibility Toolkit
Pediatric Extrapolation Case Studies

/

/

N

Expand Academic & External \
Partnerships

Map Japan’s Pediatric Trial Capacity & Needs
Co-create Priority-aligned research objectives

Building collaboration with Japan Paediatric
Society Paediatric Drug Development Network

Development /
\

Advancing Strategic Partnerships with
PMDA/MHLW

Foster mutual understanding through this forum
(Opportunities are indicated in the next slide)

/
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Opportunities for PMDA and MHLW to address complexities,
barriers and issues

Harmonization of Japan HA requirements with agreed PIP/PSPs will help
resolve complexities and facilitate pediatric development in Japan

Clarifying incentive » Providing investment predictability to justify Japan
qualification parameters participation in PIP/PSP-aligned study to Global Organization

e Recognize access delays due to Japan’s regulatory
requirements for ISR-derived therapies especially in oncology

Bridging Access Gaps: « Build Global Investigator-Initiated Pediatric Trial Infrastructure
Leveraging ISRs Adoption in and provide support to enable participation in those trials
Japan e Build a pathway for guideline-recommended treatments to be

available through ISRs without regulatory approval, aligning
Japan with global best practices

Promote flexibilty in - SRR Spe bl

. : .. W review i ical u
pedlatrlc clinical data pediatric medicines, including "No-Japanese-Data” submissions
packages for High-Unmet-Need Pediatric Indications
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