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Abstract: Recently, pediatric medicine has been considered to be important in the world. However, it
is recognized that there are significant challenges specific for development of pediatric medicine.
Since around 70 to 80% of epileptic patients become the ill during childhood, we focused on several
cases of pediatric development for antiepileptic drugs in order to clarify the challenges and to consider
more desirable development strategy for pediatrics.  Specifically, we investigated formulations,
development history, regulatory review, approval condition and risk management plan for the
antiepileptic drugs. For some of the drugs, pediatric dosage and administration with pediatric
formulations were developed according to requests from The Evaluation Committee on Unapproved or
Off-labeled Drugs with High Medical Needs and there was a time lag of three to six years from the
original approval for adults. During regulatory review, description of dosage and administration for
labelling was reviewed in details and revisions of the description were requested for clarification. In
addition, regardless of approval condition nor risk management plan, applicants were requested to
appropriately collect information of actual use in clinical practice as post-marketing surveillances
because there are limited experiences for pediatric patients in clinical studies during development. It
should be beneficial to start development for pediatric formulations and clinical studies for pediatrics
from earlier phase with new frameworks (e.g., similar pediatric regulations to the US or EU, promoted
opportunities of official consultation for pediatric development) so that pediatric patients can access

appropriate medications in a timely manner.
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A= 7TI7RIA4vay 7 50% k&R 10%
A — 7 77 SiifEE 500mg
A TANDA—T 4 T hE T AN bha—T 4 T 74wA:~74/7f
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% 1AM EORIEE &1 T 2mg » 1 H 60mg/kg 2 2WHEHACEE | H&E2mgkg |ZHET 5, Dk, 28
TOWHET 5, W 578, WA 2 ML Lok | MLl LoMEEH T T1HESE LT
AANONRHZIRET 2P CADAZE | 2HTT1HARL LT 20mgkg LT | 2mgkg AR OMilE L, MFFRE L
2O LAVEAOMEAEIZ 1R | §F¥o1F52 &, =771, K% 50kg UL C 1A & 6mgkg R N#E5T 5, JE
1[5 8mg, AT 2EAOHFHE | Eo/NNETIE, RALRUME - A& | RICK D EEERT 228, 1 BRE
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NRIZIE, 2 FY T8 LT 0.1mglke/lF X 0 Hir iRk
WG ZBiA L, #3206 U T 0.05~0.1mg/kg/Red >
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40




e EeE (2019)

#2a NEAE - HEZEHET2REEARINZFTCADLAI /NEAE - HEOBEREOREEQ
— x4 TV KFI) LR_XFIEH A rETI~—|
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TR NEBFE, 88D E X Tk ¢/ N
> 20114ETH B 12 LL ED T A TAMDIEEOEISIFIEICHT | BN
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W 7e 44 727 =g/ 2mg, A 5mg | Y7 U LVESE 500mg RAT Ly ERE 0.1%
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(IXFCHPE 2 e STz (3R 3d).
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- A& AR ORHEARHET DHTANAIKE D L2 WA OHMEFFAREITZ 1 A 118 8mg, AT 256 0MFAREIZ 1A 1
[ 8~12mg & ¥ 5,
2B, ERICEY 1 @MU EOMEEZ H T T 2mg T oW EHET 228, 1 HiEE 12mg $TET 5,
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BEEEo/NER | @E. 4l Eo/NRICIZL_RFISEH LE LT 1 W, 2mU Lo/ NI RS —FE LTI HE

% & H 20mg/kg % 1 H 2B TROK ST 5, & 1mg/kg % 2 BO4ER AR5 CHtET 5, Pitg, 2 18R
B, ERIZEY 1 H 60mg/kg 82 2WHEIFACEE | ML EOMEZ & Tl L, #iFfREE LT 1 A& 6mg/kg
B 528, BAENT 2 ML LRI A H T 1A Z 2 [N EIRR NGS5, 2k, ERIC X Y EE
AL LT20mgkg L FFO1T75 2 &, 72720, A& | 722, 1 Bk 583 9mg/kg i 600mg D 5 5,
AD1HAEEZBARVI &, WIhEWEERETET 5,
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WA - A& H 20mg/kg % 1 H 2B TROKET 5, & 1mg/kg O N5 CRtA L, 2 WBLL EOMEZ H 1) T
B, ERICEY 1 H 60mgkg #8272V CHEE | 1 B&E 2mg/kg [ZHET S, DE, 28U LEOREEZ H
BT 528, BEENT 2 ML LRI A H T 1A T 1HEE LT 2me/kg LA OMiE L, #RREE L
gL LT 20mgkg A FT21TH5 2 &, 7272, & | T1HE6mgkeg ZRAHKET 5, FERIT LV @ EHI
H 50kg LL /NI, BRA &R R - RS TEMN, 1 HEE5E1T 9mg/kg it 600mg DV
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# 3c /NEHEE - HEZ2AT28TER SN TANASE - /NEHE - HEOFERB)
— x4 FJENIF
e 7 72—/ 2mg, [Fl 5mg
Z I 7 X —)V8E 25mg, [F] 100mg
HEERE /N | @E., v ot b)) a2 0FRAT 58581, T RUX UL LTRMIO 23X 1 B 0.15mg/kg % 1 [0l#% 0 #5
WHE .M | L. ko 28#)1% 1 B 0.3mg/kg % 1ERAO#KS T2, £O®IE, RBRBRRIGFOND E T 1~2 BFMEIZREK
i+ 0.3mg/kg FOWHET 5, HERFHEIZ, 7 afg) MU o AIZ TRAID 7V 7 v A & 84 5 35845 % 0F
AT 25A1F 1 H 1~bmgkg & L. AFDOZ N7 v B4 EFHET 235D 2060 LT ARVWEAIT1E 1~
3mgkg & L. 1EI2ENCHE L CROZKST 5, 1 HHREIX200mg £ TET5,
L, v Tamgt MU U AEHET, KEIOI Vs o U BRE EFET HRAY 20PHTA5A1E. 7T RNY
X & LTHRIIO 2HEMIZ 1 B 0.6mg/kg Z 2 BIIHEI L CRAKE L, %o 2HBEIX 1B 1.2mgke % 2 ENS55EIL
TRAFEGT 5, TO%IT, RERBEDENESND F T 1~2\HE KK 1.2mgke FHOMWE4 5, HH M EIT
1H 5~15mgkg & L, 2ENIZHEIL TRAKET S, 1 HHARIZ400mg £ TET 5,
B, EEUANADTE N X L OEYMRBAERNH SN TRWIITADPAEKRDOLEZ AT IEH5E1E, ST ot
MU D AEGHT HHEITHED,
B Tx= gy, IAURTBEY, Tz /b EX =)L, TV R ZOMAFIO I V7 v UG &8 53K
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%Efgi‘g(v FEMBEAZFREX TR AIRFFEEREQICEEOEBD)
[PUN'G
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TS | ST umr N AT A8A
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% A& BO®E5T 5, 0%, 1~2 BMEICRK 0.3mgkg T OWHEd 5, HEFHAEX. A7 et ) oAz
TAHNO 7T v U FRE ZHET 5RA Y 20HT 2854813 1 B 1~5mgkg & L, AFOI V7 o Blsg s
FHET HEANTEY 2O LTRSS 1 H 1~3mg/kg & L, 2[EICHEIL TRAKLGT S, B, 1 BHEIR
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