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Disclaimer

» The views and opinions expressed in the following
PowerPoint slides are those of the individual presenter
and should not be attributed to DIA, its directors,
officers, employees, volunteers, members, chapters,
councils, Communities or affiliates, or any organization
with which the presenter is employed or affiliated.

» These PowerPoint slides are the intellectual property of
the individual presenter and are protected under the
copyright laws of the United States of America and
other countries. Used by permission. All rights reserved.
DIA and the DIA logo are registered trademarks or
trademarks of Drug Information Association Inc. All
other trademarks are the property of their respective
owners.
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Pediatric regulation in EU and the US

® Pediatric drug development is required by law and is
considered in the process of adult drug development.

EMA (PDCO)

EU Pediatric regulation (No.1901/2006)

PIP (Paediatric
Investigation Plan)
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Post marketing

PSP (Pediatric Study Written Request

FDA (PeRC) Plan) /Written Request

FDASIA ( FDA Safety & Innovation Act 2012)
Best Pharmaceuticals for Children Act (BPCA)
Pediatric Research Equity Act (PREA)




® There are no laws or regulations that require

pediatric drug development.

drug development in Japan

» Extension of re-examination period

» Drug reimbursement premium

» Evaluation Committee on Unapproved or

> Pediatric Clinical Trials Network
et
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Incentives and initiatives to promote pediatric

Off-labelled Drugs with High Medical Needs
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® Present situation of pediatric drug
development in Japan
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Recent new drug approvals for pediatrics

in Japan (2014-2019)
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Fiscal year 2014 2015 2016 2017 2018 2019
I Total 159 152 137 130 151 158
I Padiatric 40 37 25 26 32 32
Ratio (%) 25.2 24.3 18.2 20.0 21.2 20.3
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Basis of pediatric approvals (2014-2019)
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Pediatric approvals by indication (2014-2019)
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® Challenges to promote pediatric drug
development in Japan



Pediatric Drugs WG in PMDA

International Collaborations External Communications

FDA, EMA, Health Canada and TGA
Discuss pediatric issues

Collaboration at Pediatric Cluster with domestic stakeholders
Members from Offices of New Drug,

Office of Safety, Office of
Regulatory Science.

Analyze and identify pediatric issues
raised in past reviews and consultations

Analyses Internal Communications
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PMDA initiatives to enhance pediatric drug

development

® Regulatory Science research

> Examination of utilization of PK-PD and M&S for
pediatric dosage setting (FY2012-2015)

> Research on the preparation of guideline related to
the utiliz¢: < - =~
drugs an
intractab).

» Researc
the dev
medic
FY2017-

® Considerations for Clinical Evaluation of Drugs

In Pediatric Patients (10 or 12 years of age

and older ) Who can be Evaluated Together

with Adults (—described later)
rases DI/

« Guideline on Population Pharmacokinetic and
Pharmacodynamic Analysis, May 15, 2019
Guideline for Exposure-Response Analysis of Drugs,
June 8, 2020




® Current topics



Legislation of “Sakigake Designhation System”

and “Specific Use Drug Designation system”

O A system to designate drugs/medical devices/regenerative medical products whose action mechanisms are
clearly different form those approved in Japan/other countries as “innovative drugs” shall be defined by law,
and the designated products shall be clearly qualified by law to be a candidate for a priority review system, etc

O A system to designate drugs addressing significant unmet medical needs such as drugs with no indication for I

pediatric patients as “specific use drugs” shall be defined by law, and the designated products shall be clearly
gualified by law to be a candidate for a priority review system, etc.

O It shall be legally stipulated that specific use drugs (limited to those for the small number of patients) are
eligible for tax benefits and subsidies to promote development as well as existing orphan drugs
\(*) Tax benefits have already been included in the 2019 tax reform plan.

PMD Act | Current PMD Act | (enacted 2020) Designation requirements
. . . . . . . 1. Having clearly different action
Drugs with particularly high Drugs with particularly high Innovative o g v
medical needs medical needs drugs

in Japan/other countries.
Orphan Drugs Orphan Drugs 2. Markedly useful in that particular use.

» Assuming the same drugs for the
Innovative To be IegaIIy current “Sakigake designation
Drugs specified system”.

\ thatthey are |7

1. Being used for the treatment of specifia
Specific Use gﬁggg;‘z - diseases (*).
Drugs for a priority SPECIfiC | «. Being used to treat pediatric diseases but

. use dosage and administration for children
review

d not stipulated.
system, etc. LI * Infectious diseases caused by drug-
resistant bacteria, etc.

2. The need for specific use drugs is
\ significantly unmet.
N 3. Markedly useful in that specific use.

Handled as candidate for a

priority review system, etc.
in the application.
(Review period: 12—6 mo)




Specific Use Drugs
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Process of Specific Use Drug Designation

« Applicability to Specific Use Drug will be evaluated at
the Evaluation Committee on Unapproved or Off-
labelled Drugs with High Medical Needs.

« Designation of Specific Use Drug will be deliberated at
Pharmaceutical Affairs and Food Sanitation.
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Extension of re-examination period

(revision)
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Considerations for Clinical Evaluation of Drugs in Pediatric

Patients (10 or 12 years of age and older) Who can be
Evaluated Together with Adults
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Considerations for Clinical Evaluation of Drugs in Pediatric

Patients (10 or 12 years of age and older) Who can be
Evaluated Together with Adults

Background

« Among the ped
on the basis ¢
cases where the™¢ c.d., 12 years of
age and older hag®been approved with the same
regimen as that of adults.

« FDA issued a draft guidance on oncology clinical
trials last year that states that adolescents should
be included in adult clinical trials when the target
malignancy has similar pathological and biological
characteristics among adults and adolescents with
respect to the clinical evaluation of antineoplastics.
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Considerations for Clinical Evaluation of Drugs in Pediatric

Patients (10 or 12 years of age and older) Who can be
Evaluated Together with Adults

B Objectives

To further streamline and optimize the clinical development of
drugs for the pediatric population, the present considerations
have been compiled to outline the age groups and diseases in
pediatric patients who can be evaluated together with adults.

B Applicable Disease or Condition

Type 2 diabetes mellitus, familial hypercholesterolemia,
Allergic diseases, Antimicrobials/Antivirals, Hematopoietic
Malignancy

*Other diseases will also be discussed in the future as necessary

B Applicable Trials

In principle, clinical trials after the efficacy and safety of the
drug in adults have been evaluated in exploratory studies to
establish a dosing regimen.
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Summary and future perspectives

B Although there is no law or regulation that
mandate pediatric drug development in
Japan, the environment for pediatric drug
development is improving through various
efforts.

B It is expected that pediatric drug
development will gain momentum further
with latest revision of the PMD Act (Specific
Use Drugs Designation) and other new
Initiatives in Japan.
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