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The Pediatric studies initiative: after 15 years have we reached \;?ﬁ'ﬁl-j%(:d \')E(DﬁﬁEﬁﬁﬁb‘?ﬂiﬁéﬂfl,%%"']é(i13 . 50/0 ’ /J \IJ%_C'/‘E%(:'fi)EH 31’15 E;?hél:lﬁlj_ct)
the limits of the law? 49.2%IcEEFE D °
Milne CP et al. Clin Ther. 2014;36(2):156-62 INBRAESRRERRHEECEITT NRAEEABANBRIZZESS
(1) 17.5%
EXM : Pediatric RegulationiB A%, 260mBZEA2/NEAES 500 o = EREORBEROBVREEE - AN ERHSE
mHEER, NBZSORRREROENS50%IEM (2007-2016) . 2
400 IR
10 years of the EU y
Paediatric Regulation 300 1 N
200 24.6% 29.2% 32.8% 27.5% 35.3%
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Report from the Commission 0 — - \ | \ -
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* EE_FOMEHORVRAGRE BLIN RT3 ** BPCA: Best Pharmaceuticals for Children Act, ** PREA: Pediatric Research Equity Act.

1. Milne CP et al. The Pediatric Studies Initiative: After 15 Years Have We Reached the Limits of the Law? Clin Ther. 2014;36(2):156-62. 2. Report from the Commission to the European Parliament and the Council. State of Paediatric Medicines in the EU 10
years of the EU Paediatric Regulation COM (2017) 626. 3. /NEHREZERERMEECAIT (HHMTESASHEI2EEARFERR, EMN2-2 HANERIFR https://www.mhlw.go.jp/content/10808000/000506648.pdf)

4. ERAT /NEEFEDHFEICSIBITROBMEA. J7I¥ 7. 2022;58 (3): 201-6. 5.5%4%5. NESEAEERCEIIZERRMINBICBIIDRHINROAE. ERIGHRY. 2018;38(6):337-48.
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Anti-Infective Drug
Products for the
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Clin. Pharmacol. & Ther. 2007; 82(1): 21-32.

-« 2007 MBDD

* 2013 MBDD Update FRESEFA S e/ JENERT AT A BT A > ) 1220 T
Model-Based Drug Development: A Rational Approach . S RS AN
to Efficiently Accelerate Drug Development 2020 EPNE-RAA RS>~
S5 TR - AT P SR A P

Clin. Pharmacol. & Ther. 2013;93(6):502-14.
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+ 2016 MIDD White Pater

Good Practices in Model-Informed Drug Discovery  and (PR ORI BUESIRIT A BT A > 1220 T
Development: Practice, Application, and Documentation 5 g re—
p » APP ' 2020 EIFPBPKHA RS/
CPT Pharmacometrics Syst. Pharmacol. 2016; 5(3):93-122
JEA A R - ARG AR T P AR A R
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. 202.2 ICH M15 MIDD (Concept Paper)
) ICH

pamenisationforbetier heskh [P H R T 7 L ORI REEICBT 504 KT 4 2] 1200 T

E-R: Exposure-Response; MBDD: Model-Based Drug Development; PBPK: Physiologically-based Pharmacokinetic; PK-PD: Pharmacokinetic-Pharmacodynamic; PPK: Population Pharmacokinetic
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Pediatric Extrapolation Concept

Knowledge Gap Identification for Drug X in pJIA (Section 3.6)
Similarity of Disease and Response to Treatment Between Reference and Target Pediatric Population
[MEEEED] Drug Pharmacology
Treatment

Identified gaps in [Long term safety
Evidence to Support Similarity knowledge by concerns in class,
[Dosing in pediatric P ———
patients] autoimmune
disease]

Types of Data: Clinical Trial Data; nonclinical data; real world data; other sources Do these gaps require

additional data N/A
Pediatric Extrapolation Plan generation to finalize

Extrapolation Concept

N/A

Potential Study Designs
How will gaps be

1. Leverage existin,
addressed in the = E

1. PK data in pediatric data in TNF-a
patients to support inhibitor class
exposure matching 2. Evaluate need for

long-term safety data

Extrapolation Plan

ICH Harmonized Guideline Pediatric Extrapolation E11A Draft version (Apr 2022). Green = No action required; Red = Action required; N/A = Not applicable because no gaps were identified (may be applicable in
other scenarios o
} ICH E11A Training Material Case Example (Jun 2022).

SESBAER  EEFESEEXRBLEERER. NEERCHIERRMAEORKTMERICE TN AOMIBCOVNT. REFRER1227555. FR29F12H27H.
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BECTERIN TV,

SIRERE I SUMNBERBOFBEICEDVWR/MNBIMED 77 0—-FIC L F/MNERFEIBIMERICH S EERENS -3

Complete Extrapolation®Z& (GAEHAR)
RERUVEAFINDEEMRN, SREMENSF/NEERIOBTHIIC

FBUTOBREVHREN, BRIEMRIET D ANSZIFENd - - )
2011 (19984-2008%F) :14%1
20175k (20094F-20144F) :34% 2
20234 (20155-20204F) :51% 3 2017
2011

*20114F- 20175 8RE (S, RRIPRBEITESN, MMORMLL TRE-RISEFROIEMNENDD .

1. Dunne J et al. Extrapolation of Adult Data and Other Data in Pediatric Drug-development Programs. Pediatrics. 2011;128 (5): e1242-e1249.

2. Sun H et al. Extrapolation of Efficacy in Pediatric Drug Development and Evidence-based Medicine: Progress and Lessons Learned. Therapeutic Innovation & Regulatory Science. 2017;2017:1-7.
3. Samuels S et al. Pediatric Efficacy Extrapolation in Drug Development Submitted to the US Food and Drug Administration 2015-2020. J Clin Pharmacol. 2023;63(3):307-13.
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N
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« /N\RIMETTO—-F(EComplete Extrapolationh' &% T
#40% (37/934%) THor,

« Complete Extrapolation®>5, 274 (73%) HhVI\E
ERRADEIRFEHE [Z20D55. 184N T EERADREIRF
¥, IFMEFIRZSO/NBERADERFEFE] |, 8 = Complete ® Partial = No ® NA

Exposure matching I 2

Fast track approval (COVID-19) - 8

0 5 10 15 20 25 30
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1. BEEIEMERER (PPK) f#r&iEAUEXposure Matching
vV FHEERRARINLARE (RAREHZE0) OBRFHE  YSUAND
v INBRE-FHSNE | IRR/FIRTE EEROBELE (BRAvs/INE) FHiTE PPKEZTICED
FHIUIREEDEEICE DG
v BE  MNBERATRERICEZRNMRVCENS, KRECEENRINITRRAERROBEZNENEART
RS EHIBRENT

ETRESE (20204) https:

. a.go.jp/drugs
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Q. ) Exposure Matchinglc&3H
2. BEEEIFEMERE (PPK) f#rZiEAULExposure Matching
v TAHARBRBDEIDFEE (TREEREFEFEZSE)  FAYER
v INBRE-RASRTE - 7TOXNMYIRZRAWVWTETIEEZL, PPKERT(CIDAE - FinBOIRESLORFRZ
REUI,
v HE  RADHERAE (400 mg) SEFOIRESZIERC, 2/NBEMZIRICUARE - FinB 01
2EZBUERESE0D> 1L 23 R z2EIC, RBEX D CEDIRS5ERE%ETU,

1 1 | ! | 1 | |
14 - u 14 o
—_ 12 12 L
o = B L
= 10 - g0
F o s g | | SRS (2019%F, 2.7.2.2.3.3) E2-2403(f
8] - b - . .
% l-"‘"/—- % https://www.pmda.go.jp/drugs/2019/P20190122002/index.html
- L g =
g © & C.: EEREOFOMEFBE, LOM: 7 =53 ¥
T4 4 - T4 — ELCMOERRD, FE 0k RE0ETIE 2ngke' B, FE0~0kz EFEOETIE Smzky B, FE S0kz LEDET
2 _ | :;\400mg'E|‘5L/—:|:E§ (EE) EUER (gEH) i Iizl—irz oL
2 7 B E2 AR C.ODEER, FOREITIZ OUEAEEERT. MOERFIER T LOM 400 mg' 8 2155 L0 S0%EIIEY
- - 0 I~ BFET
0 T T T T T T T

I O I I I
T T | T I T T T
0 10 20 30 40 50 60 70 0123458678 910111213141516

FE (kg) £ ()

CLO177 2T &EF (53.3.53) extension Figure 1, Figure2
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B ER
3. EHFHZFEYLEESR (PBPK) E7 )V Er%EBUEEXposure Matching
v NTRK ft&ELGTFHZIEDET - BROBEAEE : IXMNIFZT
v INBRE-BSRTE | NEWROBINEEEERICHIIZ TR /B3, FZERIEOARISZE S Z HIK
Uz PPKE#ATIC L DIAE R DIREE TR U CYP3A4DFIREZ B2 KL I PBPKE#AT(C L B EHBRI D
IREETFRICEDG

F46 FROEERER

. AUC =2)S B
Hik - AR (nmol-h/L)
s _ 100 mg/m? QD 38,400 (15,700, 85,700) ﬁ

(1) | REEEPLER | 2 AR 150 mz"mz SD 56,300 (22,800, 126,000) o
() A1 HA~6H A 250 mg/m* QD 50,900 (21,500, 88.400) R @ 5% F—atL

e BA~1 = 300 mg/m? QD 62,700 (23,200, 89,200) ’F

1 E~186 4 H 300 mg/m? QD 60,300 (22,800, 92,600) fﬂ.l

&6 hH~25% 300 mg/m? QD 49,100 (22,600, 90,500) £
(I} 2E~2mo6 VA 300 mg/m?* QD 53,600 (22,500, 97,600) o)

2EE6HH~3 300 mg/m?* QD 62,700 (22,100, 93,500) ot

3E~386 M A 300 mg/m? QD 61,200 (22,400, 94,200) LA " TEEH 34

3F6HH~4 5 300 mg/m?* QD 58,200 (22,600, 94,900)

Hi A 600 mg QD 57,300 (27900, 111,000)

STIERME (5%5, 95%4)
B/EIRLEE (20194F) https://www.pmda.go.ip/drugs/2019/P20190716001/450045000 30100AMX00015 A100 2.pdf


https://www.pmda.go.jp/drugs/2019/P20190716001/450045000_30100AMX00015_A100_2.pdf

N

4. PK/PDET I ZERAULEE AN ADTEEMIBER
v ZBRIEMAREI/ MR ESRBER (TTP) e

v INBRE-FSETE

0 RBRMUTTPORIEMS, REAIRFHINHEY, 2ZI, KREFER
WRBETOERERENM 2K _LO/NBEKR AN THSNRENTR
WEHIBTTES (LPANF=AEFICED]) .

0 12U LETHNTREIZR(ERAALTNBEHRTENTETRIENS,
FEWAE(CT I ARAOH AR A E/NE TARECERZATEEME(IR L,

0 HNIFZANTOPKICHEEREFIRFD—DTHd VWF: AgEE
BRALNBTEEETHD, PK/PDYZ1b—>3av(ic&D18mk
B OEEL0 kgl LDEKMUTTPEEDERMTIIRADEKE
HTTPEELEREDOREBENBONIIENRIEEN, HRERDH
RFAUT/NBERRA TIRE-RSEERN KECR RS BIHETEDE L,

o FFEREREBRRUBK A TOEIFOXI RS/ BICRB DT 2 DR
RITREENTLRL,

o ZhHMIBAICELD, RIFOERFRRERIC18mEKBmD/NEEEDHE
HANEEE RO ORED, 12l EHhDOEEL0 kgl ED/MRIC
DVWTHALRIUVAE - BETOHRRHRHESNT*,

PK/PDEFINZRAWVWESZIL—33aVICLFRAE

hIS5SXIT

PDY—h—DERMET1—RI\YD
TRARAEIENVNBERRA . XIFAEIRBITRLD ?

EMOHAT DEIE
l
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Km 1
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\
\

MTT
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