20225F11A4H HF49EBFDMERKERFESFIEE HEHREE1

/U2 S 3 m A SR E L M VT 7= fRaE D AR #E &4

I TEEAEEmER#RBESRE
MNREERT—F 97N —T
TTE 1L g

Fnda 1 and Medical Devices Agency (PMDA



COIFR

ANREREEFEOEDHLHFI BRI

I%a_d_éﬁﬁﬁx;a'lﬁliﬁu c~-u-/\l

AERII. ZREBOEAMNEREIZEDIGEDTHY . PMDAD
NRKRBETRTILOTIEHYEEA,

2 aceuticals and Medical Devices Agency (PMDA)




AHOAA
O /NRAEEMLFARICEEETHIEEDHILLY

O KERUERMIZETHEEEA
B KEORR
M DR

O BARODINFTTOHMEA

O = TDEGEA
N ﬁ%EHHFEﬁLEUDE
B BEEREEEM
B g AEEDLETEHAEAIEEA/NE (10K 125 L ED/NR) DERIRET
mMOBE R
B ICHEUAUNRRAEEMBARIZEITSH5ME)

O Take Home Message
Pinda 3



AHOAE
NEAEEMSRARICEET 2FEOEILL

O KERUERMIZETEHEHE A
B KE DR R
B B DR R

O BROINEFTOEIEA

O &0 A

L ﬁ% HRERDRE

B HERARERR

B i AEEHLE TER@TaEA/NNE 10m X IT 12 L ED/MNR) DEGRET
BOBEER

B ICHENACVMNERREZELZRAREIZHTH5MEF)

O Take Home Message

-Hnd. 4 Pharmaceuticals and Medical Devices Agency (PMDA)




BEMNRTOEEMFARIP LR ?




Children Are Not Little Adults

Giotto, National Gallery, Washington DC Raphael, National Gallery of Art, Washington, DC

Images: National Gallery of Art, Smithsonian Institute, Washington, DC.
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Children Are Not Little Adults

v Different exposures

v'Dynamic developmental physiology
v'Longer life expectancy

v Politically powerless

Raphael, National Gallery of Art, Washington, DC

Images: National Gallery of Art, Smithsonian Institute, Washington, DC.

Children's Health and the Environment
WHO Training Package for the Health Sector
World Health Organization www.who.int/ceh
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Developmental Changes in Physiologic Factors That Influence Drug
Disposition in Infants, Children, and Adolescents

N Engl J Med 2003; 349:1157-1167
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Children Are Not Little Adults

Birth to adolescence

‘% of Adult Organ Weight
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Children Are Not Little Adults

Neurodevelopment: continues through puberty
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Editorial Comment: Therapeutic Orphans

Harry Shirkey, MD

By an odd and unfortunate twist of fate, infants
and children are becoming “therapeutic or
pharmaceutical orphans.”! Since 1962 they
have been denied the use of many new drugs. The
Drug Laws of 1962 had their inception following a
pediatric tragedy—the thalidomide catastrophe. The
laws of 1938 followed another which resulted from
the use of a pediatric dosage form, “elixir” of sulfa-

may be associated with temporary and permanent
reactions unique to the newly born infant; even ox-
ygen falls into this category.

It seems unfair that the use of some drugs will be
denied based on relatively infrequent use and small
sales potential. For example, should a child with
peptic ulcer be denied the advantages of a drug
which is proved to be of value to adults because that

Therapeutic Orphan
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ICH E11 Guideline

Clinical Investigation of Medicinal Products in the Pediatric Population
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ICH E11 Guideline

Clinical Investigation of Medicinal Products in the Pediatric Population
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Clinical trials.govd Y

<Source> https://clinicaltrials.gov
<Search Details:> Study type : Interventional Studies (Clinical Trials), Status: Recruiting, Enrolling by invitation, Active
not recruiting, Age Group: Child (birth-17), Phase: 1,2 and 3, Funder Type: Industry
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Common Commentary - EMA/FDA
Common issues requested for discussion by the respective
agency (EMA/PDCO and FDA) concerning paediatric

oncology development plans (Paediatric Investigation Plans
[PIPs] and initial Pediatric Study Plans [iPSPs])

Background

Cluster calls have provided an opportunity for regulatory agencies to engage in high-level scientific discussions
of paediatric development plans of new drugs and are able to inform regulatory decision making of each
agency. Regulatory agency alignment on paediatric development plans is especially critical given the demand
for international clinical trial collaboration necessitated by small study populations in rare diseases such as
childhood cancer. Acceleration of paediatric development plans for novel anti-cancer agents can be greatly
facilitated by transparency of industry sponsors on their individual plans to fulfil EU and US requirements and
by simultaneous submission of iPSPs and PIPs to the FDA and EMA, respectively (Reaman G et al; JCO 2020).
Attention to global product development requires consideration of additional regulatory agencies outside of the
U.S. and EU.

This document describes key issues which are commonly requested by the respective regulatory agency to be
further discussed by the sponsor. Adequately addressing these issues upfront will permit focused discussions
during cluster calls, allowing for coordination of global development plans.

Administrative and Product information

Please add all interactions you have had with the FDA and with EU regulatory agencies concerning the
paediatric development; indicate if you wish to request a common commentary.

Consider approaching other international regularly agencies, such as PMDA, HC, and TGA in recognition of the
necessary global development program approach to new treatments for children with cancer.

https://www.fda.gov/about-fda/oncology-center-excellence/pediatric-oncology
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