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B2 4 2 AT/ T A A BE OERURFEAE 3T 5 HAIRE OIS 2 B INETS L7z,
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3. MR OEK|FMEHE
(D) AFNZVEOKEIZZDOE ERA. H D VIZHEE L TR, XIZERNR D RED/D &
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FE U X 5E 100mg [7 AL

(2) 4
Lamotrigine Tablets for Pediatric [AMEL]
Lamotrigine Tablets [AMEL]
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AKENO—4 T R X LIRS TERORETT AL ] (AMEL) IcH3kd %,

2. — g4

(1) ¥4 (8844 i%)
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H

3. BEXANITRHER

N
Cl ZZN

oL
N

H:N NH:

4. RFRRUDFE
45+ : CH,CLN,
45 1 256.09



MAeFER (F4E) XITARE
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(4) BkoR (SRR AD R BB A
R L
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(7) Z DD E RIS
R L

2 EMHH ORBEHTISH T HREN
AR L

3. B ORERHERE. EEE
BNy DERFRERIE « FRIMRBRINL A7 R VIEE (RALD U O A EEANE)
BBy D TE Bk : FENL S EYE (0.1 mol/L ¥ &% 1 mL = 25.61 mg C,H,CLN;)



IV. &IIZB§d HIEH

1. &l
(1) RO X H
BRI (F T T« 5 4 A8~ T )LEE)
(2) BH|IDHER B IR
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S O F 238
%%L(;_;) TO%RH | ey L g 90 H Ptk Vi e 7 BLE B | 7= (14 N—9 N) B
L S SR

%;%) 60%RH | st . gy 90 A Mtk v RS B | BUEN
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FE MY XUE/NRA 5mg [7 AV
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) 40% T 547 58.2 60.2 2.0
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ZE bV X6 25mg [T A)V]
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. I EFEENC BT B [ AEVE GRIBR G B OFRHERUAN 0 P83 = 0D ELi)

bR R | FEvE SEPR R (%)
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B | [\l I Vel sz HE S A jE S
vk (rpm) AR TR R H%_:Fﬁﬁ irﬁ%ﬁj it %%ﬁj
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ooy o0 2 DUSHIE A
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R 1 AASRS stk v HatsE < s

N e AR R 900 mL EE : 37+20.5C
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(1) FEPSDELGRE - AR SNELVBRGESR - AX(CHT S EH
A LR

(2) 8%
(ZERUFUE/NERA2mg T7 A LD
140 #£[14 #& (PTP) X 10]
(ZEMYFUENRASMG T7 AL
140 $E[ 14 #& (PTP) X 10]
(ZERYFUE25mg 7 AL
140 $E[14 #& (PTP) X 10]
(ZERYFUE100mg 7 AIL])
140 $E[14 #& (PTP) X 10]

(3) PREE
Y LA

(4) BBROME
FE MU XUENEE 2mg (7 AV /NEREE bmg [T A/
PTP ¥t : ARUM b E =L 7 4V A+ T LI =7 A5
FEDPYXUEE26mg [7 A )] 8 100mg [T AL
PTP @4 : MU F oLy 7 4 L A+T A3 = A

PTP %A X (14 8E>— F) : ZF MU X U8&/hEH 2mg 17 A1)
FE MUXENNEH Bmg [7 A1)
ZE MU FHE26mg [T AL
ZE MU X 100mg [ 7 AV
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1. ShEEXR TR
O TANABEDTRIEEICINT HEFIEE
BORECRELBIEREEED)
B R R
EERIR M FAE
OMDMTANAETHRLMENRDOONLGVTANAVBEDOTREREICHT S TA
MAE L DHREE
B REECRELBIEREEZED)
B R R
Lennox-Gastaut SEIZF¥IZ & 1T 5 2 M FKE
OMBHEZFICEITHRASIEY— FOBH - BRI

2. DREXIHRICEET HTE

5. MBEXIIHRICEES HEE
(EEIRMFE)

5.1 15 LA EOBFITE T 2 H MR ONZEMEC OV TS L T W i=®, 15 A
i CARANOERE Z Bids L2 BE TV T, 156 AR bkt L AR AT 25581
I BEOIRIEE 0B LIRIR Lo IENEmMEE LA 5 Sl S 581Dk
BETDHZ L,

(RBHEEZFICETE2RPTEY— FOBEH - BRI

5.2 PHPEREE DK=Y — ROV T 2 KA OF 0K OV M TN L

TR,

3. BERUVAE

(1) AZERUVHEDHESR
- TALABEICAWSES

B A (88 25mg. f€ 100mg)

1) BEIEEDZES (BN HE(CRELBRIERELZED) RURERKREIZAVSEE)
WH . 7T PV L THRMO 2HEMIZ1IE25mg &2 1 H 1EREROEEL KD 2
BHIZ1H0mg A2 1 A 1EEAREGL, 5EIL1 H 100mg # 1 H 1FEXiX2
By E L CRAKS T, 20%I%, 1~2 B EmC 1 HEE LTHRK 100 mg 7
O 5 MEFFHEIX 1 H 100 ~200mg & L, 1 B 1EE 2 [ENC/E L CTRA
B5A 2 ERITIS U CHE BT 228 T 1 EMU EoMREEZH T T1 HEE
L THAK100mg 9o, 1 HHEEFR K 400mg TTE L. WIFRL 1 H 1R 2
BN E L CROBEET 2,



QNILTOEEF MDD LEHRATHEE
BE. 7T RIFX U LTRYO2BRILLFE 25 mg 2 ISR OEE L. RO 2
i1 H25mg4a 1 H1ERAKREGT S, E0%IE, 1~2#MMEIC1IHEE LT
25 ~ 50 mg oMWY T S HERFHEIZ 1 H 100 ~200mg & L. 1 H 2[EIZHE L

TRAOEET 5,

/NN TOEES R LEHALLEWNEEED

- 1ARKDY I OVEBIAEEHET HER 2R S5E
WH.ZERIF UL L THRYO 2EMIZ1TH50mg 2 1 H 1EFEOES L,
WD 238X 1 H100mg # 1 H 2B L TROKET S, 20%IE, 1
~ 2 HFMEIC 1 BEE L CTHRK 100 mg T4 2, MR AR 1 A 200 ~
400mg & L, 1 H 2BENZHE LTGRO T 5,

3)-ii) 3)- i) USNDEREIEHAT 56

HARIEDG A

WD,

2E  TADPAVEEITHOV 56 (BN

REEDRES

3) sV TufEt MY U A LRV EREY

1) HAPREDOS S
(B A (kA

AFH & OF < _ , 13)=i)3)- 1)L 35 ALFEAE A G T) KO
Tlo)y v 7alpd kU |3)- DAKIOZ VT v |3)-1i)3)- 1 )LISAOFEAI X =
ﬂ?ﬁ‘é% A%{j{cﬂijéﬁé%é} S RS 9 % OF F - 5 5 %ﬁlﬁaﬁaﬁﬁ%ﬂ’ﬂlmb‘
FlOFEEH SEHE D % OF F o HY8)

R re)

Lo - 50 mg/ H 25 mg/H
1-28H| 25mgzl@HKs (10 1EEE) (1H 1H5)
3. 43HE 25 mg/H 100 mg/ H 50 mg/ H

(1 H 1 [mH5) (1 B 2 BNZHHIL TH5) (1 H 1[EH5)

1~ 2 BHHEIC 25 ~

1~ 2 HFEIZHRIK 100

5 H X 100 mg/ H

5 18 F DAk . g (1 H1EXiE 2 EICHE L TRE)
PO mg/ BT WY . | mg/ HTOMMT B0 |20y 1 ~ 2 Rk 100 mg/ B WA 5,
100 ~ 200 mg/ A
. - 100 ~ 200 mg/H 200 ~ 400 mg/H (&K 400 mg/ )
MERE THYEIL TR

(1 H 2ENZHE LTS

(1 H2EIZHELTHE)

(1 B 1A% 2 [m])
(8 1 RBEORMIEE &1 Thok 100 mg/ H )

AFNTZFEE LTI AY o o iplisgiis o s s,

HEDARBO T NV D a s BA KT 2 BN L CTRWERNC X 2 0L T SV 7 a g
FRU U AEHATLHAORE - AEICES 2 &,

HEDARRD I N7 0 A EFETIER . T b AN PEL T2 S NLE X —
M TUI R V77 ey v e - U R EAEAH

W) AAND I N v VEREAGIIR L BE RIESRWEE . 7V T T — L T P
SHIRAARCF U VAF VU PETY= P T UANY L VF T A LRT TS
A R TatI R

INR (F2/NRA 2mg. fE/MR A 5mg. £ 25mg. §& 100mg)
) BEFIEEDGE (ERRXMEEICAVSIES)

WE.ZERNIF L L TRO 2EMIZ 1T A 0.3mgkg 2 1 A 1[0X%2[ENZ
LCRAHEES L RO 21 B 0.6 mgkg Z 1 H 1[B3% 2 BENTHE LT

Sy El
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595, 20%T, 1~ 2#EIZ 1 HEL L THRAK 0.6 mg/kg O35, HEEH
#EIZ1H1~10mgkg &L, 1 H1FEXE2EIZHELTROKLST 5 AERITIG
U Coi B3~ 2 23 i 1ML EofMRZ &1 T 1 H&EE L THRK 0.6 mg/kg
FTo, 1 EARITIRK200mg ETEL.WFRE 1 E 1EIXE2EICHE L TRA
w535,

-
—

NVTOEEF I LEGRAT HEE

WH.7ERIX L LTRAO 2HMIZ1 H0.15mgkg 2 1 H 1 [mFEAO&KS L. K
? 2L 1 A 0.3mgkg & 1 A 1ERAKELGT L, 20%IL, 1~ 2 @1 A
& L THRK 0.3 mglkg 7Ol 2 MEFFHEIZ, SV 7 1z N Y o A2 2 T
KEND NI v RS ST AP 20T 5856151 H 1 ~5mgkg & L,
KRN OTNVT v G EFHET HEAF2 20 L T2 A1d 1 B 1~ 3 mg/kg
L. TH2EICAOBLTRATEG T 5,0k, 1 HHEIZRK 200 mg £TET 5,

NNIILTOBF MDD LEFHFRALZWNEEED

- 1)AKDY I OVEBIAEEFET HER 2L HATLHEE
WHE.ZERNIF L L TRYO 2HFIZT H 0.6 mghkg 2 1 H 2 [BNZ4EIL
THROBGEL RO 2#EMIT1 A 1.2mgke 2 1 B 2 [FNCHE L TRRAO#KS$
5, ED%IT, 1~ 2HEEIC 1 BEE L THRK 1.2 mg/kg TOMWitE3 5, Hkf
FAEIX1H5~15mgkg &L, 1 H2EICHEILTRAKET S, 2B, 1 H
FEITR K400 mg £ TET 5,
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¢ " v T - B . 1) AL DS A
AH G (AFHO TN 0 ARIAFNO T N v AR 3)= 1 )AKID 77 13)=11)3)~ 1 VLIS D| (s g (o
4 788 (1G22 A a4 755 5 34 o R A A EAED 20N muozaiga)
Hoofitg T2 EIHT25EE P2 &2 Lang [N SE &al B4 2546
& E2 2 GFH T
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1-2#H| 0.15 mg/kg/H 0.15 mg/kg/H 0.6 mg/kg/ H 0.15 mg/kg/H 0.3 mg/kg/ H
(18 1E#%YS) (1 H1EFEE) QB 2EIELTHRE)] (1 H1EERS) |1 H1EXZ2MH
WZEIL T )
3-4HH 0.3 mg/kg/H 0.3 mg/kg/H 1.2 mg/kg/H 0.3 mg/kg/H 0.6 mg/kg/H
(1 H1F#E) (1A 1EFS) (1A 2EIAELTHRE)] (1A 1ERE) |[(1H1EXZ2E
WZEIL T )
538 B LARE(1 ~ 2 I ROR|T ~ 2 lREITRK|1 ~ 2 BRI EIZ K| ~ 2 B EICROR|T ~ 2 B EITRK

0.3 mg/kg/ A 3>
t%@— é o

0.3 mg/kg/ A 32l
i%ﬁ—éc

1.2 mg/kg/ A 9iffi
i%—a— 5 o

0.3 mg/kg/ A 3>
t%@— é o

0.6 mg/kg/ A 32l
i%ﬁ—éc

#ERFH

1~ 5 mg/kg/H
(F KX 200 mg/H)
(1B 2ENIZHELTES)

1~ 3 mg/kg/H
(F K 200 mg/H)
(1 H 2 RIZELTRS)

5~ 15 mg/kg/H
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(1 A 2mIpELTiE)

1~ 3 mg/kg/H
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1~ 10 mg/kg/H
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(1B 1EXE2m

2 EILTHES)
(BT 182 R
DOEEE B TIRR
0.6 mg/kg/ H$°o)




AFNTFEE LTI AY o o iplsiis o s s,

EDAERFNO 7N a U BERETH T 2 BRI LT WIRANC L 5 0FEIE T SV 7 a i
FRU U AEHATOHAORE - AEICES 2 &,

EDAKIO N a LA EFHET AHE|: 7= h v IANTEE L Tz ) L EH—
M TVI R V77 v e U R FEAERAA

HEAAND I N v VERAGIIR LR BE RIESRWEE . 7V T T — L T e
=PI R IAAIRTF U ATV MET—= R TR VF A LRFTEH
LRGN T At IR

- WBHEFICHSITHRAITE Y — FOBEH - BRINHICALS5E (58 25mg. € 100mg)
) BEXFEEDESE
WHE OEACIZTE R XL LTHRAO2EMIZ1I A 25mg %2 1 B 1R A#E,
KO 2HMIE1 A 50mg A 1 H 1ET2EICHEILCRAKEL, 5 A1 H
100mg % 1 H 1 [\ 2 [ENCE U CRIDBEE3 %, 6 3 BLURRITMRHEE LT
H200mg % 1 H 13T 2 FNZE L TRO#KE S35 R U CGlEEER T 5
2 VHEEIT 1L EOMEEZ HIT T 1 HEE LTHRA 100 mg o, 1 B &K
K400mg FTEL . WFNL 1 H 1ESUL 2 ENZHE L TRAKBET S,
QNI TOEEF NI LEHRATSHEE
WHE EACIZTE R X & LTRIO 2L 1A 25 mg 26 B IC 05 &
D 2IZ1IH26mg A 1 H 1FEREAOKGL, 5 EIZ1H50mg 4 1 H 1[FEXT
2WNCEILTRAKRG T 5, 6 HELUMEIIHRHEE L T1H100mg % 1 H 1[4
U 2 BB L CTROZB ST 5 GERICE U ClE e+ 2 23 e EE 1 EELLE
DEfFZHIFT1 HEE L THRA0Ommg T2, 1 HHEITHRK200mg £TE L, W
FThb1H1EST 2 ECHE L TROBEET 5,
NNLTOES M I LEHALGEVGEEED
- 1ARFDYT LY A UG EFET HER 2 HAT 5158
W RAZIZTZE R F L LTRMO 2HMIZ1 H50mg 2 1 H 1 [EFRO
Beh kD 281 H100mg 2 1 H 2ENCoHELCRAOKS L, 5B
1H200mg # 1 H2FENZELCRAKEGT 5, 6 HEILZ1 H 300 mg % 1
H2ENZHBE L CRAES L, 7THEBURITHERFHES LT1 H 300 ~ 400
mg % 1 B 2 [ENZHEIL TRAK ST 5 ERIZIES U Tl a2 28, #ald 1
HEL EOMREAE &HITT1 HEE L THRA 100 mg 72, 1 HHEITA&RK 400
mg FTEL . WIFNE 1 H2ENZHEIL TRAKET S,
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(1 H1MRE&ES) (1B 1Mm#%S5)
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EILTHE)
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FT RV LAEHTHIHEORE « HERICHES Z &,
EDARKIO N a L A s FETAME|: 7o bV HIANTPE L Tz ) L EH—
M TV I R V77 g e U M EAEAH

) ARAND IV v AT L

B
2

ERIFERWVIER]  TIET T — L AT Y

SH IR AR F U VAF VU NI N T UHAY L Y F IR LRF TS
BRT R T ALK

(2) RiER VHAEDRERE - RN

%

HERR L

4. AERVAZICEET R

(3

Re@)

1. RERUVAEICEET EE

1.1 BREHEOREREORBERII. EDOONZHEROCHEZBZ TR LESEAL
ZENRENTWDO T T 2 EHFOMAE
ST AL B RERESIZLD

FHEN L7 &I BT 28RO A A b E 0 72
AT A LA ECR D IELS OB WHEICR D K )R HAEbE TS
+5Z4.[1.1.1, 1.1.2, 7.3, 81, 11.1.1, 17.3.1, 17.3.2 &H]

-
—

S

LT, 6 HHEA UM EZH

- oy >z
\—EEIEI\




1.2 PFAT EANZOWTIU T O LB BEINLIOTHET L Z L. B AFO 7 L
70 CBRIAITH T DN BT WIRANC LA 0FRIE TR S v e Y
U AEGHT LG5 OELOHEICHES Z & [6., 10.2, 16.7.1, 16.7.2 Z]

« REND TN v A B E T D A

Trx= Y INANRTPBE L T )L EX—)L FYI R V77 1
Eren - U N EEAA
c KRND TN v EBEAEITR U A AT E 720 BRA

TIVET IS =N A TP VI R HAARTF U VAF U FETw—
MZULHINY L VFTLVLRFTEL L RTUNF, Tah IR

1.3 RANZ L B RZBEO KR O T2 D12 5% F 1k L7 A 1213 068 Lo F s EN &
iz EED & SN DS ELAMNEIFRER G LW L o BREICHTE > TUZ W D
HHTREGAZPIELEZBEICBONTH HRHAELVERWHEL LW T2 2 &2k,
B G- R B ARFI OV IR 0 5 5O (ST a i) U U A EGHH LRSI
350 IRefl, 7 gt b U U A EGFHETARRO 7V v UG iR DA &
OFA L7238 65 B (O TR b AME A DT — %) ST ezt U o AL ARFIO 7 v
7 a U T D IEH S R L2 0o T HRER 170 R AR08 L TV A AT
WEHENS 6. HER OCHEIZHE > THAT 2 2 LR s 5, [7.1, 10.2, 16.7.1,
16.7.2 ]

1.4 BRBG A ARBN O TV a UG & RED 2\ WVIXEE T 5 342 B 5 BAA X
BEHPIET 258X AR O EREIZBET 52 L,

(BIETADLADARE)

1.5 AF| & BB RAMFEIEUSO/NETANABEICHNDHAICIT MO TANAIRKE
BER LT % 2 &, @R R ISMELLAN 0 [E N ER IR SR BRI 35\ T AHI B % 5T oo ff
FHREERIT 7200, [9.7.3 2]

1.6 /PNETADAVEE ARG T 25510 EE50H (1 ~ 2 8) ICEREHRF L 1 BHHEN
1~2mg DHEPANTH 7251 2 mg SEAZTRBIC 1 SR T A MEHFE L7-1 HH
B2 1 mg RiOHAIAFZRA L e b 0, ARG HIX AELALEBEL,
VBTG CHEENICHEOER 2179 Z .28, 2~ 6 O/NIOGEITHEFEHED |
FRAHI O HENLERIGENRD D,

5. ERPRAHR

(M ERRT — % /85—
A L

(2) BRER R ER
U EE R L

(3) AR RISRRAR
DR L



(4) #REEHIEER

1) AR BR

(BRRETAMADBER)

@ EFF £ RS MAAEER (B A B EIEE)
FRNIZH T 25 TR E M ARBIEEZ AT 20 IcZi s TAAUR
F R OFRE L= CTAMABE GRIBHR) 65 B (H AN 39 #l) %8Iz, H AR
FEENZ RV CIER IRIEE R 6 7 & 520 L 7= MEFFH % 200 mg/H & 725 X 9
FRE U CHEM U7z, FEERR O MERFR LS G IR THRED O 24 W) 123617 2
FAEHIMEFFRIL, TRO LB Tho Tz,

Sl G| efenkasg | SRR 00
FTART ORI 65 28 43.1 [30.85,55.96]
o FEAT 55 22 40.0 [27.02,54.09]
SRIE I RSE R 10 8 80.0 [44.39,97.48]

TE) MERFRIEHNC RAE R DR SN TIEBIEY T € ) & B GREFIE

MERF G- 246 T L7 t2 Ofikfse i G- (24 ) 12361 2 R IETHRAMERFRIT, TR
DERY ThoTe, 2B Mk 5T A ARDHTHEES T,

s b | ks | 0 SR (00
TRTORER 19 16 84.2 [60.42,96.62]
RN 13 12 92.3 [63.97,99.81]
SRIE A AE 6 5 83.3 [35.88,99.58]

) ke G- FEAEH R DS MERF S NVTEBIEY T & B Y & R GRERE

BIVE S, 31% (20/65 ) T - 7=, R IERITL. 382 15% (10/65
%) JEET . O F W, K OVHE IBREER 3% (2/65 1)) T - 7= GKFREE)

Q@ EFF RIS MAAEER (VDR BERIEE)

INRIZEBT B ERMRMINEE AT DHTICZHI SN 48005 12 O TADA
B CRIBIEE) 20 Bl (HAN 16 ) 2 X1, B AR K OMEENZ B8V THARR 512
X 5 RIEE kiR 89 & Foh U 7o, MEFFH EITRIEDOIREOLZ ML BB L
T 1.2 ~ 10.2 mg/kg/ H 1% 400 mg/ H (W3 AUAMEWH &) ™ O $iH PN CHE i rT
REL L7z,

HMERFRIEIIIE T B (HERRRIEIIC BT 5 12 38 8F) 1238\ C HV-EEG (2 & v &R
IRARFENE DV I DS FEERR S AV T B B % TR S5 20 Bl 7 HICTH Y |
ZDEIE (95%EFEIXM) 1%, 35.0 (15.39 ~ 59.22) % TH 7=,



HMEFRRIEI 2 08T L2 Ofkle i 5.3 12 EF 2BV C, HV-EEG (Z X v g
IRAPFENEDTH I DR S TR B ke 5 T L 7Bl 6 I T
0 DEIE (95%IEHEIX ) 1% 85.7 (42.13 ~ 99.64) % TH 7=,
RIVER S BB 1L, 35% (7/20 B]) T > 70, T DNFRIT, FZ 25% (5/20 #) |
FFRERE M A B L 55 K OEIR 45 5%  (1/20 ) T - 7= GKFRIF) ,

TE) /N O ERLURANFEAEIZ R D AR S NI ARF| O BAR S O A T 1 B 1
~ 10 mg/kg. fx K 200 mg TH 5,

QBN EMAERER VNER A BAEIEE)
O RESUTMEMNANRIEELF T2 H IS SN TADABEROFERE L
T2 T A IS CRIBIR) 343 51 (12 ~ 72 %) Z BRI WA~ B ot BIEE
FRraklR 1010 & Eii L7z, 7€ b U X O % 100 mg/H 33 200 mg/ A &
FRIE U To, MERF 51 TS 144 TR B 24 B ) 128 1T DR IETH ISHERFRIZL T
TOLEBY TH-oT,

b | gmbas | awven
BRI 115 111 117
FEAETH RAERF 1 59 67 64
FEVETHRHERF RS (%) 51.3 60.4 54.7
[95%{5HE X [H] ] [41.81,60.73] [50.63,69.52] [45.23,63.92]

VE) MERFEE G RAETY SR S TIEBIE T £ b U ¥ LB SRR
FE MU X UREHCB T DREIERRBBUEE L, 26% (58/226 i) ThH -7,



@ ENEMABGRER (A GHREE)
BRI F T DR FAE e OV R AEIC )T %5 Add-on £ 5-12 X % 25 MAHRRER (—
EEREGER) 2~WEER L, 7 N X UOMERAREIZ LT afiE) K
U LAFHEEIZIE 150 mg, 7Sy 7 m g b U v AFEDFH AT ITIE 300 mg, #E
Fr SR 8 M &3 E L CIM L 7, A W MR S SUE B 35 1T 2 Hef& BRI
B R OB RIS 2 B BRSGEE I TO LB ThoTo,

Ik ks e
e | R Wilcoxon
FUGE | dag | Oo0UGE | AR b |HEAREE

SE LY 87 10 20 16 26 12 3
Rk (11%) | (23%) | (18%) | (30%) | (14%) (3%) b=
TR 89 8 13 9 34 23 2 0.0119
JiE (9%) (15%) | (10%) | (38%) | (26%) (2%)
B | | S| x| m | e
. \ N cn JE B
b2 o fE
FERNUXUEE |66 6 | 17| 9 | 22|10 2 23 (35%)
AT FEAE
7T R 66| 6 | 12| 7 | 20|20 | 1 18 (27%)
FJERMNIXUEE | 7T 0| 321110 3 (43%)
A AR

A A N 5 11111 |7]1]0 2 (18%)

S N R .
Lennox-Gastaut ZERYSAE | 11| 1 3 3 2 2 0 4 (36%)

SEBERE D AR FEAE

A AN 5 6 1]0]|1|10]4]0 1 (6%)

ZE P U X URCEBIT DEIERRBMEEIX, 37% (32/87 #) TH - 7=, F72EIE
L IR 20% (17/87 f31]) i@t o> £ 13% (11/87 ) |\ FHIR Kk OVE R4
5% (4/87 f5ll) TH - 7=,



GO EMRFE MARER (MNRE . FFREE)

NI 2 FAE R OVREFEAEIZ k9% Add-on #5512 X 2 55 MFEFUSR (B
BRIEGAER) B OEEE L7, 7 N X OMRFHEIT ALV e Y
AOFHEEICIIN 1 ~5mgkg/H O afiEr NI o A2 L. Z v ey
fet & 2 54 2 3A &2 EOFH O BFE I3 1 ~ 3 mg/kg/H) /L7 a g k

U0 LIEOFHEEITIIA 5 ~ 15 mg/kg/ B KR H &I 8 1M &

RE L T ENE

U 7o ADPERRAT S SIE B 36 1T 2 Aok Rl B2 M O AR I8 1T 2 Aok &

MBI T DO LB Tholz,

Bk ek e
PR | RERIK Wil =
EUUE | & | O0%E | K A | HERge| N eoRon
FERNY 86 12 26 18 18 3
g (14%) | (30%) | (21%) | (21%) | (10%) | (3%) p—
V=2 89 3 17 17 22 3 0.0009
NEE (4%) (21%) | (21%) | (27%) | (24%) (4%)
Bl | x|k | |
I Ny N pIon JE w2
b & HE
FERNUXUEE |33 5 | 7T 71950 12 (36%)
oy FEAE
V=3 N 393 11| 9| 8| 6| 2 14 (36%)
FERNUXUEE |17 3| 9| 1| 2 1 1 12 (71%)
i EN SR Y (S
V=3 N 12|01 13|41 4]0 1 (8%)
Lennox_Gastaut FEMUFRE |83 3 |11 8 | 6 | 4 | 1 | 14 (42%)
) Y AN
IEGREOSBIEN | s |34 o | 5] 6 |11 ]12] 0| 5 (15%

ZE X UBCEBIT DRIERRBIUBEE X, 43% (37/87 ) T - 7=, E/2RIE
AL EIR 26% (23/87 ) FFEMED > 7% (6/87 f5]) TH - 7=,




® MBI ERIRERER (B GHREE)
BT B ERS ARSI 5 Add-on G2 L5 “HEKRZ 0 A4 ——
BARER 1T 19 2 FE i L7z, 7 U X ORI E% 400 mg/H (V7 g b
U o LIEGFH)  HERFH BB 9 M & 30E L TEM L72RER. 7F MU BRI
B AREBEERD RIS T EAREE L CERICE N> T,
ZE MY FUREINCRIT DRIEIRBIBEE L, T0% (66/94 i) T -7z, 72
BIVERIE B D 0 30% (28/94 ) 25 27% (25/94 i) A 18% (17/94
) Thole, £, 7F MU X OfEFFHE% 300 mg/H N v 7w U oA
FEOFA) 3 150 mg/H (N7 m g7 b U o A0 iR &R 12 3R & 5%
ELTHEMLUZESR. 7% ) XU D RIEEERDRITI T T v REEL
WL TCHRIZE ST,
Z7FE b F RGBT DRWENBBMEEIL, T1% (29/41 ) Th o7, F72
RIVERNZ B 0 17%  (7/41 1) VL 15% (6741 ) L Bi K QYA 12%
(5/41 f5l) T o7z,

ESaoa SEBIEL FEAEBE LR 26 S D
400 mg 88 25% % *
150 mg ' X |% 300 mg 41 269 * *

HE1D 7SI REDE
HE2) v afEt N v AJFRHOSA
%k p < 0.001

@ BHVERIRERER VNR (GHREE)
NN BT 28 Ak T D Add-on #5112 K % B EMIAFITRERM bk
Br2020E g Lz, 7 M X UM HEZ VT e U U AFREEIC
1359 5 mg/kg/ H (e kK 250 mg/H) 2Ny 7 afig) b U o AIEGFHBE TN 156
mg/kg/H (5K 750 mg/ H) MEFRF FH &I 12 MR &8 E LT Lo/ R, 7
MU RECIIT DRAEHERIT T T B R REE R L CTHEIZE -T2,

G R IE FEAFBE LR 5 Al
FAS VNG i 98 36%**
77w REE 101 %

%% :p < 001

T MBI DEITEHARRBME L. 656% (64/98 f5]) TH - 7-, E72EIE
JAE MERR 18% (18/98 f31]) @b £ 15% (15/98 41]) 2538 10% (10/98 1)
ThoT,



@ BHERREAER VNRRUBA BEREE)
Lennox-Gastaut JEfERE (3 ~ 25 %) (231 2 B FBIEICxTT 5 Add-on # 5-1C
K5 ZHEERIATHEM HiGAER 229 2 F i L=, 7F MU F o OffFFHEZ L
Tafg s o AFEHEBEEIZIEN 5 me/kg/H (B k 200 mg/H) .23V 7 i) b
U v LGP T3 16 me/kg/H (R 400 mg/ H) | #ERF B 10 3@ fH &
FRE L CHME LR R, 78 MU XU RECH T 2 RIEHERD 1T 77 v RREL
g L TR EIZE N2 T,

FGHE TEBIEL FEAFBRE DD 3 p i
ANV S i 78 32%*
7T R 89 9%

% :p < 0.05

ZE P X UBCEBIT DEIERRBHEE L. 30% (24/79 ) TH - 7=, F72EIE
X 3892 8% (6/79 1)) M- BEO K OV 4% (3179 1)) Tdr - 7=,

QBN ERKRAER (NERUB A GEFREE)
BRI IR (2 ~ 55 %) (2% 5 Add-on %512 & 5 " HE BRI TRER Hfeit
BREFEh L7z, 7F M) X UOMRAEZ LT e Y v APFHESET
1. 2~ 12 #2134 3 mg/kg/ H (B Kk 200 mg/H) . 12 5B 121E 200 mg/H
L afE U AIERER B CIE, 2 ~ 12 5121 12 mg/kg/ H (K 400 mg/
H). 12 mlI21% 400 mg/ B HERF B 12 M & 5@ LT L2 fb R, 7
T RUXUBECRBIT DRIEHERDRIZT 7 v R i L CAEICE DS T2,

bR G VI W o o e f
FE N X R 58 82%**
7T R 59 43%

%% :p < 0.006

ZE R X UBCEBIT DEIERBSEE L. 22% (13/58 ) TH - 7=, E72EIE
FE TFENE D U EIR L VLS 5% (3/58 f5) Tdh - 7=,

(MBHEEZFICEITE2RP9TEY— FOFEH - BRI

EANE I/ EER (BRA)

R T RURE 249 5 B (215 ) 25502 55 1 H1(8 ~ 16 M) & L CIEEM
TTZ7ERMUF 200 mg 285 L 5 2 #1(26 HH) & LT UIEBRNLE LR
FaRIT T BRI T & 2biai 1EaER 20 % 926 L 72, FEFHiEE ©
& D 2 IBHGE HIRER 2 R ik - g7 %5 £ ToOHH (Time to withdrawal from
study : TWS)IZ, FERD EBD THY A X2 MEELE TORFMIX. 7F MU F
HTIIT 78R L L TR MR AEENRO bz (p = 0.010, =
7T RRIE),



1L /TMARRBR (2B 5 TWS

75 REE TERNYF R
AT e 58 { 45l
A N NEBES 74.1% (43 fi) 53.3% (24 1)
[9550}2;%5 Eﬁf’%ﬁ( . 67.5 [32.0,127.0] 169.0 [111.0,n/c]
7 RBE L DL p = 0.010

n/c : BHAHE

R A Vi

1S AEIERZRESEE L. 32% (69/215 f5l) T - 7=, EREIER I 3
% 6.5% (14/215 f5]) (BHJ@ 4.2% (9/215 ) fHIR 3.7% (8/215 f4i]) . H .0»
2.8% (6/215 %) TH-7=,

2) R
ERRHAEGHER (A
55 /AR ERBR L2 ke L C 60t L 7= 52 M o IFEME #5388V T O
WIZ X0 FHE L ER O E (50 ~ 400 mg/H) TTE b U ¥ 2H% 5 Lizk
RIF.TFTEROLEBY ThoTz 2620,

CGI-S#V HAM-D17 2 YMRS %9
FEAmEES | B
AFAL | AR | AFDR | KR | AR | AR
HERBALAEE | 92 | 2.9+1.1 — 9.7+8.0 - 3.0+5.5 —
6 i 84 | 22+0.9 |-0.7£1.0| 4.3+4.9 |-4.7+7.2| 2.6+4.4 |-0.3+5.9
16 78 | 21+0.9 |-0.7+1.2| 52+6.0 | -3.8+75| 1.7£3.0 |-1.3+6.1
28 i 77 | 21£1.0 |-0.7£1.2 | 45+51 | -45+7.7| 2.0£5.2 | -1.1+5.8
40 i 70 | 21£1.0 |-0.6+£1.2 | 4.7+55 | -3.9%£7.7| 1.7£4.0 | -1.1+6.7
52 ifil 68 | 1.80.8 |-1.0£1.1| 3.9+53 | -4.4+6.9| 0.8+1.7 | -2.1+6.0
BofGHmeEE o | 92 | 21+1.2 | -0.8£1.2 | 55+7.3 | 4.3£7.2 | 1.9£56 | -1.1+7.1

YA B = R UE R 2
1 D) R SIRBOEERE
HE2) NIV b o) OFEHI R E (17 THE)
1 3) Y o U A AR B
£ 4 LOCF (Last Observation Carried Forward) |Z C KM %2 5. HAM-D17 KO
YMRS (22T 91 71

FHB 5B IT LTERIC R T 2 BIEAZSBHE X, 21% (19/92 #]) Th
ST, ERBERIL. BIRREE 7.6% (7/92 ) T - 7= GKZRE) .



(5) B - HEBIHR
R L

(6) afRr &

1) ERARAERE (— R EARERE S EERRRAE AR EAE) ( RERT
BT I N—ARE.BERTRERABROAE
L

2) ﬁnlh%ﬁ:t LT%%%E@W@X(;%M LT’EHE ui\iﬁﬁ@*ﬁﬁg

BEARR/NA
(7) ZDith
1)ERERRBRICH ITIAENEVC LI RSEOREEZTORBRNILTOETS +
) LGHREE)

AR E@FIEHAELOZO#OBEIEHA&E) L0 mWHARE TR L ENERARRER (N
T alET B T A EE) TORBEO R EREE OB R 10.4% (18/173 1)
Tholenlzxt L. 237 alipr U U AJFHBFICE O URKGEHETRE L2
FHEGARRBR TliX 2.9% (3/102 ) TH -7z 2829,

B JEBIHKL FEIB 5 D P G I D S BLEIEL (S HLER)
PRHE TR E U 7= 5 LA e R e B 102 3 (2.9%)

ARAREL Y mOHECHS LEERN .
i PR R B 173 18 (10.4%)

2) ENERRERER (C & (T 5 KIS #hIRARE1X ¥ (Stevens-Johnson E&RE¥) D F IR 3K
FRA KOV T Ain A 2 kb5 & U725 A K OV RS IR RBRIZ F U VT, 547 il
3 61 (0.5%) (2 7 & RGN ARIE BT (Stevens—Johnson JEERE) BFE D L. WL d
AT algs by o AEGEH UL EGEH E RIEH &KX O 0% O &) K0 E0n

HEZHEE LTIER Th - 7= (B : 335 iH 1 41(0.83%) ./~ 2 212 5] 2 4]
(0.9%)) 39,



VI. ZE3hEB(CB Y 5IBH

1. ZREPHICEAESH SLEHX T EHE
VAT TEE L FETY— R AN T o 7u P L =PI R Tm= b 2 TN
~BEr = hRZUIF

TR BEEOH DB OEE - IRF T B OEBFIRL M5 &,

2. EBER

(1) YERERL - 1E AR
Na = F v F /v Z B EARAF N > D BOARIFHNC IR D Z LI K » TR 2 2 E L &
LIS L RS O BN R = E Ol 2 B D 2 LIS &0 FUREE RN &R
TLEFEZALNTND 12,

(2) EhEZET1T HABRAAE

g ER

FHCTANAEDE T BV CHUEBE 273 2 Al S Tun o,

D~ UAKRDT v b O KEBEEZ TS5 %,

DI (N F LT TV, 4T U YK 6,T-dimethoxy-4-ethyl-3-
carboline-3-carboxylate (DMCM)) (2 X ¥ ~ 7 R IZFHFE S 41 5 R E 2 #H]3-
A 31~33>o

3) 7 v RO XOWHIZI T 2 ELALHE I IEE 200 5 %,

4) RHkEZ R O % > R Y /? T v MZBWT, F v R 7 BIEZINH L LR A EE
R 2 40ME T2 030 F e RkEZEX U R > 7y MZBW TR R 7o
TER A I+ 2 %9,

5) FHLEIR T A ABE T L RMERIE~ 7 AR OYT v b, EL~ 7 A, lethargic
~ U RA) DT AMAKEFIEZ IS 5 3710,

6) 7 v MZIUT D AP EEE R EE 358 < TR (i iEEIfE E 47~ 3 ED,, 8/
PUEBIER O EDy fEDO ) 1Z,. 7 == b A R0V TERAL Y L EWEEZ RT3,

(3) VEFFIANER - iR
MR L



VI EMEBEICET SEE

1. MAREDHRS

(1) A LA I PR
AR L

(2) BB CTHRRAINzMFPBEE
1) R A
e AN 6 BT R U X2 25 ~ 200 mg & H[ARR 05 U7z & 5% 1.7~ 2.5
IKFfH]C Cmax (22 L, T, 1349 31 ~ 38 K] ThH o7z, Cmax L TNAUC, 135 &
DM EVER Uz, F72 AEFERA 6 FIICZE MY ¥ 50mg % 1 H 2[A] 10 H
SRR OB U7 e S 7 8 B U B REIT# G 6 B BICERIRIBIZE LTz Y,

. BEERAICTERY X 25 ~200mg Z HEEO#EE L7RFO 7 F U XU ORYEIE T A —H

whHE i Cmax Tmax Ty AUC,... CLt/F Vd/F
(mg) (#g/mL) (hr) (hr) (pg » hr/mL) | (mL/min) (L)

25 6 [0.338£0.031| 1.7£0.8 37.9*111.1 | 15.2£4.9 |29.77£9.12| 91.0*8.1

50 6 [0.718£0.049| 2.5*1.2 35.0£4.7 33.7+5.9 [25.33£4.09| 75.2%4.8

100 6 [1.488+0.261| 2.3*+1.4 30.56+3.3 | 59.9+12.1 |28.79£t5.65| 74.2+9.2

200 | 6 [3.075+0.336| 2.5=1.0 | 32.4+55 |136.133.2|25.64+5.69| 69.8+9.3
PRI AR 2




2) EMFE IR SR

ZE MY FUENEM 2mg 17 AV R OTE MY FU8ENNEH bmg [7 AV OE
A RLEIRGEAGR B ZIT OIS0 T N U X U8/ 2mg [7 AV | ROV
T MU Fg/NEH bmg [7 AV | & FAEHERLK) 2 R B 12K B 0 (D EDK
TZOF FHEMEE IR XIZEE OkdH 0 ) (IHIE% D& 0/K TIRH) THEIRE D
Be G- U MmAE TR ORZEACARIRE 2 E L C, 3 EhEE D & [l A 0 A4 )[R 2 &
WRFE L7z 42,

FEPIXUE/NRA 2mg [T AL

(1% F8 [ 6 5 D AW L R SRR T A R T A D — SR IEIZ DWW T (ERE
24 4E 2 A 29 B IRAHAIE 0229 5 10 5) JICHEL IEEM FICBIT D 2 /1 2
BT A | Moy o 24 —_"—iEa V5,

WHOD A5 HDOANGFHMAZS I HE L, 2R HOARHMAZEIY & T5,
BV T EFE T MOMORIE-RIX 21 B & T 5,

—KkHY : (DEOKTEOE EHFETICRA) —
ERERR A7 19 611 (1 BE 9 1], 10 B 12t LT 10 RELL Eofs & Rz
T, 18P ML L0 2mg AT T7E MY X Use/hNEH
2mg [ 7 AN 18EXIXT 2 7 #— /A 2mg 1 884 150 mL Ok & &
5 2 HICH AR OS5 L,

—HGOkHY) : (HE% DEDKTHRA) —
fERERS N B 18 61 (1 1 9 1)) 1ok LT 10 BRI DL Eoffifs FicksW T, 18
HIZZE R LT 2mgEARTHT7E N X8/ 2mg [7 £
V] 1EEXIET I 7 #— /N 2me 1 884 N Hr T < 72 & 7K 100 mL
EEbiITRROBS L,

BB IHMEOETH & SISO 551, % 51 0.33, 0.67, 1. 1.5, 2,
2.5, 3. 4, 6, 12, 24, 48, T2 W% 14 B5 & L=,

53 1% LC/MS ik

B B

KbV : DEDOKTEDE FHBETICARA)
IRY)ERE X T A —H >

HIEIRT A—H BEIRT A—H
AUC; .79 Cmax Tmax Ty,
(ng * hr/mL) (ng/mL) (hr) (hr)
e N EC N
7% U xS 1227207 34.44+3.89 1.4+0.8 50.7+23.2
omg [7 A V)
53 N
7 757211’1;@] U 12334190 35.7244.73 1.0+0.8 49.6+19.8

(Mean+S.D.,n=19)



Hon-EYyEne T A —4 (AUC, Cmax) 22V T 90%(E X MEC TREHIENT 21T
ST-FER 10g(0.80)~ log(1.25) DHIFAN TdH 1 | WA D AW R RSN TR S iz,

AUC(OMZ) Cmax
2 U D e 2 A g o 75 1log(0.99) 1og(0.97)
90% 15 8 X [ 1og(0.97)~ log(1.01) 1og(0.92)~ log(1.01)

(ng/mL)
70 -
0 e SERUE LGN 2ngl 7 A
& o 53Ip 5 LEUNEA 2ng
gt 40 Mean+S.D., n=19
I'-"l
4 30
a5
1t 9
b ety
LT '\%\s\%
g 10
0 L [N ] L L H L 5; L ;S—L
01234 6 12 24 48 72 (REfs)
JE IR
THIg (k&) : (THIg% . D EDKTIRA)
<IRPENRE/XNT A —H >
HIEIRT A—H BEIIRT A—H
AUC; .79 Cmax Tmax Ty
(ng * hr/mL) (ng/mL) (hr) (hr)
S KUY X288/
7 2;; fjfimji‘j“ﬁﬁ 1152+138 33.31+3.70 0.940.7 46.8+9.7
5 3 N
737 5721(1}1?@] U 1137+157 34.03+4.10 1.0+0.8 43.8+8.8

(Mean=®S.D.,n=18)

Bon-EyEE T 2 —% (AUC, Cmax) 22T 90%(5HE X ML CHEGHIRIT 21T
S7fER. 1og(0.80)~ log(1.25) DHIPHN TH W | WiFH| D AW LR RSN TR STz,

AUC(O >72) Cmax
2 T [ O el B AL Ml oD 72 log(1.02) 1log(0.98)
90%13 H# X[ 1og(0.99)~ log(1.04) 1og(0.93)~ log(1.03)




(ng/mL}
50

—o— FEMUFAHANER 2ngl 7 A
it —0-- Z XA —)LEE/NER 2 mg
15 40 Mean+S.D., n=18
th
F 30 A7
=
it 90 U
f# i N
J 10 : \ﬁ\"ﬁ\n%
O L1l L 1 r; 1 5 1 ;S—L
01234 6 12 24 48 T2 (KFfE])

2 55 Ry

728 MR N AUC, Cmax %D /3T A — 2 [T HEBRE ORI AR OERER
1% - IRf P 3 O FRBR SRR L > THRAR D ATREMEDN & D,

FZELVRVENEH bmg [T AV

(1% F& 12 36 5 D AW LRSS T A R T A 5D — B IEIZ DWW T (ERE
24 £E 2 J] 29 HAF HAATE 0229 4 10 &) JICHEL FEEM FICBIT 5 2 A 2
BB A | oo 2d—R"—{EE N5,

DD A5 ADOANFEHMEZHE I HE L, 2EBOAREHMEZHELIHNE T 5,
BV T EFE T MO ORIEIRIX 21 B & T 5,

—KkHY : (DEOKTEOE EHEETICRA) —
TR B+ 20 41 (1 10 #) (26 LT 10 LA L offa e Rzl v\, 18
HIZZERYXF L LThmg BHTHT7E MY FU8/hEH dmg 77 2
V] 1EEXIET 2 7 Z— /R bmg 1 884 150 mL Dk & & 62 HEEHR
e a5 L7,

—MHMOkHYV) : (HE% DEOKTHRA) —
fERERR A S 7 19 61 (1 BE 9 B, 10 %) 12%F LT 10 BEfEILL L offie T iz wn
T, 1EFICTERNIF L LTCmga A T57F MY X u88/NEH bmg
[T AN 1EEXXT 72— g8/ bmg 1 8% O CTHhAH < FEE K
100 mL & & B lcfRaEEa L=,

B I1HEOE N & HIIRBRIEOR 551, #% 51 0.33, 0.67, 1. 1.5, 2,
2.5, 3. 4, 6, 12, 24, 48, T2 Wit D 14 He 5 L LT,

BRI B

53 AT 1% LC/MS ik

Kdbb . DEDOKTEDE EHGETITARA)
<HEWENRENT A —H >

HIEIRT A—H BENRT A —H
AUC .79 Cmax Tmax Ty,
(ng * hr/mL) (ng/mL) (hr) (hr)
FE M) XUs/NER
+ + + +
smg 770 2279+ 298 65.48+8.36 1.3+0.8 44.7+85
=5 I — \;"’ \IE
737 &51;?@] T 93974961 67.26+9.12 1.2+0.8 45.9+9.0

(Mean=*S.D.,n=20)



Hon-EYyEne T A —4 (AUC, Cmax) 22V T 90%(E X MEC TREHIENT 21T
ST-FER 10g(0.80)~ log(1.25) DHIFAN TdH 1 | WA D AW R RSN TR S iz,

AUC(OMZ) Cmax
2 U D e 2 A g o 75 1og(0.98) 1og(0.97)
90% 15 8 X [ 1og(0.95)~ log(1.00) 1log(0.94)~ log(1.01)

(ng/mL)

100
—a— SEMUF EARMASngl 7 AV
0 3% )L gNEH Sng

80 Mean+S.D., n=20

60

MEFSRABBE

U [l 1 1 H 5'; 1 ;S—L
01234 6 12 24 48 72 (EFET)
S RE LS

W Ok b)) : (EIEG. D BOK CHRA)
<IYBEANT A= >

HIEIRT A—H BEIRT A—H
AUC ;.79 Cmax Tmax T,
(ng * hr/mL) (ng/mL) (hr) (hr)
e N EC YN
7ERIXANN | oniyaare 72.16+10.93 1.0+0.5 44.2+7.0
5bmg [ 7 A V)
53 N
7 757511’1;%4 U 9549+ 314 73.41+15.47 1.0+0.6 447466

(Mean+S.D.,n=19)



Hon-EYyEne T A —4 (AUC, Cmax) 22V T 90%(E X MEC TREHIENT 21T
ST-FER 10g(0.80)~ log(1.25) DHIFAN TdH 1 | WA D AW R RSN TR S iz,

AUC(OMZ) Cmax
2 BUAIE 0 ek B A i o> 72 log(1.00) 1log(0.99)
90% 15 X [ 1og(0.98)~ log(1.02) 1log(0.94)~ log(1.05)

(ng/mL)
100 -
—e— FEMIFHE/NEH Sngl 7 AL
i O 275 —)LgE/NE R Smg
pr 80 Mean+S.D., n=19
rﬁ
& 60
/E .
1 ~k,
1k )\ﬁ\g
s 20
O [t | I L 1 ;; Jt‘ 1 3§_L
01234 6 12 24 48 72 (WE D
5 5

7ok AR E N NS AUC, Cmax 50D /8T A — 23 WRERE OFIR AKIR O ELEL
T BT 0 BRIR I & > T3 72 5 WTRENEAS B 5.

FE VX EE100mg [T A

Z7E MU X UBE 100mg [ 7 AV OEIEGEGERFEARFFE LT OICHZ0  7E b
UXUBE 100mg [ 7 AV XUET I 7 #—/LEE 100mg ZHEER A 51 23 i (1 #F 12
B, 11D ICKDH Y (D EOKTZEOE FIEEETIZARA) SUIHE OkdH D) (HIER .,
D BEOKTHRA) THEREO$EG U AR ORZCAERE 2 HE LT RKYEiE) o
i L) D A W )[R S & BRRIE L 72,

[ 6 15 3.5 O A A RV SRR A 1 5 4 LB O—HsEIC ST CERL

24 4F 2 H 29 HAF FRAFAIE 0229 55 10 ) [ICHEL FEEMRTICHITS 2 #1 2

BEBRFFA Y | B0 o 24— _—EE NS,

WHO 516 HDOABMFZE THE L, 2HHOABRBMEZETHE T 5,
BV T LB T ORORIEHIRIL 8 B LT 5,

BRI LT 10 RrEIDL EoMa B FIcH W T, 18ETICTIE R X L LT
100mg EHTH57F M UFUEE100mg [ 7 AV 1EEXITT I 7 X —)LEE

s
BERNE | Joomg 1665 ki D (b BROKTED £ EIEE ) XIS (K &
V) (MG D BOKTIRM) T 150mL DK & & HICHERO®ES LT,
s | URROSITNE bICHRBSEOR 541, 56 017, 083, 05, 1. 15,
T 2. 2.5, 3, 4. 6, 24, 48, 72 K96 BEItE D 15 B & LT,
5y M ik LC/MS/MS £




AKdHY . (VEOKTEDE FHMBETITRA)
<IKWENHE ST X — K >

HIEIRT A—H BEIRT A—H
AUC g0 Cmax Tmax Ty
(g + hr/mL) (pg/mL) (hr) (hr)
FE L X UG
+ + + +
1o0mg 7 < /b ) 78.02+13.76 1.76+0.23 1.38+0.94 | 43.90+10.12
g
77—V 76.92+13.73 1.74+0.23 1.46+£0.98 | 45.21+14.52
100mg

(Mean+S.D.,n=23)

BFoNTIDIHE T A —4 (AUC, Cmax) 22O T 90%[EH XA THERHIREIT 217
2725, 10g(0.80)~ log(1.25) DHEIFHN TdH v | Wil DLW FHI RIS R S 17z,

AUC g6 Cmax
2 T [ O el B AL Ml oD 72 log(1.01) log(1.01)
90%15 & X[ log(1.00)~ log(1.03) 1og(0.97)~ log(1.06)
(1g/mL)
2.0 ¢
—e— S RUF 4E100mgl 7 AL
& --O--- 5 3 74— )L §E100mg
i & Mean+S.D., n=23
# 1.6
h
#
% 1.0
it
1k
# 0.5
HE
O IIIIH Il 1 1 C; ;; ;fv_L
0 6 24 18 72 96 (FF[E)
b5 =X AT

U (Kb D) : (EASH. D ROKCHRE)

<HEWERE T A — 2 >
HENT A—H BBEINTG A —H
AUC ;g6 Cmax Tmax Ty
(g + hr/mL) (¢g/mL) (hr) (hr)
TE MY X5

+ + + +
100mg [7 A /1| 77.90£11.01 1.79£0.32 1.46£1.06 49.661+13.16
737 5V 77.361+11.32 1.75£0.21 1.18+£0.89 48.07+£11.91

100mg

(Mean=*S.D.,n=23)



BFoNTIEHE T A —4 (AUC, Cmax) 22O T 90%{EH XA THERHIREIT 217
S72fER, 10g(0.80)~ log(1.25) DHEIFAN TdH v | Wi DLW FHI RIS MR S 7z,

AUC(O >96) Cmax
2 T [ O el B 2 Mt oD 72 log(1.01) log(1.01)
90%15 & X[ 1og(0.99)~ log(1.02) 1log(0.96)~ log(1.07)

(pg/mL)
2.0 :
—e— FERUF 2 EEL100mgl 7 AN
i --O--- 727 —)L#100mg
¥ 1.5 Mean+S.D., n=23
i
*
=
S
HE
O - 3T ? : 3}_‘_
0 6 24 48 72 96 (IFFFD)
P 51

7ad5 MUAETEEE Y NS AUC, Cmax S0 /35 A — 4 |3 4B ORI AIE O ELER
(%K - 5 5 D FRBR AU k> TR A 2 ATREME B 2,

(3) kL
DR L

4) B= - ftAEODFE
BEDEE
flRERR A 12 Bl 7 & b U ¥ 2 150 mg % ZERE I M OV 1% I BRI 0 B - U 7= Rp, e 1 B¢
BoCIEze R I bR E R T B Y 00 Tmax (T L7223, AUC ICHERELZR
Dol W NEANT —H),



=4

=1

HFRAERD

NARFDOT IV 0O VERBEIZE T2 HAER D

%8B

=2
=

AAFNE TNy o  BRAENE | ARO 7V o e ES | ARIO TV o o o BERAICE
A9 5 FEHA H(IRAE) 3 2 A B KA S 7O HEHA|
TIETI =
Trz= AV NN
TR~ Z/LZ;ZLIK\/
T )L X —)L e
o s TR T
7 I RN» .
SATaEF R Y @A V77 ey ié?;:$
RETENL - U R EABLAHA 7"w7f/w y
THEYFFENL+Y R FEL ) F
ITF =T ARNT U)o LTS
vﬁ/wﬁx%vwméﬂ%%‘&iy;*w
F1REAT ) Says R

2) & & B A ER

OV TOEF YL

R AN BRI v 7 et Y 7 A 500mg (1 H 2[F) & FE Y £ 50 mg,
100 mg X150 mg (1 A 1 [E) ZEOFH L7 7 E U 5 > o3y @i 4 LA
TR LT A 7 R U ¥ DBk KR D5 LT-RFO RS & X N
nrafpr v U AFRAEOTE R XD T, X 2 ETHY . CLYF X 1/2
IR CThHoTe, E- MFEF VT a @R EICEE I A LTS OO—E DRI
FHOITEDOEIREREAMR L T W ONEANT—5),

F. WEHERNASVTBEET N TLLETE N RO LTZREO T E R X Ry ERE
INT A—=H

FENYFX 5 Cmax Cmin Tmax T, AUCss CLt/F Vd/F
NE Ny (#g/mL) | (¢g/mL) (hr) (hr)  |(pg-hr/mL)|(mL/minkg)| (L/kg)
50mg 3.45%£0.61(2.53£0.46|1.83+0.98|75.3+-14.1|66.7£10.9(/0.17£0.03|0.94+0.10
100mg 18 |6.78+1.13|5.02£0.97(1.96%1.00|{69.6+14.3|132.5+22.6[0.17=0.04|0.88+0.09
150mg 9.44+1.7116.48£1.52|2.02+0.96/69.6+-14.8|178.2£37.1{0.20£0.05|1.03£0.18
SR R R A2
@UI77rvEYY
R A BPEICY 77 2 600mg (1 H 118D % 5 HE#E G L-BHAICTE

R U 25 mg # MBI ARG LIEKOTE R R OBMIOI YT T2 A

FONT, 1ZZ4EH 5.13 Lihr XY 14.1 R CTh o 72, 7€ b Y F B E (7

ZER 5 BE#ESOBAICTE R Y ¥ 25 mg & HEHREOEL) LIZRFO BT

DI YT T AMER T, 1 EZNZH 2.6 Lhr KO 23.8 K THY U7 7 o E

VUDHREIZEID TE NI X DOBNTO7 VT T AMETARICHML, Ty,

A BICELE Lz GREAT — %),

@OEFEL - U b ELREH

fEFEMRAZXRE LIEABRIZBNT 7 MU Fremed e - U b EEEH

EDOPFHBEEGIZED . T7F R X OMARENK 50%IET L= 9 GNEAT—4),
—43—



@F7BYFEIL+Y FFEL
R A B Z xR & LIZRBRICB W T, 7 MU X2 (100 mg) & 7 ¥ EL
(300 mg) . V¥ R E/L (100 mg) ® 3 Az L LickiD Z7E U ¥ 0 AUC,
Cmax |%, 7E kU F (100 mg) & Hi[El# b U7cke &tz L TR 32%, 6%
KLY OEANT—4),

YRR Ky
TR AN RIS L LRI W T, TF MY (400 mg/H) ORAEHE 51X =
AU R HEE5-H (2 mg) ORMENREICERMICRE L 2D B E 5 2 2o
7o UARY Ry 2mg & 7% M) X Uoft 5%, 14 B 12 FHTEIR DS 7 5
Nz, 7F b U XU BEMB G TITEIRO B E 1T 72 < .V AR R BTk
20 il 1 FNAEIR AN 2 HALTZ O NE AT —4),

@OROBIFE(TFILIRAMSSA—IL30 g RULAR/ VTR RLIL 150 ng &)
TR A ZZMEIZ 7 N U ¥ 300 mg & #% MBEHESE A OFH L7-ie yEH 78 R U
¥ D AUC, ,, X Cmax 17 F kU X OEMF GO T EH 48% K% T 61%
ThO EOBEIEE OFHICZ Y MEF Z7E Y FUREFH L ITK T L7z,
R DR SRR SEIAR (7 HRE) T, 78 b U X0 0 PR E S R 2 12 B L RS
FET BRI IR OOBET AR IR & el L TR 2 5 L oo o VAR VA
A R L ®D AUC, o, 2 O Cmax (5% FEGE SR B H-IF D 10241 81% M Tf 88%
Thote, T TF =N A T PFH =D AUC,.,, 1T 1 REEHR A 3 B o
93% CTdH > 7=7%, Cmax [TEVIIHA LN o72 49 SNEANT —#).,

DS HYEY
fEFERABHEICTZE R X 200mg (1 H1E) EAT P EL 15mg (1 H 1
[A]) % KA B G LI RO EFIRRE (56 H ) IZBIT 5 7E U XD AUC, ,, KO
Cmax 17 b U XU HMBGRFOZNZH T6% K N 80%IZIK T L, £727 F
U R PERBE GO T P E D AUC, 4, M O Cmax O EREITA T
P R L FRE CH o7 0 NEAT— ),

®Yy=—H=zFk
TADAVBEIZBOT, 7% U X2(150 ~ 500 mg/H) &> =+ 3 K (200 ~ 400
mg/H) % 35 ARG L7z, 7% b U X ORYENIEICHE L 5 2 2o 7250,

QANRUF Y
FZE RNV VBEMEORTE N X T TF O RE 2% 177 34 1D T
NIPWBEIZBIT DL ha AT T 4 TN LAUR AR F AL TE R F
YOBNTDOI VT T AR B X ot (GNEANT — ),

®rEST— K
TAMPIVBEIZBN T, 7 RN XL FET~— bk (HE : 400 mg/H) & OHEA
X7 M X UOEFIRERFD AUC, Cmin, Cmax (T2 % 5. 2 7o 72 3 (4
EAT—4),

@LRFSEF L
TADIVBEIZBWNT, TF )Xo & LR_XF T84 A (1000 ~ 4000 mg/H) & D
OFIE A B O BRI B Z 5. 2 Teino 7o 5455 (NE AT — %),



@RS IR
TADPIVEBEIZBWT, 7 R X RT3 (12 mg/A) ZEREE L7k
DTZERIXLDHENTOT VT T2 AL AT 3V FEGHRE & Tl LT 9.3%
DI EHEE S BE R IR L N2 Do 7230 GMEAT — %),

(B A=k NN
TAMPAVBFEIZBWN T, 7 R X 87343 F(200, 400 mg/H) & OFFHIE,
MEFZE N X UREICEEL 52720725 GMEAT —4),

@FLANY Y
7% MU F (100 ~ 600 mg/ H) & HLAI THEFF G- L TW D TAABEIZ T L
JI3Y 2200 mg (1 H 3[R & RERE O BE L2, 7 LAY X EFIREIZE
FAHMEERTE N FRE (T 7E) ICREE 52 ol ® NEAT — ),

BIAFOY
fRER N BIEIC S AF 2 400mg (1 H 2[R % 5 ARG L7=ERAICTE MY
X 25 mg #HERROKLG LI-REE 7€ MU XU BME L (778K 5 HE&ES
OFHIZTE R X 26 mg #HEIROHKE) L7ZFEO 7€ F U ¥ 03P HE)kRe
RT A= BRI R NI o2 D (FNEANT —4),

) F oL
TERERR A BPEICTZE R U X2 100 mg (1 H 1[E]) &K Va @By F o L2
g (1 A2 % 6 AMKERORSG L=k L K7L Ul F o7 B85
DV F T LOEYENIE T A — X ZPER TR LN o729 GMEAT — %),

@7IVETSY—I
7% MU F 2100 ~ 400 mg/ H Z#ERi 5 L T o BPEfEE BF 2B\ T 7T Y
77— 10 ~ 30 mg/ H #0f G L7z, 7€ U £ 0 Cmax LT AUC
135 10%IK T L7z 0 UAEANT — %),

(1) B4 75 3%
LR L

(2) BRI R
AR L



(3) HEREEEH
0.016+0.005 (hr?)
(R A B FIZTE B Xo8e/NEH 2mg T7 AV 1 2KH D T 18RS LTHEA
0.015+0.003 (hr)
(EFEHRABFICTE N T80 NEH 2mg (7 AV ZHBOKH V) T 1 8% 5 LT25EE)
0.016+0.003 (hr?)
(BEFERAB T MU X8/ NH bmg [7 AL 1 &2KH Y T1EEE LG
0.016+0.002 (hr)
(EEERR A B FIC T MY X 88/NEH bmg [7 AV ZHBOkSH V) T 1E8RE LEEA)
0.0164+0.0029 (hr)
(EFERAB I U X8 100mg [ 7 AV 2 KH Y T1E8EL LESA
0.0149+0.0037 (hr)
(BEEERABFICT7E b Y X282 100mg [7 AV 2 HEOKDH D) T 1E8EHRYS LIZGE

@ 7YT5 IR
DR L

(5) R
LR L

(6) ZDits
AR L

 BERGREaL— 3 ) @i

(1) BB 3k
A B L

(2) 185 A — 54 EHER
A B L

. BRIR

AR RE R 8BS T R U X 75 mg & BRI 05 L 72K 0 AW 2R
ML 97.6% TH o7z OV FMEANT —4),

X

(1) 1% — RxBE P @@ 14
BAN- L A



(2) % — e A& R P A 14

DIFESNTOBEED T 1 AT T ¢ T 29RO TR 1 = N AH % B K
Uﬁ%%%éhtﬁ112%0%%L@ﬂ%@%ﬁ#ﬂ%émxw%>Kﬁ%@&%

IZ L DREFEHELY A7 OFERRBENNTFE D 5L TR0 W < DD IR A
ICBW TGO NH NBRGEREBLY 27 OEMBHESNTND, Fr—Aar K
12— URFZEIZ B W TR MO & i U COARFIOMHIZEE S NENBROFRILY
A7 @ E OFERITSE BV TW W REEIRFIAE D 7 — Z 13, Z A0 HEIERE O 5
KREFFHBLO Y 271268 T D ARFN DB DOV TR 5 DIZ+5372 6 D TRV,

DEW (T v MITBWTAAIORRIE~OBITRRD b OWREND D,

3) B % O T AT AL B R BRI B W TTHE AT E R IXRE O B e o T2 3 AR A
b FrBERIETRER IR LISV REIEH A AT 5 7o IR ICARKI 2 & 5 LT
ARG EFZRET HERENRE L OND, £, 7 v N CTEHERGIZL 28
D — R DA B U 72 iR VAR EE ORI B IR E I - R VR A8 3R J OBERE AL
B, AR IR IR (B R OB S AR ZEE L, 5 0 LAINICREM RSB AR
ZHALRT) O T XUXHAER OEFFRIR T AA LI,

(3) it~ DBATIE
AFNTE M A~BAT U R T OIS T D PR EE I LT 0 f A o i R A
DIRKRAI 0% IZE LT L DOWENDH D 0, Flo RALSN TR ALRICH T,
HEORL R A E AR E 2R 52 EARES TS

(4) BERA~DBITHE
P - L 2

(5) Z DI DIBBA DB THE
DR L

(6) MITERKES
In vitro TOZE MU F 2 (1~ 10 pg/mL) ® & hIfSEEB#EEEIT 53.1 ~ 56.2% ThHh

o7z )

6. {XH

(1) FRBERLL R U R R
FERMYFXNTIEE LTIV v U BB (12 UGT1A4) TR S5, & NI
U7 I MU FF U o 7aF L XY F—a b L e 7834 (R mAEH
WBEE)FAETTUC-TF P XU AL, 7% MY X -N2-7 /07 o UERIA A
DR 1T ~ 29%K T L7z 66~69

() KBIEAE5T 2ER(CYPHF)DHRFE.F5E
FL LToNT m BRI (212 UGT1A4) TR S D,



(3) EBBHROERRUZOHE
MR L

4) REMDOEEDEERVEELL FAELE
PAL- L 2

. R

fEEERRA 6 il “C-7F U ¥ 240 mg (15 pCi) & H[EIRE O 5 U 7= RF, &% 5% 168 REfH
FTIZHEPFITH 2% JRFITH 94% 03 il S 7o JRF~NIZEIZTE R Y F U -N2-7 v o m
AR (R T1%) & L THRIES AL BLU N RZE(IR (10%) . 7 R U F o -N5-7 /L7 v i
A (B ~10%) L XTE R U F-N2- A F /LK (0.14%) DIETH - 72 9 FEANT— %),

. FSURR—2—IZET B 1EHR

In vitro X E&

FERN)XAIEED T AL b T AR =2 —(0CT2) I LT= B IRAME i % FLET 2 Al
REMEN R E T ™,

. BEICLBBER
MEBENT %2 4 FF G L7258 KNICTFET D 7 F N U £ 08 20% 3B NTIZ L 0 BrE S
iz 2 (AEANT— ),

10 BRENDERERI HEE

(1) TAMAESE

RN T AN 3G & LI ENERRBRICEHS VT, 7E N U ¥ 200 mg ##5- L7z
FEoMmH 7€ U X UREIX ALV a2 N v AEH L. ZE NI 07 v nm
VIERA EHE T DA AU L WIEA X 9.6 pg/mL, VT afigt N Y v A &G
P IF NI F O 0 U BRNE 2SS L5852 0 L5613 2.2 pg/mL T
3;)07’-: 73)O

FRA ST CTANABE Z xR E LT ENERRBRICS O T BEFOF TADNARED
BHEEZITTWHRFICTE NI XU 2&HE5 LEROEFREICBTA2MPZ7E Y X
VIREZLL ISR LT PRI TADLASRIZ LY 7 MU X OMERF H&IZE 2 503, [F)
BoMEENRENT, 2. FF N o OFERT#% CORHTTANAIED L i
WZBHE R ZITRD Lo e ™,



Fz. RANBREICKIT D M ERE
O F 551
SERNYUXLD |[FERNIFLE | TEMNI XM | BESG | MEFTE R X
soTag | svra v | ORWREER | FEAEmg/H) | 7D VYRFEE? (pg/mlL)
TRV TLA | GEFETLIE | BPLNTRD
§|Ji£1> ﬁf/u?ﬁ‘/u;?z
PEH PERSOIIEORH | OFFH XIEDEA 100 ~ 200 5 (10) 3.25 (1.44 ~ 9.58)
FEOFH Gt DA SOTIEDEH 200 ~ 400 60 (99) |2.81 (0.32~ 17.28)
EDHIANRPE Tz ) VX — L TV Ry Tx= AV
7 2) WA (B M ~F5e K fil)
. NEBFICKT D M EE
OFHZEA
SERURLD |TERUELL ;;;”ﬂ?\/*‘& BEM (| MRS E Y
STalE | ZAr a g | oY EAE (‘ /f /H) TN VIR (g/mL)
FRU A | BEFETHHE | BRLNTRN | RS
Flev T A A
FEOEH 1~3 18 (45) |3.85 (1.07 ~ 11.38)
iviE! BEF SUE O
DFH
1~5 48 (101) |2.32 (0.29 ~ 5.91)
FEDEH O
FEDFH
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