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U Rtk B " -
(rpm) (mL) (C)
TRHERBREE 1
) pH 5.0
SSEWE | 50 900 37+0.5
AR 2 )
7K
n=12
kX RV 50 [mlfis CalBR 2 560 U 7= i R, AEYES,, BRBREUAI L $12 30 0 LANIZ T 85% LI 1
VEHI L7oroeb, 28 RILIE 100 [mIEROVE HRBRITE I LTz,
(GRERASE S
(1) PR
[FlEEL (rpm) 50
BRI VA HERERES 1K pH 5.0 TR HFREREE 2 I 7K
HIEEER () 15 15 15 15
FERTLA] (T) 98.1 99.5 98.8 98.9
SR (%) N
. AL (R) 98. 4 99. 8 100.0 97.6
(12 xXvEn)
# (T-R) -0.3 -0.3 -1.2 1.3
e e 85%LL 85%LL F 85%LL F 85%LL
IFEE10% LN | AZE10%LAN | iEE10% LN | T =10% AN
HIE A Bk ke A
(2) ffl = OB H =R
[mliEE% (rpm) 50
BRI VA HERERES 1K pH 5.0 R HRBREE 2 1 7K
HIERER (47) 15 15 15 15
EHIME (Ave.) 98. 1 99.5 98.8 98.9
R
i RfE (Max. ) 100.0 101. 4 100.0 100. 7
e
/i9/) fe/IME (Min. ) 96.5 98. 1 96. 4 97.4
° K= 1.9 1.9 -2.4 1.8
] +15%H8 (1 ELLF) 0 & 0 & 0 &l 0 1
)
+25%i8 (72 L) 0 1 0 1l 0 1 0 1
HE A Sk A A

WTNORBRSEMAICENTH,

AR R E EHEICE S LT,

V. HFNZBI+ 51EE
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(BHEBDORFIEDHIE)
IEFLYE 5 RS O AR IR SRR A R T A S D— K IE I N T
(RASEAFHE 0319 55 1 H5-HF1 2423 A 19 BHA)
BURE 2« SN ER7R D88 1 [E TR 0 A A R BB T A KT A

(1) FEHEEHE

OEHERIFA 15 S5 LANIZ Y 85% LA EIRH 4 2154
FREBRRLAI D 15 S0 ANIZ ) 85% LA HIRHT % 2>, XUd 15 3 ic 81t 2 B EAI 0 SR H
FHHEERIF O P EIEHFE+F10% OFFHICH 5,

ORI 15~30 5712 85%LL LEEH T 256

FEUERLA DSBS 60% M TN 85% UL & 72 i X 72 2 WE sl T, RERELA| 0

PIPR SR A EEHERLA O PR R £ 10% OFPHIC H D 0>, XiE £, B OfEA 50 LLETH

2o

OEHERIFNAS 30 43 LANIC T 85% LA EBEH L 2 WEH

UTFoOWFnoroEEAET 5, (LIF, A1)

2) A% DEHE

B AL LSRR AU B 1T D B RAI Dl % DIRHZRIZOWT, L FOWT N OFEEITHE T

o

a. PEHERLAI O SIS R DY 85% (FRAMERIFITIE 80%) VL EIZiET 5 &=, RAERMAID
R 15% DOFPHEZBEZ D H DO 12 fH 1 {ELA T T, +25%D#EiHEZHEA5 b
DTV,

b. FEHERIF] O IR R A 50% LL_EIZEE L 85% (IRAMERAICId 80%) IZEE L7\ & & |
ARBRBLA O IR IHR E12% OFH B Z 5 H O 12 fHF 1 HLLTF T, +£20% OHipH
EHZDHHLDORRN,

c. FEAERA| DSV H D 50%I8E L & & REBREAIO SE VA H R £ 9% O #ibH & 8
25O 12T LHLLTF T, =15%DO&FBHABZ 5 H DN/,

V. ®HZBI+ ATEE 14



(7 2% REESBOmg [VTRS ) OFRRREIIZIIT 2 FEEEHE (%))

c WHEERE 1% (50rpm)

EHEER () 0 5 10 15 30
ARERELA] (%) 0 95.6+2.0 97.6+1.2 98.1+1.0 98.6+1.0
RS (%) 0 97.1+1.5 98.5+0.9 98.4+1.0 98.7+0.7
120
100 ~— e .
g 80
5
60
E —— T HEN,
Iy BRI
el 40
20
/
0 o
0 5 10 15 20 25 30 35
W (49)
ST AR R =
- pH 5.0 (50rpm)
TRHEER (4) 5 10 15 30
FRERELA] (%) 97.4=%2.2 99.2x1.2 99.5x1.1 99.8=*1.1
FEES (%) 98.8%1.2 99.5+1.1 99.8=%1.1 100.2+1.0
120
100 ~n - A —\
g 80
5
60 —
g —— EHES,
T B LA
el 40
20
/
(INA]
0 5 10 15 20 25 30 35
W (49)

SRl = AR 22

V. HFNZBI+ 5EE
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- T RS 2 % (50rpm)

VAIEER (4)) 0 5 10 15 30
HBREH (%) 0 97.5+1.1 98.8+1.0 98.8+1. 1 99.0=+1.1
R (%) 0 98.0+1.9 99.3+1.5 100.0+1.2 | 100.3%+1.2
120
100 - PN — P
3 80
¥
60 -
= —— i
a SRR
<40 / A 5 LA
- /
20
/
0 o
0 5 10 15 20 25 30 35
REE - (43)
SR fiE = AR 22
- 7k (50rpm)
AR (43) 0 5 10 15 30
B (%) 0 97.4+1.8 98.6+1.2 98.9+1.0 99.0=%x0.9
BEYER (%) 0 94.9+2. 1 97.2+1.5 97.6+1.6 98.740.9
120
g 80
60 _
S ——
S BB
el 40
20
06
0 5 10 15 20 25 30 35
e (43)
SR E AR 2

Iv. BANZBII 2IHE 16



(5343 FfE100mg TVTRS]) W

S a3 FEE100mg [V TR S| & Ue3&BE| L OEYFRSME 2T 2105720 | 143K [ESK
i DAEY) FRRGNEREBR T A KT A VEO—FRSIEIZ DWW T (FRAZKETE 0319 25 1 545F0 2 4
3H 19 BAN) ICHeWERBAIZAERER & L CEHRBRAIT o 72, EOMER. 7 2% I FEE 100mg
['VTRS LEAEDTOTRORBRIKICE N T, IEHEEINEEI L, THBEEEKLOED N
AR AT A KT A ) OB ORELEO MR ICEA L,

15 FHEEA BRI . T a3 FEE100mg TVTR S|
FEAES - S EAl (B A%y RO6E 100mg)
FIE D FELE T 4N aA—TF ¢ TEE
B
s . [RlR%L AR = AREBRIR OIRE
B i . " o
(rpm) (mL.) (C)
TRHFREREE 1k
) pH 5.0
SNRAE 50 900 37+0.5
AR 2 1)
7K
n=12
kX ROLYE 50 [BIHE CRlBR 2 580 U 72/ R, RS, BBRIAI & ©12 30 0 LANIC ) 85% L 1
B L7272, 73 KViE 100 B0 HRBRIT AR LT,
(RERAE 5
[mliEE% (rpm) 50
BRI AR 1K pH 5.0 TR HRBREE 2 1 7k
HIERER (47) 15 15 15 15
PERTLA] (T) 98. 4 99. 8 100.0 97.6
SRR (%) N
. FEHES (R) 98. 2 96. 6 97.8 97.3
(12 Xy kL)
7= (T-R) 0.2 3.2 2.2 0.3
—— 85%LL I 85% LA I 85%LL F 85%LL
&
AL 1% LA | T E15% LA | XUFE=15% LN | L +=15%LLA
HE A e A A

WTROREBREMIC BN TS, RBRRANTHE L EICES LT,

Iv. ARSI 5IEE 17



GREEHOEUEDHIE)

HIEFENE - RBEELOEMFIRIEEREE T A N7 4 U EO—EHIEIZ DWW T
CRAFREH 0319 35 1 BAFf24F 3 H 19 HA)
BIRE 1« BIE RIS O AW LR SRR T A KT A >

OIEAERIAAS 15 53 ANIZ Y 856% L EEEHT 256

REBRAIA DS 15 S0 ANIZ ) 85% LA HIRH T2 2>, Ud 15 2B 5 s BRIAI O S vA H
DMEAERIFN DO SRR £ 15% DFFHIZH 5,
OFEERADS 15~30 5312 FH) 85% L LA T 556

FEAERIK O SRR DY 60% KON 85% T & 72 2% 72 2 BEsic kT, BREHI DY)
R SR DME R O SRR £ 15% OFPHIZH 270>, UL £, BB 42 L EThH D,
OFELERAD 30 57 LINICE 85%LL EEEH L2 WHRE

U OV DM #E AT 5,

a. BUE SN HBREFANC IV TIEEERIR O LR IR 85% LA L& 7 h & & | FEHERIF O
IR HERDY 40% Je O 85% I D24 75 2 RESIZ BT, BRI O Sy H SR 3 pE ve
FUHN DR E15% OFEFHIZ H D 0>, T £, BB OfEIX 42 L ETH 5,

b. HE I HERRERIZ 3\ THEYERLF O LA D 50% L E 85%IZiE Lg\ & & | {5
ERIEDHHE ST BRBRIF RS 31T 2 VAR D 1/2 O3 2 7~ 9718 4 72 R AL
e OVHLTE S 72 3RBRRE I 38\ CRRBRBLA 0 SRR H 2R AN HERLA O S R E £ 12%
DOFPIZ B D7, XIE £, B DOEN 46 L ETH D,

c. BUE SNT-RBRIFRICIN T, AR O LD 50%ICHE L7 & & | FEiERLE|
DEE SRR I 1T 2 FHEIR RO 1/2 ORISR/ T Y 2R, KO
HIE ST BRBREERIC VN T FRBRELA 0 SR 1 3R AN HE R A 0 SE AR HH 3R = 9% D i
FZH D T LEBEBEOMENR 3 LLETH B, 7272 L, HESINHBRERNICB W TE
HERIF| ORI FEDR 10%LL FOGEA ., HE SV BRREH CTO AN L, 3ERRA O
SRV SR DS AR ERLS) O SR R £ 9% OFEIPHICH 5

V. ®HZBI+ ATEE 18



(724 FEE100mg VTR S| OFRBREMITHIT 2 FEEEE (%))
- IRHERBRES 1 (50rpm)

EHEER () 0 5 10 15 30 45
EREH (%) 0 97.1%=1.5 98.5+0.9 98.4+1.0 98.7+0.7 99.0+0.6
FEHERL (%) 0 96.9+0.8 97.7+0.8 98.2+0.7 98.3+0.7 98.5+0.7
120
100 m ,/v‘ I'\ "\ "\
_ /
s 80 s
=~ I
R
60 ‘ —
e [ T
& / R BR LA
&40 |
20 Hf
I
0 0
0 10 20 30 40 50
e (49)

S+ R A
«pH 5.0 (50rpm)
TAEHEER (47) 0 5 10 15 30 45
BRI (%) 0 98.8+1.2 99.5+1.1 99.87+1.1 100.2+1.0 | 100.4%1.0
FEARENL (%) 0 94.0+4.5 95.9+2.8 96.6+=1.9 97.5+1.0 98.0=+0.8
120
100 $ 3
g 80
JEE 60 -
{_@ +H§ﬂ“§nun
iy R LA
&40
20
06
0 10 20 30 40 50
WEf (4)

PR = AR 2

Iv. ARSI 5IEE 19




- T RS 2 1% (50rpm)

EHEER (9)) 0 5 10 15 30 45
AHERRH (%) 0 98.0*=1.9 99.3+1.5 100.0%=1.2 | 100.3%=1.2 | 100.4%1.2
RS, (%) 0 96.3+3.9 97.6+2.3 97.8+2.6 98.9+1.6 99.2+1.0
120
100 & = # ¢
= 80
M
60 -
{g —Q— PEYE N,
§ N
o 40
20
/
006
0 10 20 30 40 50
B (4))

S - TR 2
« 7k (50rpm)
EHEER (49) 0 5 10 15 30 45
EREH (%) 0 94.9+2. 1 97.2+1.5 97.6+1.6 98.7+0.9 99.3+0.8
FEHERL (%) 0 95.4+3.0 96.8+1.7 97.3+1.4 98.0+1.3 98.2+1.2
120
100 ~ /'1'\ l'\ '\_ v\
3 80
el
60
e | ——
m 40 / B LA
B /
20
/
0 6
0 10 20 30 40 50
e (49)
SR - AR 22

Iv. ARSI 5IEE 20




10. R - A%

(1) EFEARELGES - K. HESRKREES - aKCHT H1EH
L7

(2) %
(Y= FiEgbomg TVTRS] )
100 &£ [10 & (PTP) x10]
(53 KE10mg T'VTRS] )
100 £ [10 & (PTP) x10]

Q) FREE
BAERRAA

4) BHROME
RUHb e =N/ RV e =Y 77 4 VATV =0 L

1. BRIRME NS A S
AR L

12. 20k
B L

V. ®HZBI+ ATEE 21



V. BRICEII SEE

1. EEXIEHR

4. EERIFFER
OTANAVEBEDETRE (ZRIEERIEREZED)
OO TANAETHRGHRSRBOONGENTANVEEDRERMAREEICHT ST
ADAREEDHREE

2. SHEEX I RICEEET 55
PRE STV

3. A ERUVAE
(1) AERUVAE DR

6. RiERUVA=E

BNl RAICIET I RELTL H 100mg LV #FG5A2BAB L, Z0i% 1EMLL EOR
W2 ol CTHEE L, MEFHAEZ 1 B 200mg &3228, Wb 1 H 2 BN TRAOKST
%o 728, FERICE Y 1 H 400mg % 8 2 70\ O VEIFH Cu BRI 2 0%, BEET 1B Lo
ZHITT1 BAEE LT 100mg LL 2179 Z &,

AN EE L AL EO/NRIZIE T 22 FE LT H 2mg/kg KO FRGEBIMAL, 2Dk 1
ML EOMEEZHIFT1 HHEE LT 2mg/kg T8I & L, &4 K 30kg AR/ NEIC
L1 A 6mg/kg, A 30kg LA L 50kg K d/NEIZIZ 1 B 4mg/kg &5, Wb 1 H 2EIC
ST TRABET S, 2B, SERIC X 0 RE 30kg R O/NRIZIT 1 B 12mg/kg, A 30kg LA
I B0kg AR D/NEIZIZ 1 B 8mg/kg Z 48 2 72 WELPH TR EIERT 5728, a1 ML Lo
faZzdir Tl HHESE LT 2mg/kg AT D175 Z &, 7272 L. K5 50kg L ED/NETIE, Ak
NERUHE - HEEZHWSZ &,

(2) RERUAEDORERE - 241
LT L

V. 1BRRICEd 5 IEA 22



4. RERUVAEICEHET HIE

7. BERUVAEICEET 5IE
(GhEEH&E)

1.1 7v7rF=2271U7 72 A3 30mL/min LN OHEE K OKRBIBEEREOH 2 BEITIL, K
AT 1 B &% 300mg, /NEIT 1 Hm &S 26%JME &+ 5 CEEICR ST 52 L,
T, MEENT 2% CWHEAEZETIE, 1 BARICIA T, MGE#&ICKRKT 1 EHAED:
EOBMEGE2EETH2 L, [9.2.1, 9.2.2, 16.1.2, 16.6.1, 16.6.2 ]

7.2 RIS O THSRERE E D 8 5 B (Child-Pugh 28 A K OVB) 121%, ABAIZ 1 HigE
&% 300mg, /NRIX 1 Bl EE 25%WE s 357 CEEICKEGT528,[9.3.2,16.6.3
2]

1.3 AFID 1 Hfem A EIXRE 30kg RiEO/NETIL 1 H 12mg/kg, K 30kg LA 50kg A5 D
/INETIX L H 8mg/kg Th D, AAl%Z 1 H 8mg/kg A THG L TV HIKE 30kg A /N
D, REICHEWZERMITRED 30kg LLE L Ro A2, BEOREL B L., %)
REEOREHORBZEE L) 2T, @URHEEZREFT2 2 &, 7ol SRR T
5k,

(REMRREE

1.4 AHIZREBAFEECH L THERAT 254X, Lot TAMPAEKEHT L Z &, (K
AW T, TRE RIS D ARA I 5 C O HRBRIT 22V, ]

5. ERERAUAE

(1) BRT—E2/\vHy5—
PMER e L

(2) ERARZFIREAER

1) QT/QTc EF{fEE&

fEEER A 214 B2 T =¥ 2 R 400mg/ H, 800mg/ H™* Y k77 AR% 1 B 2 [ENZ4F T 6 HREK
w\RROEE, IIEXF T 7aXxH o 400mg/HE 1 H 1A 3 HREKEROKG L-LX, T2
F I NIEQTe MREIER L o7z, 7 a3t REEOLER LD P & REORORERE (PR) [H
WROFEZEAb EITE 6 H HO® G | KEfiRICR K E 720 77 BAREEE DZ1%,400mg/ H T 7. 3ms,
800mg/H™ Y T11.9ms TH 7= GHEATFT—Z),
WD) AFOAGR SN 1 HiE ARIL 400mg TH 5,

(3) RMERGRARR
AR L

) AFTEBIN TV DARFOEEIIE, HEEOHEIILTOLEBY TH 5,

ChBE TR F)

OTANABEDESRIE (ZRMEERLEIEE ST

OMDHL T ANAFKE TR ENRD LR T AMAER OMRERRIEIESHT 2P TANAIK L OPHRE

(R O &)

BN EE, AT 2 I RE LT H 100mg XV ESEBGBL, T0% 1 BELL EOMBEEZ ST COHEEL, MRFHEZ 18
200mg & A2, WG 1 H 2EICHT TROBET S, B, ERICEY 1 B 400mg ZH8 2 72V VEiFH CE 4 528, #ET
LML EOMFEEZHIFT T 1 HHEE LT 100mg LLTF$21TH 2 &,

V. 1BRRICEd 5 IEA 23



(4) HRELAIEHER

1) BRI ER
(BB FE1E (=
OEE+
BRIz

RiEEMRIEREZET))
RIS MAAER (BAIFRE. BA)
MATFGE T Aini & 2l S LT

o3 (PR ERIEE & Te) X

ar (K

WPERERIRIEEZH 25 16 ML EOBE 2358 L LT, a4 N 2oo~600mg/ ERAR
X@ﬁwﬂvfﬁyﬁmﬁ(%PW)%W%%%®TW”%$ﬁ’TWDE%LK&% Eo:)
FHEIEE Td 5 Kaplan-Meier JEIC X W HETE L7- Bk e i RSB % 6 » HRIFEIEN AR
XTFEOLBY THY, BEMZED 95%1Q%EEF%TBE% T ORE ST IEL TR ME (-
12%) % ERl->72Z & CBZ-CR BED 6 » A MFIEHEIFICRT 2 HEMZD 5% XK O T
FRAED L (FEXTZE) 11X, TORE L72IELMERME (-20%) % kElo7-Z &b CBZ-CRIZ
957 aV I REOIEBHERER I N Y,

FUENIER | FIEHERE (%) Mz (%)

ST o 52 . B FExf 72
o BHB || LB | [95%IRMIM] | [o5%mmm) |
R (ElE (%) ) @ A %)

Z a4 X REERE | 4449 o2 5.8
(73.6) [86.8, 92.8] -1.3
FASY -6.0
R 2429 308 91.1 [-5.5, 2.8]
(69.7) [88.2, 94.0]
307 91.5
Z a3 NEERE | 408
(75.2) [88.6, 94.3] -1.3
PPS® -5.7
CRZ-CR B 297 285 92.8 [-5.3, 2.7]
(71.8) [90.0, 95.5]

a) Kaplan-Meier yEIZ L AHEEM (BZE 3 » AMOREERE 2RILLTF, 3EILLE) 28 & LT Mantel-Haenszel
I X VTR

b) T =W I NEEFEDTELE-CBZ-CR FEDVHRE

c) THIEOREMZED 95%F X F 0 FERAE/CBZ-CR BEDH I3 X 100

d) Full Analysis Set

e) Per Protocol Set

) BARNERF 7 6% 5Te

g) HARNIER 13§ %5 Te
B, FRMITERICL DT a3 REERET 400mg/ HB~DOEN NI L I o - BE 220 B
RA-23Bl & LT 72356 O FAS IR 2 RENTHA LI BEE (B4 (%)) 13308 ¥ /444
B (69.4%) TH Y. Kaplan-Meier {1 X W HEE L7 FAEH IR [95%EHEXM] 1384, 1%
[80.5, 87.6] TohH -7z,

RIWERZBIBEE X, 7 =29 I FEERET 37.2% (165/444 i) Th o7, FREIERIL. FH)

PEDENT.9% (35/444 ) . 855 5. 6% (25/444 f5) . fHIR 4. 5% (20/444 ]) T -7z,
1) ARRNOERIN 1 B HAENT 400mg TH 5,
H2) IR UBRMBEIIATE TIIAR I T,
£ 3) 200~400mg/ H £ 5-TRIENTEEL LI BEK,

) A THERSNTODAADMERVCHREIIUTO LB TH D,

(HER O &)
N EE, RAICIET 2 I FELT 1 H 100mg KV E5ZG L. 0% 1 BELL EOMBE H T THEEL,
200mg &35, WL 1 H 2 BT CROKS TS, 2B,

MeFFMI A 1 A

JEIRIZE Y 1 H 400mg % H8 X 70 WEGPH Cl B9 5 2%, BRI

LML EOMFEEZHIFT T 1 HHEE LT 100mg LLTFT21TH 2 &,

V. 1BRRICEd 5 IEA 24



QEMRARFEMARER (FrABE. BA)

BEFF OB T AN AIETH 2 EIHIZN ARG DV WD RBIEZ BT 5 16 mll Lo AR
AKOHEANDTANAEFE BAT B (HARNEF 142 B2 5Tr) Zxtg b LT, 7ath IR
BE 200, 400mg/ H XIX7' 7R % 16 BER DL BEFEORTANAIE 1~3 A& OOFH)
Lol &, FEFHMIIEE CTh 2 BRI 2RI O 28 H &7 O HAERIEE
{LEIITROEBY THY, 77 AL T a4 I REE 200mg/ H LT 400mg/ H & ORT
AT PRNCHBRZENRO b, 7ok, BHEHCBITH 0% L AR F—L— K (28 HbHT-
D D5 %E{’Elﬁlimxéﬁfsﬂ;ﬁlaﬁ LHEARTH0% LA ik L= BEOEIA) 1L, 7 78RR 19. 7%

(36/183 ) . 7 =¥ 3 FEE 200mg/ HAE 38.5% (70/182 f5i]) KUNT =¥ 3 FEE 400mg/ H A
49.2% (88/179 f5l) TdH 7=,

7T v REE
5 2HH-V D
% S TR 2 L Y p fE ¢ [l o R R
o (95915 X 1]
7T R 183 -1.22
) 29.4
200mg/ H 1% 182 -3.33 <0.001
[18.7, 38.7]
39.6
400mg/ F ## 179 -4. 50 <0.001
[30.5, 47.6]

a) Full Analysis Set

b) HgfE

) RPEASHE U HERFHIRRI D 28 A 872V OISy RIS 2 RO E, B G- BER ONE & K-, B U 7o Bl
D 28 H& 7=V O FHAERE A L& LT 5 58T

d) FEEOHT L HEE ST i ZERSEMIED D RFE L E O BRI B R (%)

BIVEFEBIERE L, 7 a4 FEERETAT.7% (173/363 ) ThH o7z, TARBENWEMIL. F8)
PEDFUN 22.9% (83/363 4]) . IR 8.8% (32/363 ffil) . B 4.4% (16/363 ) Tdh -7,

) A TEBINTOWDARAOMELOCHRIZIUTO LB TH 5,
(HIEROHE)

BN IEE, RAICET 22 L&L1151mm£0&5%%%b To% 1 HEL EoMREEH T R L, A%
#

200mg & 45 A3,

1 H
WAL LR 2B T TRRAKE T 2, Z2d, ERICED 1 A 400mg 28 2 72 WEEH CREIERT 225, R

LU EOMEZ ST T 1 HHARELE LT 100mg LA F9°29795 Z &,

V. {BEICET 5 A 25



QBN EMMHE (NR)
BEFEOHLUC A AT 223 BB RS S R W RBIEEZ AT 25 4 ULk 17 R
i D/ T AN ABFE 343 Bl x4 b LT, 7 =% X N (KE 30kg A D BEFH 1% 8~12mg/kg/
H. K 30~50kg AJili D BH 1L 6~8mg/kg/H . K5 50kg L EDHEFHIE 300~400mg/ H) X
X7 TR % 16 BERO®KE EEEOH TADAIK I~3FIE OFEH) Lizd &, FEFME
THH CTh 2B EWRICH T D4R D 28 HH7-0 O RIERBEEITITEDO LY
THY, 7T7vREEE T 3V REEE OB THAHFNICAEERZENRD b P,

. 28 HH7=D D : F I REECRT DR D
%L . . oy | PAES —
By FEAERIEL O 2 R [95% 15 HE X [ ]
75w AR 170 -1.55
31.72
Zah I NEE 170 -3.05 0. 0003
[16. 342, 44.277]

a) Full Analysis Set
7T w RO 2 ik, MERFIE ORIERE T — 22K BIEHFEDOTHE O 10%H) BdH o=, fITIcE
LoYAyiitaYd

b) HYLfE

c) In (X+1) IEEHFEIEREED CTRHEE# Lo EREE v, BE5#, 0F6 U7 Mgk 4 K+
LU, RN LB O 28 A H7= 0 O IRIERE A LR & Ui o

d) 77 BRBEIKT DR (%) =100X {l-exp (B/hRFHDT aH I FHEL 7T REEDE) |

BIVERZBMEE L, 7 % 3 FEET 33.9% (58/171 ) Th - 7=, E2RIVEMIZ. IR 14. 0%
(24/171 f3l) . FREMED FEN8.8% (15/171 ffl) ThHo7-,

) A TEAREIN TV DLABOAEKLOHEIFLTOEEY TH D,

(HEEOHE)

AR AR EO/NRIZIZT 2 FE LTI A 2mg/kg KRG BB L, 0% 1AM LoOMELZ ST T1 AHEE LT
omg/keg T OHE L, B A IKE 30kg R O/NRICIE | B 6mg/keg, AH 30kg LA L 50kg RiHO/NIZIZ 1 B 4ng/kg &35, W
T 1H 2B TROBES TS, 728, MERIC X D IRE 30kg RGD/NZITIE 1 B 12mg/kg, KHE 30kg LI E 50kg A /I
11 H 8mg/kg &8 Z 70\ VEIBH TR BN A 2%, AT LEMU EORIFEEZ ST HHARE LT 2mg/kg L FTTH 2 &, 7272
L. K& 50kg DL Eoo/NRETCIE, AR CAHE - HEZHWD Z &
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(RER K RE)

ER£REELERR (RARUNR)

BEAF DHLC Adr AT B (EMBIR R AVE D72 W IRIERIIE(E 2 A S5 4 5L ko T
Ao i B 242 61 (EANBE 30 Bl ate) xR LT, 734 I ((KE 30kg KD
/NI 8~12mg/ke/ H . T 30~50kg ARl D/ NLBE L 6~8mg/kg/ H . KT 50kg LL I
D/NR L OB X 300~400mg/ B) XX 7' 7 AR &R T 24 B O G BEFOHLT
/\/75‘@% 1~3 %IJ & @GT‘HEJ) Lz & x, Egngﬁﬁ.tﬁ HThHAD 24 EEFH?@‘Z“DL‘T&E@FEEK%H% o [l
HOMERFEESEBRT 2 TOMBITFTROLBY THY, 7T ERLTa¥ I FiEE
DO THREFICEERENRR D L 6 17,

4«/F%ﬁif®aﬁ .
. AP R
5% (A) " 059 (=X 1] p i @
o'lg H
[95% 15§ X 4]
e e 77.0
7T B AREE 121
[49.0, 128.0] 0. 540
<0. 001
B o - [0.377, 0.774]
ZaH I FEE 118
[144.0, —]

a) Full Analysis Set
Z 2% REED 1 HINT 125 DA X2 R AFEBL L 72 ICIAE A LB T Sz, 2 Bl 24 TE ORI
DORVEBERPT SN2 T2720, FRITICE Do 71

b) Kaplan-Meier {52 L % 24 M ORBBIMICH T 5 2 [0 H OME BAREIEORE E CORMOHEEM (hJfE)
T— @ Z a4 3 FEECHE 24 K OMBRYIMIC 2 [B1 B ORE RAIEIED 50%LL EOREFICRD S/ h> 7272

HEEABE

c) BIEWIMICRIT 5 28 Hb7z V) OREMREIEDEIER 2 [BILLFO/NR, 2 BIELFORR A, 2 [E#8 /N Tk

AN&EE L LTz Cox Y — REFT LICESL, WaldiBic L FEHEN=

BIVEFIRBSEREE L. T a3 REET46.3% (56/121 f5i]) Th-o7-, FEREWEAIL. ZED
FUN17.4% (21/121 1)) . HEHR 13. 2% (16/121 #) . B0 7.4% (9/121 #) THh-o7=,

2) REeMHHER

OENE MR (BEEE. BEA)

LAIDBEAFOI T AMAHEE LG L TWD 165K EOEHIEEZ AT 2 TANABE ZIR L
LT, 7343 NEE200~600mg/ H™EY & O 512 X D HAWRE~YI D XL & 6 1 ARMFE
VEVS e BE DOEIGIL 46. 2% (6/13f5]) Th-o71= 9,

BIVEFEBIAERE L, 84.2% (16/19 ) Th o7z, TARBNWEMIL. FEMED E 42, 1% (8/19
). fEIR 31.6% (6/19 B) ., [EHfiMEd F UV, BL2E 10.5% (2/19 #) Th o7z,

ED) AFOARI N 1 HEEHEIE 400mg TH 5,

) A TEREIN TV DLIARFOELOHEIFILLFTOLEEBY TH D,

(HIEROHE)

BN EE, RAICET 22 L&L1151mm£0§5%%%b Zo% 1AM EOMBEZ ST CTEEL, HRAELY 1A
200mg £ HA, WIENLL 1 H 2B TRAOKE T2, 728, ERIZEY 1 H 400mg %48 X 70 WG Tl B39 5 25, HEix
1@%%L@%ﬁ%&ﬁflHM%&LTlmmquoﬁbza

ANV aEE ., AL Eo/NRIiE T a I RELTI El omg/kg LV BEZBIBL, ZD% 1 LFH]ML@FHJI%%&) JCT1IHHEELT
2mg/kg *’”’Diﬁzb a‘ﬁﬁﬁﬁz%ﬁii 30kg A O/NEIZIE 1 B 6mg/kg, KE 30kg LLE 50kg Ao /NIZIZ 1 B 4dmg/kg &5, b‘
FTHEH 1 H2ENGTCTRAOKEET S, 2k, ERIC i@%iﬁ%gﬁﬁmm 2% 1 H 12mg/kg. Wﬁw&LUJ%g*ﬁ@m
dlE%MM%%ik%ﬁﬁfﬁﬁﬁﬁ?éﬁ\ﬁ%mlﬁ%uk®%@%%ﬁflBH%&LT%Q@MTfOﬁﬁlkotﬁ
L. K& 50kg DL Eo/NETCIE, AR CHE - HEZHWD Z &
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QEELRIRAMGEIR AR (BA)
EE LR AR (PPRRE) 25T L2 AAROHEOBE 473 6 (HANBRE 123 4
Zate) Zxtgl LT, Ta% I FEE 100~400mg/ H4a 1 H 2 EIZH T TRAKZG L& =
(P, &z 767 Bih) . AT BROBIEHIM O O 28 H &7V ORI IEREIEE A
KO P YAEIE 55. 23%, 50% L AR Z—L— ML 56.3% (265/471 ) T -o7= 2,
RITERMZEBUSEE L, 7 20 X FEERET 42.9% (203/473 f5l) Th-o7-, EREIWEANIL. 58
PESHFEUN17.8% (84/473 1) . AR 5. 7% (27/473 5i]) . 5 3.8% (18/473 f5l) Th -~ 7.

QEEF£FEE I MR AHKIK SRR (NR)
4D 1T BOEBEGE SN/ NETANAEE 136 6 (HAA 46 1, ZAEA 90 B1) % %t
%E LT, a3 Fl2mg/kg/H (K5 50kg LA EDHEFL 600mg/ H*Y) £TA 1 H 2 [
DTTCRAOBE Lz L&, BIEHIEOORIREHMIZI T 2 0 R IEREZ L= 0 YfE
13-52.73% (HARANT-27.63%, #MEANT-60.56%) TH-o7= 2,
BIVEF FEBIBEEE 1%, 56. 2% (77/137 ) T - 7=, E2RBIEM L. FHEED £ 20. 4% (28/137

) . IR 19. 7% (27/137 Bi) . #E5% 8. 0% (11/137 f5) f&;oto
1) AHI DK éﬂmtl H s & ﬁmxzoﬁ@mkguim\ ZI% 400mg, A 30kg LIk
50kg AT D/ NRIZIE 8mg/kg, KR 30kg Al D/NRIZIX 12mg/kg ’C&)é

Q@EE£RRABRERSHR (RARUNMNR)

FER I FEFEMAERER (AR OVNR) 258 T L2 B R OVS %R B COMKIERERED 5 il

EIAER B D FEYED % i T2 X 7e o T B 239 4 (HAR N 3T Bl & &te) Hktge L

LT, 7% IR ({KE 50kg K D/NEEE X 4~12mg/kg/ El K 50kg LA oo /N

1% 200~600mg/ H . FABE 1L 200~800mg/ H*Y) & 1 H 2 A/ CREO#E Lzt & (F

., &l 1416 B ) | AT BROBIEEHIM ) b OIREHIMICHIT 5 28 H&H 720 ORE

MR AERIEEE L O 1388, 52% T o 7= 2V,

BIVEF FEBIAEE 1T, 34. 7% (83/239 f5]) Td - 7=, TARBIEM I, FEMED £ 10. 9% (26/239

Bl) . IR 5. 9% (14/239 f51]) | [FIEEMED F KO 3. 8% (9/239 ) ThHolz,
ﬁn)ﬁﬁﬁ%@éntla%ﬁ (e %A&UWEW@ML@¢ 1% 400mg, {&FE 30kg LAk

50kg A D/INRIZIE 8mg/kg, AT 30kg A D /N 1mm&gfbé

1) AP TEREN TV DLIARAOELOHAEIFLLFTOLBY TH D,

(HIER O R &)

A EE, RACIET 2 FEL T H 100mg X052 L, T0% 1EMU EORREEZ S TR L, MEFHEL
1H 200mg EFER, WPERL 1 E 2B TROBES TS, AR, ERICED 1 B 400mg Z#8 2 70\ WEPH Tl 5
A, HEEIT 1 ﬁFﬁuL@Fﬂﬁm%% T1HMEL LTI100mg L2179 2 &y

AN EE . AL EO/NRIZIET 2 FEL T H 2me/ke ct D ERGL, 0% 1 EEU EORRE H TT 1 HA
& LT 2mg/kg § 04 EL #EHFH%%{ZISE 30kg AR D/NRIZIX 1 H 6mg/kg, {AFE 30kg LAk 50kg ARfid/NEIZIZ 1 A
mg/kg T D, b\TWb 1H2ENZHT CROEEGT 5, 2, Hﬂ( X0 R 30kg RiO/NRIZIZ 1 B 12mg/kg, M@ 30kg
LIk 50kg Rifio/ Nz 1 B 8mg/kg B Z RO T EEE T 5 2, BRI AR EoREAEHIF T 1 BEAEE LT
2mg/kg LLF 32179 Z & 7272 L. fRE 50kg L EO/NETIE, BRA LRI CHEL - AEEFHAWD 2 &,
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(5) 8% - FEHHR
KPR L

(6) AEREA
1) FABERE (—REABERE. BEEABERE. FARBELRAT) . B2ERFTERT—4
R—RAE. WERFTEREBRABROAR
M L0

2) RBEHELTERFENDARIIEIERE L -HE - ABOBE
AR

M Zoth
LR L
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VI. EMEEICREI SHEB

1. ERZMICHEHSILEMXIIILEYME
LARF TS L, TERNIF L FETw— b, AR F o 7asPL Y=FI R Ta=
APV 2 =1 all NRYIVAY O\ 7] VAN il =iV
HE : BB (G ORREXUIZNREF L, B OEFIRLESRT 52 L,

2. REMER

(1) EFHERL - EFAERE
Z a3 NXEMEEET B U AT v RV OBRRREMNAL 2 BN L, mEEIREEC
b AR 2 ZEL ST D Z LI o THUITWRAERZ R T &2 N TNS 2

(2) EMEEMITZRERBAE
1) TAMLAREIZHT 5%EH
FaY 3 RIIREMERE~ D 2 Rk R V7RI~ 7 A EX U R U 7 8BIET o b,
6Hz TADPATIEY VAR IR KRER Y 3 v 73IE (U A, T v 8 OFSHIEL OEHBFELE
% Rk U 7B 7 VIS B W TRMEZ I L7 2,

2) mMTADAREER
REZESHREF Y KU 7T MIZBWT, o R U I BEAE HIH Lz 2,

(3) #E SIS - I
LR L
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EYERECRE T 5IER

1. MrREDHS

(1) ABLADEDRRE
AR L

(2) BRRFBCTHRIN-OPRE
1) BRAREERE
fERER A B 18 i1l T =¥ 3 R 100, 200, 400mg % ZEfEMG (C BRI O G L7- & =, #5654 0.5
~4 R CRem A FIRE (Co) 1T L, BERMOEI RN (1) 1360 U Th o7z, M
HEP R — R AR T RS (AUC) B OR Gy 1B G-I B L CHY N L 72 2,

HEZEROEYFE/NS A —4

Beh & 100mg 200mg 400mg
Ess 12 11 12
AUCp-o (g - h/mL) 57.0 [20.4] 116.4 [18.2] 219.1 [16.1]
AUCo+ (p g+ h/mL) 55.0 [18.7] 112.1 [17.1] 212.5 [15.0]
Coax (1 g/mL) 2.96 [15.2] 5.84 [25.0] 11.8 [15.4]
toax () 1.00 (0.50-4. 00) 1.00 (0.25-1.50) 1.00 (0.50-4. 00)
tie (h) 14.0 [20.2] 14.6 [13.0] 13.7 [15.3]
CL/F (L/h) 1.75 [20.4] 1.72 [18.2] 1.83 [16.1]
Vd/F (L) 35.5 [13.4] 36.3 [13.0] 36.2 [12.8]

BT [EBRE (CV) (%) T o tew (TR (HFEHH)
AUCq-co : JEE[RH R S T 0D i HfE v e B — PR ) gt A0 T A
AUCy-, @ FcH&TE Bl 5 T oD A v i o — W ] b o i
T & ¢ e IILAFE T S 81 IR )

CL/F: Ry 7 V77 A

VA/F @ BT O A4

2) BAREERS
TERERR A B 5 Bz 7 =252 K 200mg/[01%& 1 H 2 [0 7 HIEROBEEG Lz &, mEdh T =
I NREITB GBS 3 HRRICEFIREBICRE Lz, BG#% 12 FEE E ComEhRE — R
WA Tl (AUC) 1) DORFEFREIL 2.4 THH-72® GHEAT—H),

1) A THEREN TV DARANOPREIIZR., AELOCHAEIILTOLBY TH D,

(Fhee 3z &)

OTAMABE D FNE (ZIRMESBALIEE & L)

O DHL T AD AT 2B BN BN RN T A ABE ORERCEIEISHT S H TAD A L OO gL

(HE R O &)

RN IEE, RAICIET 2% H:LTl H 100mg LYV &EAZRLEL, 20k 1 BEEU EORREEZ G CHEL, HFAEZ 1 H
200mg & A2, Wb 1 H 2 BEICHT TROEET 5, ek, JERIZEY 1 H 400mg &8 X 72\ VHiPH CHli Eid 528, B &L
LEMU EoMREZ &H1F T 1 Hﬂ%;& Lf 100mg LA F9°24795 Z &,

AN EE, 4R Eo/RNRIZIE T 2 I RELTI EI 2mg/kg LV EEEZFHIBEL, EDHK 1 @F‘ﬁuL@Fﬁﬁm%&; JTC1HAREE LT
2mg/kg T OMEEL | fﬁ}?m%%ﬂii 30kg A O/NEIZIE 1 A 6mg/kg, KE 30kg LA L 50kg A0/ NRIZIX 1 A dmg/kg & T 5, W
T 1 H2ENCSTCROKRE T2, 2B, RIS KV KE 30kg RN o/NNAIZIE 1 A 12mg/kg, A 30kg LA 50kg At D /NI
X1 B 8mg/kg ZAB X 72 \WEIPH Tl EHIR T 223, BEIX 1 EMU LOMBEEZH T 1L HAEE LT 2ng/kg L FT2ITH 2 &, 7272
L. fKH 50kg LA EO/NRTIEX, BAER UL - HEEZHAWD Z &,
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3) EYERIREE AR

(SaYIFEIMg TVTRSD
ZaHh I REE100mg TVTR S| EE AL/ ME100mg 2, 7 RAF—N—EICLVZENEN 1
FE (72 I RE LT 100mg) FERERR AT FIZHERFRERR O G L CimiEh 7 a9 I REE%
HIE L, 03 a7 A — & (AUC, Cuy) 122UV T 90%[ER X A THEFHIRIT 217 -
ToAEH. log (0.80) ~log (1.25) DOHEFHNTH V. MAIOAEWFHFESEMENSHER S,

MmiFP >4 3 FORYEE/NF A —4

HENRT A —H BENRT A —H
AUC, (ng * hr/mL) Crax (ng/mL) Tyax (hr) Ti2 (hr)

Z a3 NEE 100mg
57958.01=+10870.65 | 4202.98*886. 50 0.70=%0. 48 15.96+2. 72

[VTRS]
B ANy M EE 100mg 57420.51+10021.66 | 4178.98+1094.36 | 0.66+0.42 | 15.87£2.37
AUC, @ F#&tr o 7Y o R[] t £ T AUC CEE R 22, n=29)

5000

—e— % X Fix100ng MVIRS)
4000

-0 B8y ME100ng
FiofE HIRERE. n=29

3000

2000

MmATHFBE (ne/nl)

0 B 12 18 24 30 36 42 48 54 60 66 72
B (hr)

m#FHhS5 3493 FOREHER

AR TNT AUC, Cpo FO/NT A =203, #EBRE OZIR, (RIEOTRIEIEL - K55 Ok
T L > THRARD RN D D,

(Y= KFEbomg TVTRS )
ZFa% I REESOmg VTR S ITEHZEENCHESE, a4 FEE100mg [VTR S| L4WE
B[RS & i &7 10,

) A THEBIN TV D AANOEE I E., HEEOCHEIZILTOEEY TH D,

ChRE TN )
OTAMABE DI FNE (ZIRMESBALIEIEE & L)
O DFLT AN AIET RN D BNRNT AN ABEOREMARIIEIST 2 TANAIE L O HEE

(HER OHR)
RN E, RAIKIET I RELTL B 100mg XV EEEZBHBL, T0% 1 BB EORFEEZ ST THEL, #EHEL2 1 A
200mg &350, Wb 1 H 2B TRAOKES T2, 728, ERIZEY 1 H 400mg %8 X 72 W Tl a5 25, HMET
LEMUL EOMFEEZHIT T 1 HHEE LT 100mg LLTF$2175 2 &,
AR AR EO/NRIZIZT a I FE LTI A 2mg/kg KV G EBMA L, 0% 1AM LOMEZ ST T1 AHEES LT
omg/kg TOHIE L, B A IKE 30kg Ro/NEICIT | B 6mg/keg, AH 30kg LA L 50kg RiFO/NIZIZ 1 B 4ng/kg &35, W
T 1H 2B TRAKES TS, 2B, ERIC XV KE 30k Rimd/NEIZIX 1 H 12mg/ke, A 30kg LA_E 50kg A5 /NRIC
X1 B 8mg/kg ZAB X 72 \WEIPH Tl EHR T 223, BEIX 1 AU LOMBEEZH T 1L HAREE LT 2ng/kg L FF2MTH 2 &, 7272
L. {&# 50kg DL Eoo/NECIiE, fRA LRI CHE - HEZHWDL Z &,
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(3)
DR L

4) BS - ftAXDOEE
1) BEOEE
fERERS B 24 BIIC T 2t 2 R 300mg 2 228 T A% ICHEIRO®KRG L- L&, BFITa
P2 RO AUC) BN Cpo ITHBE R T S 2 o2 BEAT—4)
VII-7. fHAEAEM ] OHEZM

2) EMHEEER

DAILNTEEY
fEBERR B 19 Bllc, 7292 K (200mg/[E], 1 H 2 [A]) OEFEIRAEICIBVT, 58V CYP3A 7
K R NP ELEE D CYP2C9 FBEIETH L AN AP (200mg/[A], 1 H 2 [\]) &0k
A L7elt &, IR BEANLT 2% I ROEFEIRED AUC) 1y, KN Cpy IS EE RIF X
e to, BEFERABME 18 i, A x~EE L (200mg/[Fl, 1 H 2 [8]) OEFRIEIZIS D
T, 7% IR (200mg/[El, 1 H2[E) #0fHRKEROKELGLZEE, TadI NEhr <
B DOEFIRED AUCy 19 KON Copy \CHBE RIS 220722 GWNEANT—4)

Q@A ATSI—
TR B 34 iz, 73 I K (300mg) DHEIREAH G2V T, 550 CYP2C19 [HEH T
HHAATZY =L (domg/lEl, 1 H 1E) ZO0FHRKEROEEG LIZEE, AT T —LiT
ZathI RO AUC,, MY Cpu (THEZ RIF E 20072, CYP2C19 FEHTHDLA AT TV — )b
(40mg) OHEREOEHIZIBWNT, ZaH I K (300mg/[l, 1 H 2[E) ZOFHKER DS L
Trl&, TaVIREAAT T =D AUC, KN Cpy ([ MIE S 2232 720 (SREAT
—%)

®@IFYI LA
fAERERR A B 33 B, CYPSAFRE CTH D I XY T 4 (7.5mg) OHEREAKREGICBWNT, 72
H IR (200mg/[El, 1 H 2E) ZOFHRERAKG LIzEE, Za I REIFY T L0 C,,
% 30%HEMN S BT2M AUC, (IS Z KT S e o723 WHMEAT—%)

1) A THERBEN TV DARANOHE ISR, FELOHEIILLTOLEBY TH D,

GhEEST )

OTAMABEDEIFNE (ZIRMESBALIEIEE & L)

O DHL T AD AT 728 BR580 BN T A ABE ORE RIS T 2 H T A A & OOFIEE

(HIE R O &)

RN IEE, RAICIETZ 2 I FELT 1 H 100mg KV ESEZBMGL. 0% 1 BHELL EOMBEHIT THEEL, #FHEE 1A
200mg & A28, WL 1 H 2 EICHT TROEET 5, ek, JERIZEY 1 B 400mg 8 X 72\ VHiPH Tl s 528, H &L
LEMU EoMEEZ ST 1 BHEE LT 100mg LT 2175 2 &,

ANV B, AL EO/NRIZIZ T a I RE LTI A 2mg/kg L V&G EBB L. To% 1 HEAM LOMBEEH T 1 EHELE LT
omg/kg TR L, HEEET B4 RE 30kg R D/NRIZIE 1 H 6mg/ke, AT 30kg LA I 50kg R/ NRIZIE 1 H 4mg/kg & T 5, W
b 1 H2ENCST TRAKRET S, 2B, JERICE VIEE 30kg RO /NEI2IZ 1 B 12mg/kg, H 30kg LA L 50kg ARt /NI
12 1 H 8mg/kg Z#E 2 72\ WGP Cli E g9~ 2 2%, #aEld 1 B EoEE S T1 BHEE LT 2mg/kg LTFT2ITo 2 &, 1272
L. fKH 50kg LA EO/NRTIE, A SR CHE - AE&EAVWD Z &,

VII. #@EhreicBld 2IHE 33



@INTFYY
TEFERL A 16 I, S-U L7 7 U 8 CYP209 WE THH UL 7 7 1) v (25mg) OHEIFRA
BHIZBWT, Za% I K (200mg/[A], 1 H2[E) Z0FAKERAKS LZEE, a3 K
XS KRR-TNVT7 7 U D AUC, KN Co ICHBAE RIT X T, 71 b BV RO |7 R
e R O EBAEAEL, (INR) D KA K& N AUC) (65 (BB % JUE S 22 o 72 %2 (SHEA
T—H5) .
VI-7. FHEAEMH] OHEZH

2. EWEERINNT A -4

(1) FRHHA
LR L

(2) BARERE T
TR L

(3) HEEEEH
LR L

4) Y9IV F7S5URA
FERERRALZ T 2 2 R 200mg % 30 43 CHIBLETEFHIRNES- Lzt &, CLIZ 1.78L/h TH Y, T
3 R 200mg AHER AL Lz &, CL/FIX1.84L/h THHo7= ¥,

(5) PHEE
ERERR A 24 BT 23 K 200mg % 30 4 CHBLSTEFFARNE S Lz &, oA (Vd) 1T
3LLILTHY, 234 I F200mg #HFERKRAOKEGE L, Vd/FIL32.8L THoT=,

(6) Z0ft
LR L

) ARHTHEB SN TWDARANORE I E., HIEKOCHEIZLTOLEY Th b,

(BhRE I Bh )

OTAMABEDOE I FE (ZRMESBALIEIEE G )

O DHF T ANATE TR ENRD LR T A ABE ORERFEIEITH T 2 T AN L O REE

(HEROHE)
R EE, RAICIET 2 I RELT 1 H 100mg XV ES5ZBMBL, T0% 1 B EOMBEEZ ST CTHEEL, #FHEEZ 1A
200mg & A28, WIERH 1 H 2 ENCT TROEET 5, ek, JERIZEY 1 B 400mg %88 2 72\ VHiPH Tl B s 5 28, H&iX
LAMM EoMEE &HiF Tl Elﬁﬁmk LT 100mg A Fo1795 Z &,

ANR EE . AL EO/NRIIZT 3 REL T EI 2mg/kg LW FHEBA L, T DK% 1 J_F'HEJUL@F'EJ%%& FTC1IHMARELT
2mg/kg T OHEE L | #’ﬁ#ﬁﬂ%i%ﬁii 30kg A D/NAIZIE 1 H 6mg/kg, (AH 30kg PLE 50kg A o/NRIZIZ 1 B dmg/kg &5, b\
Thb 1 H2ENCSTTROEET 5, B, JERIC ; Y (K 30kg ATED/NRIZIZ 1 H 12mg/kg, KHE 30kg LI I 50kg A /N
X1 B 8mg/kg A8 X 72 \WHEEFH Tl BN 2 A3, HEIT 1 JEF'ML@F'EJBW%% FT1 HHEE LT 2mg/kg LFF01795 2 & f_ff
L. K& 50kg L EO/NRTIE, BN ERICHE - HEZHAWD Z &,
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3. BEH (REaL—Tay)

(1) B
DR L

(2) WS A—FZEHER
HARANKOSNENDA KL O NED TAPAVEZE N LELNEFR 7 29I NRETS—Z %2 H
W, RESERISEWEhREMRNT 21T o 72, EORER, CYP FENEHEZ /T HH CANAIKTH D N
~ Py, Za= MU XI 7= ) AV EZ— LD LY, Tat I RoEFRED AUC 1L,
AR OV, &% 25% KO 1T %00 Lz *h %)

4. WRIR
NAFTTRALSE) T«
fERERR A 24 BT 22 R 200mg % 30 O 60 43R CHELSHEFARPN & 5 T EER 05 Lz
L&, 7aVI RO AC, KO Coy IXFAIFRETHY . 7 a3y I REDHXIASA AT XA T T 4
IXIEIE 100% Tdh - 7= %,

5.

(1) % — RiAPS BB 1
LR L

(2) M- HEEEB
AR L

(3) Zit~0BA
DR L

(4) BRA~OBIH
AR L

) AR TEBINTOWDARFOEE IR, HIELOCHEIILTOLEBY TH 5,

ChBRESTR L)

OTANAMBEOEGFIE (ZIRESIERIEL &)

O DHLT A AFRT 4372 B BB SR N T A ABE OREMATEVETST 2 TAD AL L OfF

(HEEOHE)

AR BE. RAIZIETZ 2 I FELTL B 100mg LW EGEBHGBL, To% | BEU EOMBEEZH T CEEL, M=% 1 A
200mg &3 HM, WIENLDL 1 H 2B TRAOKE T2, 2B, ERIZEY | B 400mg %48 X 70 WG Tl BT 5 23, HEiX
LAV EORIREEZ HiF T 1 BARE LT 100mg L FF2175 Z &,

NV aEE, AL EO/NRIZIE T a I FE LTI H 2me/kg LV ERGEBA L. To% I BB ELOMBEEH T C1 EHAEL LT
omg/kg TR L, #EFEE T &4 RE 30kg ARG O/NRITIE 1 H 6mg/kg, AT 30kg LA I 50kg R/ NRIZIL 1 H 4mg/kg & T 5, W
The 1 H2ENCHT TRAKET S, i, FERIC X 0 KE 30kg A O/NRIZIE 1 B 12mg/kg. AT 30kg LA | 50kg A/ NRIZ
X1 B 8mg/kg Z B X 7o \WHEEFH Tl BN 243, HEIE L MU LoMEEZH T T HAEE LT 2ng/kg L FT2ATH 2 &, 7272
L. {KHE 50kg LA EO/NETIE, BRA SR CHE - AE&EZAVWS Z &
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(5) ZDHDMBB~DRBITHE
AR L

(6) MIEEEHaE
AR L

(% (in vitro, ex vivo))
in vitro (7 3% I K1.5~60ug/mL) KW ex vivo (7% I F0.7~5.5ug/mL) ERDFEE,
7 aY I FOMBEEAREARIT 5% R Th o7z % 9

6.

(1) ACEBIERL R MR R
7 2H I FIEBE PR R ORI L0 AR BIHR LT,

(%% (in vitro))
in vitro MERORER, FIEIITATENER ERB Tl 5 0 A FAMRERIC IS H 555 Op
Sy FREIZ, CYP3A4, CYP2C9 K (N CYP2C19 Th -7z *7,

(2) RBUBEIE5TIEF CYPEH) OHFE. F5F
F a3 R, 1R M FE I T CYP1A2, 2B6. 209, 2C19 TR 3A4 (2% L CaEEH 2R & 7,
CYP1A1. 1A2, 2A6. 2B6., 2C8. 2C9. 2D6. 2E1, 3A4 JTF 3A5 IZx%f U CPHEER ZR S ho 72 h3,
CYP2C19 (ZXt 9 B HFEMEH N R S LTz,

(% (in vitro))
in vitroFRBROFEH, MEEANIRIE 2 ERED TH D 0-i A FIARARKIZ FICH ST 5 CYP
4y 7-FEIE. CYP3A4, CYP2CO K TR CYP2C19 CTd -7 %7,

() NEBBHROERRVZOHE
AR L

(4) KEYOFEORERVEEL., FELE
BEERR L

) AFTEBIN TV DARFNOEE IR, HIEEOHEIILTOLEBY TH 5,

ChEE TR B

OTANABEDESRIE (ZURMEERILEIEE ST

OO T A AER T3 2B RRD N2 N TANABE OMREMARIECKHT 2 TADAEK L OFFARE

(HER O &)

RN EE, RAIZIE T 2 I RE LT H 100mg XV ESEBBL, T0% 1 BELL EOMBEEZ ST COHEEL, HFFHEZ 18
200mg & A2, WG 1 H 2EICHT TROBET S, B, ERICEY 1 B 400mg ZH8 2 72V VEiFH CE 4 528, BT
LML EOMFEEZHIFT T 1 BHEE LT 100mg LLTF$21T5 2 &,

AR AR EO/NRIZIZT a I FE LTI A 2mg/kg KV G EBMA L, 0% 1AM LOMELZ ST T1 AHEES LT
omg/kg T OHIE L, #HEFH B4 IKE 30kg RO /NEICIT 1 B 6mg/keg, AH 30kg LA L 50kg RiFO/NIZIZ 1 B 4ng/kg &35, W
TNH 1 H2ENGT TRAKLS T2, 2k, BRI XY KRE 30kg R D/NRIZIX 1 B 12mg/kg, K5 30kg LL_E 50kg A D/ NRIZ
11 B 8mg/kg &R Z 70\ OVHIBH TR E IR A 2%, BRI EMU EORIEE ST BHREE LT 2mg/kg L FTO(TH 2 &, 272
L. K 50kg DL Eoo/NRETCIE, AR CHE - HEZHWD Z &
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7. Bt
fEFERL N B 5 B [MC] —F 242 R 100mg (40 ¢ Ci) Z H[ENR O#5 KO 1 B CHE] S
RN G- L7z & & | Bk 168 B & Clo, IRFICE G- ED 94% L O 97% 23 HEi X du, #EH~D 4k
ML 0. 5% KM ThH ol RESNTT IR (K 30~40%), 0-Mi A F LR (K 30%) . At 4y
(#120%) M OMOBEZRHY (0.5~2%) & LTHEES N GrEAT—4),

TR AR A BRI T 293 R 100~400mg & B[R O# 5 L7z & &, &5 72 B £ ol PEibR
IE. T3 3 R 29~33%. 0-fii A F /LK 10~15%Td - 7=, MIEH 0~ A FILKRD AUC,., IXimHEH
Fath I ROK 10%ThHo7- %,

8. FZURKR—E—ICET SI1ER
M ER L
(% (in vitro))

Z ot X R, PR QB OS2 B Tid e < | PR AEICK L CHEER 2R S e o7 ¥,

9. BNZFICKDBER
VI-10. (2) MiEBEHT 2% 0 T 5 R RERE =B ) DA

\

%

//ﬁ'\g\o

10. HEDERERILESE

(1) BEReEEERSE
BHEREDTRIE DR B AEREIZ T 2 2 K 100mg Z HLARR 085 L= & &, AUC, X B AETE
WHEIZ VT F= 2707 T A (Cly) : Z80mL/min] & bl LT 8K T4 (CLeg: 50~ < 80mL/min)
T 27%., PEEELTFE (CLg : 30~<50mL/min) T 22%., EEKTHE (CLg: <30mL/min) T 59%
< Coay VREREE 25 05 T DB BRI T C 10~14% @D o 7o, BREED O EEOBHEEK THICE
T 00— A F /UKD AUC, (XBHEREIEH EH D 1.5~4.6 [5TH-721 GEAT—Z) ,

) A THERBEN TV DARANOHEIIZR, FELOCHEIILTOLEBY TH D,

GhRe 33

OTAMABEDEFE (ZIRESBALIEE &)

O DHL T AD AT 728 BN580 BN T A ABE ORE RIS T 5 H T A A & OOF L

(HIE RO &)

RN IEE, RAIZIET 2% H:Lfl H 100mg LYV &EAZRLEL, 20% 1 BEEU EORREEZ ST CHEL, HSAEZ 1 H
200mg & A28, WL 1 H 2 EICHT TROEET 5, i, JERIZEY 1 H 400mg 8 X 72\ VHiPH Tl s 528, H &L
1ﬁﬁuiwﬁ%%&if1E%;&Lflmmquoﬁ L,

N EE, 4L Eo/RNRIZIE T 2 REL T EI 2mg/kg LV FEEEZFHIBEL, EDHK 1 J@FﬁULmFﬂﬁm%&; Tl EAREELT
2mg/kg T OMEE L | #’E}?Fﬁi%ﬂii 30kg A O/NEIZIE 1 A 6mg/kg, KE 30kg LA L 50kg A/ NRIZIX 1 B dmg/kg & T 5, W
T 1 H2ENCST RO T 5, 2B, JERIC KLV KE 30kg AN O/NRIZIE T B 12mg/kg, wiswyxtmm*m®m%m
131 B 8mg/kg Z#BZ 72\ VHIPH TR TR 528, R LEMU LEORMFEEZH I T BHEE LT 2mg/kg L FF(TH 2 &, 272
L. {KH 50kg LA EO/NRTIE, A SR CHE - AE&EAVWD Z &,
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HEESRHROEYHE/NS A4

UL EH BT PR EERT
IS 8 8 8 8

CLer (mL/min) =80 50~ < 80 30~ <50 <30
AUCo-. (u g« h/mL) 47.0 [20.8] 59.6 [17.5] 57.6 [19.0] 74.8 [26.9]
Coax (2 g/mL) 2.69 [35.0] 2.95 [20.7] 3.06 [10.0] 3.02 [23.3]
toax (h) 1.0 (0.5-2.0) 0.5 (0.5-1.0) 0.5 (0.5-1.0) 1.0 (0.5-1.5)
tie (h) 13.2 [17.6] 18.2 [18.7] 15.4 [18.9] 18.3 [27.8]
CL/E (L/h) 2.13 [20.8] 1.68 [17.5] 1.74 [19.0] 1.34 [26.9]
CLy (L/h) 0.590 [37.9] 0.354 [51.3] 0.277% [24. 4] 0.143 [31.8]

FEAE OV (%) ]

Cly : &E7 VT TR
a) 7%

« AUCo- 13 0~96 HFRME. oo (3 RAE (HEPH)

(2) MEEMEZ T TV RATHEEEESRE
MIEBENT % 521 T D REBEHEREREE Ok NEBRE 1, FEBHTIE L ONENTRRAG 2.5 WRefiRiic 7 =4
2 R 100mg ZHERE O G Lz & & IEBITIFIC A 4 B OB £ CIld T 29 2 Ko AUC,, 1
46%8 0 L, BITIC L AREDIRIZT a3 K 57%., 0-AFILEKB3%THY, Eho7 VT 7

A1X 7 2% X K 140mL/min (8. 40L/h)

. O-ii A F /UK 149mL/min (8. 94L/h) Th 7= W (4H

ANT—%)

HREZSHOENBE/ NS A—4
MR ZEHT FEFBHTIE 4 TR
(B 8 8
ZatI K
AUCo-. (p g« h/mL) 43.2 [20. 2] 23.2 [15.1]
Cuax (1 g/mL) 3.18 [22. 4] 2.79 [22.1]
toax (h) 0.50 (0.5-4.0) 0.75 (0.5-2.0)
tis (h) 19.6 [19.4] 19.2 [26.8]
0 A F- /AR
AUCo-. (u g« h/mL) 6.63 [74.3] 3.43 [68.5]
Crax (12 g/mL) 0.48 [69.5] 0.22 [69. 1]

FMEAE eV (%) ]

) ARHTHERE STV D ARF OZhEE

GHRe AT A
OTAMAEE DS

AE R OV &)
A
200mg &35 A%,

+ AUCo-¢

yHREME (Z
OMDFLTAMNAIKE T3 723N RHVFR

13 0~24 HFRME, tha (ZFSAE (HEDH

AR, RIERORRELFO LB Tho,

IMEeRE R L &)

230 BIIR N T Ain A BH ORE SR T D TAn A & O RRIE

L#ERLL EOREZ ST T 1 Elﬂﬂgk LT 100mg LA FF2175 2 &,

AN 4L /N
2mg/kg T OHEE L,
Thb 1A 2ECS

L. {KE 50keg UL ED/NE

MR A i%:fzti 30kg Ais D /N
RO ET 5, nB, JERIC ; KT 30kg Al D/
1% 1 B 8mg/kg %8 2 72V VP T EHE 5 23,
T, BRAERUCAE - AEEZAVWS Z &,

WEL. RAIET 2 I RELTIL H 100mg EVEREEBKBL, Z0% 1 BRIV EOREZ I THEL,
WL 1 H 2 BN TROZBET 5, B, ERICE D 1 B 400mg 288 2 72\ EPH il B3 2 23,

ixTaIrELT EI 2mg/kg LV EEEZFHBL, TDHK 1 J_FHEJUL@FEJKM% T HAZEELT
21 1 H 6mg/kg, A 30kg LAk 50kg Aii /N

ZiE 1 A 4dmg/kg T 5,

21X 1 B 12mg/kg, KE 30kg P I 50kg Aji D /N

HET 1 JEF'ML@F'EJBW%% FT1 HHEE LT 2mg/kg LFF01795 2 & f_ff

B SVE N

B 5 IHEHE

38
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(3) FFieefE=ERE
JFksRE 2 A B IR F L= AN (Child-Pugh 4338 B) 125 =93 K 100mg/[E% 1 H 2[5 HMK
TEROFEG LI- & &, BERACERTT a3 ROEFIREED AUC) 1o, K Cop 1ZZE LI 61%
KO 50%mhoTe, Fio, RE THEE(R LI EFIRAED AUC 190 S DR Cou 1EEIVE I 47% S Y 37%
o T, HEEFTHEEERE ST (Child-Pugh 2338 C) CTOIMERRIIMGT L Cian 2 GHEA

T—H)

EEREBOENEFENZA—4
LIRS EH Child-Pugh 43¥5 B
%K 8 8
AUCo-12: (p g+ h/mL) 53.3 [17.3] 85.9 [21.7]
Coax (2 g/mL) 5.83 [13.3] 8.75 [18.7]
toax (h) 1.5 (0.5-2.0) 1.5 (0.5-2.0)
tiz (h) 14.8 [19.7] 24.1 [23.5]

ST [CV (%) ] | toa (R RAE (REDH)

4) MR

FEMRSHBRE O _EHER 1 RBRICBNTE 3 APV NS 17T E TONETADAEE 414 6 (B
AN 46 Bl ETe) O LIZIMIER T 24 I R Z H W CREEM DB EMNT 2170, /R
WCBITD 7 atI ROEWEIRE T A —X ZHEE LT, AENTICRIT 5T 20 I KoL &EIX 2~
12mg/kg/ H % 1 H 2 MG ((KE 50kg LA Eo/NEToORE AL 600mg/ B ) THho7-, VA/F
1% 0. 71L/kg, CL/F ITMRE K OMERBITIRAFE L, R 15kg @ 4 5% 2T 0.88L/h (0. 058L/h/kg) | f&
H 25kg D 8 7% f T 1. 18L/h (0. 047L/h/kg) . fAHE 40kg @ 12 3% LT 1. 60L/h (0.040L/h/kg) . &
#H 50kg @ 16 2T 1.83L/h (0.037L/h/kg) EHEE SN,

D AFNL 4 Eo/NC L CEAEZA LTS,

E2) AFIOAB SN | BEREHER, RAKLCARE 50kg LLED/NRIZIX 400mg, A 30kg UL | 50kg

KD/ NRIZIT Smg/kg, ARE 30kg ARIH O /NRIZIE 12mg/kg T 5,

(5) =#E
65 kL Lo @l B 11 B L OV e &tk 12 B2 7 =29 X K 100mg/[Bl% 1 H 2 [8] 5 HFRERR O #&
HLU7-& &, 45 UL F ORI 12 61 & ik U <. &l B OB W T T a3 ROEH
RAEED AUC) 1o 1ZZVEH 33% M N 50% 151 <« Cong 1EZ IV 29% L DN 53% 3o 72, £i2, IKE
THRHUE(L U T2 AUC, o 1A iR B M ORI B W TENE R 26% M N 23% E - 7= W (SRE A
T—H)

) A THEBIN T DARNOBEE I E., HIEEOCHEIZILTOLEEY TH D,

GhEES TR

OTAMABE D FNE (ZIRMESBALIIEE & L)

O DFLT AN AIET S REBENED BNRNT AN ABEOREMARIIEIST 2 TANAIE L O HEE

(B R O &)
RN EE, RAICIE T 2 I FE LT 1 H 100mg KVESEZRMGL. 0% 1 BHEL EOMBEHIT THEEL, MHAEEZ 1A
200mg &350, Wb 1 H 2RO CRAOKSL 35, 28, ERIZEY 1 A 400mg %8 2 72 \WHPH Cli E T 5 28, BT
BB EoMEEZ ST 1 BHEE LT 100mg LT 2175 2 &,
AN EE . AU EO/NRIZIE T 2 I RELTL H 2mg/kg KOG ZHBL. 0% 1 AR LEOMEE2H T T1LI HHES LT
omg/kg T OHIE L, B A IKE 30kg R o/NRICIE | B 6mg/keg, AH 30kg LA L 50kg RIO/NIZIZ 1 B 4ng/kg &35, W
FTNH 1 H2ENGT TRAKEGT 2, 725, BRI XY IKRE 30kg KD /NRIZIX 1 H 12mg/kg, K5 30kg LL_L 50kg A/ NRIZ
X1 B 8mg/kg Z B X 72 \WEIPH ClEEHIR T 223, BEIX 1 EMU LOMBEZH T C1L HHAREE LT 2ng/kg L FF2MTH 2 &, 7272
L. & 50kg L Eoo/NRECIE, fRA LRI CHE - HEZHWDS Z &,
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(6) CYP2C19 Bz FZH
H A A OV E M@ gE R A\ B4 18 fiil% . CYP2C19 A FARUZ H-S < R IC kv . Auift
dmes (O 14, &AREHES EM) 17 f], RS (IM) 10 #l, R OMEAHEESE (PM) 8
W25, ZOERIZT 2 I K 100~400mg Z HERFAKLG L7 &, 7at I FoRGEROE
B TR L7z AUCy ol d, EMIZHERT PM T 24%., IM T 10%&Eno7-2

1. zofh
M TR L

) AFTEBIN TV DARFNOEE IR, HIEEOHEIILTOLEBY TH 5,

ChEE TR B

OTANABEDESRIE (ZURMEERILEIEE ST

OMDHL T ANAFKE TR ENRD LR T AMAER OMRERRIEECHT P TANAIK L OPHRE

(R O &)

BN EE, AT T 2 I RELT 1 H 100mg XV ESEBGBL, T0% 1 BELL EOMBEEZ ST COHEEL, MFHEZ 18
200mg & 528, WL 1 H 2 ENCT TROEST 5, k. ERICEL Y 1 B 400mg Z 48 2 72\ VHEPH Tl B9~ 5 28, HET
L EMLL LA ST 1L AHREE LT 100mg L FF2179 Z &,

NV aEE, AL EO/NRIZIE T a I FE LTI H 2me/kg LV ERGEBME L. To% L BB ELOMBEEH T C1 HHAELE LT
omg/kg T-OHIE L. R 4 T 30kg A O/NRICIE | B 6mg/kg. A 30kg LA I 50kg AT o/NRIZIE 1 H 4mg/kg & T 5, W
THH 1 H2ENZMT TROEET S, ek, BRI X Y IRE 30kg REO/NIZIZ 1 B 12mg/kg, K 30kg LL I 50kg A /NI
11 B 8mg/kg &R Z 70\ VEIBH TR E IR A 2%, AT EMU EORFEEZ ST BHREE LT 2mg/kg L FTO(TH 2 &, 272
L. K8 50kg DL Eoo/NRETCIE, AR CHE - HEZHWD Z &)
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VIII. &2t (EALDOZESF) ICET HIEE

1. Z2E5RBE L ZDOER
REEN TV

2.

N e
*

EZRBLEENEH

2. B2 (ROBHIZIEEBELAWLI L)
2.1 ARFIDO A% LIBBUE DBEERE O & 5 B
2.2 EEOMHEREREEDH S HBE [9.3.1, 16.6.3 B

3. PEEXIIHRICBEHET 5FE L ZTNDER
BEINTHZRWN

4 FRERUVA=ZICEEYT HFELEZTDEH
V-4, AIEROHEICBEET EE] 22RT52 &,

VIII. Z4ME (B EodEss) 1+ 4HEAE 41



5. EELEAMIE L ENER

8. EELEXRNIE

8.1 EAHTIZB T 2B EEOEWAREL WV LEGHPIIZE Y, TADARIEOBE I TAN
NEFRIREER S LoD 2 ERH LD T, HG2TIET 255121, Ve &b TEME E2
JCHRAICHEET DR PEEICIT) 2 L,

8.2 wEMED T\, T, IRR., EED - B - KAHEBENEORTFPEZSZEBHDHD
T, AFIEGHOBEIIZABEOERS, BRA N B OBEICHEIE VWL O FEET
5HZ L,

8.3 PR BIlRODIEENH L ONDZENBHDHD T, AFOBEGHIIE _EULORERET 0 v 754
WZREE T A AER (BENR. ARfOEaE . Ak AR, B85 O 5 DR, K, BiE BEUIhE) ©
FKEUEET D &, AROEGEHRICTED X5 IERN S b -HaI2id, EMOBREL%Z
J5 X BEROEOFFREIRET D 2 L, MaEREESCEEOER (O TR
%) OBEOHHBE, 7 M) U AT ¥ xR (VK FIEGERS) O 5 BE ., PR N
DIEE % ZTBEN0H 5 R 20 LT % BESTIL, AR GBI IAR i OUAFI# 5
EDEXBRAEEZIT ) 72X, BEOIRER OIRRED LA EEE BT 5 2 L, [9.1.1, 10. 2,
11. 1.1 B8]

8.4 Gk, Wifs, WEMEZEOKMERSH b, BREKICELZ L HDHDT, KA
HHTEEORELIREOZb 2 EERSBET 52 L, [8.5, 15. 1 ]

8.5 BN ONZEDOFEE KN, BB SE ORAER B O AN OV Tyt 24T
VN, ERTE BEIOEKZIRY GO L ofRET AL, [8.4, 151 ]

8.6 ., ZHEDIRMEENAE LD AHEMENH DD T, BLEIRZ, BEEICOWTHRZEIT O %
HE L, BN bNHAIITME 2@ z17o 2 &, [16.2.1 5]

6. RENDERERIHBAHICHTIIRE
(1) BHHE - BERFOHLEE

9.1 ABHE - BERSZOHLEE
9.1.1 MEEECEENNERE (DHEEXIIOFRELE) OBEOHIESE. T HUILFY
FIVEE (TLHFTERESE) OHHEE
AHND PR EIFRIERIEAIC IV ERE 7 a v 7ERRET282nR”H 5, [8.3, 10.2, 11. 1.1
£ ]
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(2) BRElEERE

9.2 BHelEEESE

9.2.1 EEBHERETDOHLEE
[7.1, 16.6.1 8]

9.2.2 MKRBHEZITTVWSLRABTHAEETES
[7.1. 16.6.2 4]

(3) FreElEERE

9.3 FieclEE RS
9.3.1 EEDHHEETOHLEE
BHLenwZ b, AFIOMHPREN EFT282hR3d 5, [2.2, 16.6.3 ZR]
9.3.2 BEXIIHEEDHHEREEDHSEE (Child-Pugh 25 A RUB)
[7.2, 16.6.3 ]

(4) KJEREEHT 5E
BRI ZFL TV

(5) BE4E

9.5 1147
Igm SOTAEIRE L T B ATHEMED & B LMEICiE, 16 LB RN G EZ ER 2 Sl s b
Ll TH L,
Z v MZBWTHEBITEHENRD LTS,

(6) 3Ly

9.6 1BILIR
O L OATISMER OBLAR O A IS E B8 L, AL OREGET I 2 BT 2 &,
B MR ABATT S L AEE STV B,
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ORI\

9.7 INRZ

9.7.1 ICH/AELEIRL, 3

9.7.2 /NEBEZEDEFE
U,

TRl

L
-
-

PN

A LU ST 4 ORI OB VISR 2 BRRABR I3 S L Tuh 7y,

HAPRIEIZ BT 2 BRRBRIZEW - 5k & bIAThh T

(8) =tnE

9.8 SHE

— R A TIRAERBEREME T LT 5%,

[16.6.4 &M]

1. HHE%EHA

=y

AE STV

(1) HHREZEEREZFDER
BRE STV

(2) HRFE L EDER

10.2 HiRAEE

(BtRISEES S L)

A4 55

BEAIER - FEE Tk

B - fEBRIK T

N % HH

PR Bl ERE #E - T8%

[8.3, 9.1.1, 11.1.1 ]

FET7 w7 ENRERTS
BTNWRD D,

PERIZ X v PR RIFRERVEM
DFMESIC BT 2 B8 F
N5,

8. BIEA

1. Bl¥ER

ROBWERB S 5DOND ZENH LD T, BEZ TFIATV, REDBRD NI HEIITRE
IR 5 DY RE AT L,

VIII. Z4ME (B EodEss) 1+ 4HEAE
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(1) EXLZEIMER & DHER

1.1 EX%HEIEA
1M.1.1 BEJav Y., @®Rik. &8 (Wb 1%A0)

PR EMBOIER 2 -+ BEnndH 5, [8.3, 9.1.1, 10.2 BH]

11.1.2 PEMRKEERMAEE (Toxic Epidermal Necrolysis:TEN) | R IEHIEERFE & (Stevens-
Johnson fEMEEE) (W I v BHEEARH])

FEEN RLBE, AKIE - OB AL £ O FE, WRERE, IRFIM, DNREORENED LA 12X
hAERIE L, HMURAEEZITY &,

11.1. 3 EFIMBBAEAE R (JHERH)

MEIR & UTHE, BENA LIV, BICHTEEERES, U o HilER, BfmERHI, 4kl
%, BAY ONERMBE 20 ) RO EEBBUERR S bbb Z ERB S, B, B b
ANV RATANVA 6 (HHV-6) HED T A VADOFIEHLEZMES 2 ENE L BLHTIE LS,
A FREREEESOERNER D 5 WVITBE T2 RH DO THEETLIZ LY,
11.1. 4 |ERFIERAE (BHIEAH)
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(2) ZDHthDEI1ER

11.2 ZO D EI1ER
3%LL 1~3% Al 1% At SEEEARE
R iR FENE D F U | FUIEREE, IRER, | OO, L. WO | R bR E
(17.8%) | 98 | iEBKH PE, Wbk, EOEHRR, | 2R
Ji . IR PRI, PR
WATHE), SEELIRAE, 1
Bk SRR
AHRSE ., IRHR ., FERERE
E NN R E
WA/ m—X A
PET A
iR ELINE 3
1% I 1 BRI
HAib#R L, ME T LA R, NS,
. R
B % Dy DAL
JHFHik JIFA RE S 5
NG A0S 3 RARIEE
F & KI5 KIS, D FE | SRR
JiE
oz R KR EUE
ks R o A
AR [EIHEAME & F U Hig
Z DAt 57 TR, S | i, B, 2UE, £ | HEER
7 eus WHEHZE . FEEN, M)
i, FARTRS

9. BRRBRERRICRITTHE

BEINTHZEWN

VIII. Z4ME (B EodEss) 1+ 4HEAE
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13. BE®RE

13.1 fEIR

MWERE (K 12000mg) 12X VEB® L EAERIE, FErED T, B, BIE (S
SRIELIARIEIE, CTADLAEBRE) | MEEEE, va v 7 KOEETH-7c, 72, 7t
2 R 7000mg &2 —EIZRA L7 TR HE I TWD,
13.2 @

AFNTIMAEEATIC L W BREFETH Y, B L TODIEROBRE IS U TIiEiET o £z &
Eisz L, [16.6.2 &)

1. BRLDIE

14, EHRLDZFE
141 EFRIRMFEHOEFE

PTP WHEDIEHNL PTP o — E WOV H LU TRAT S L 28952 &, PTP v — hDOFREKIC
L0 EOSAE N EIEREATAN L, ST R 2R 2 U CHERTRR & o EE 2 A OHE £ 0F
BITHZEDDHD,

12. ZOfDEE

(1) BRERMERAICED IEH

15.1 BREREAIZE D < 1E#k

WA CHEE SN TEEE O TANAIKIZEB T D, TAD A, FEREEEZxIGE L2 199 07
7 B AR R EEARRBR ORGSR ICHE N T, BRARELROBRERORELO Y 2755, HrThAn
AEDIRMBETT 7 B ARREL i U TR 2 5 < (U TADAEEIRMEE : 0. 43%., 77 B AR :
0.24%) . FITADPAEDIRARETIZ, 7T B REEL R 1000 AdH7-0 1.9 AL W EEHHE S
iz (95%EHEXM :0.6-3.9) . £72. TAMABREDY 7 7N —7Tld, 77 BREEE AR
1000 A= 0 2.4 AW ERHHESATWS, [8.4, 8.5 2]
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(2) FFERPRFAAERICE D 1B

15.2 JEBRERERBRICE D <&k

15. 2.1 JERGARIEDEIERBRICB W T, 7 a3 FidT7 v bOKBRICEH#% 35 BHHE THfi L
e, T ho 26 HE KON 104 B RE G EH R CIRICEF 15RO 6T, 4 X0 528
MR 53R RIC B W TREIERDOZEITFE O b o7z, #H, HEHEOIRICEET 58l
EHORBBFRIL T 78R L Y &<, 16 BEE&EEG O HPILFEE IHHERBRO 7 7 2R #E T
1. 6%Zxt L, A 200mg/ HEET 4.9%., 400mg/ HAET 12. 2%, EHHE G- TIX5.5%TH D,
WA IFRRAER (DA RGRE) O 7T B ARBETIE 4. 4% L, A% 200mg/ HEET 8. 9%, 400mg/
HEET 18.0%. 600mg/HAET 30.5% CTdh-7=, [8.6 ]

15.2.2 RIMBEIEETT L THD WAG/Rij 7 » b (3, 10 X 30mg/kg Z MEENIKG) K OVA FT &
T — VEGRHER T A AT v b (15,6 O 31. 2mg/kg ZRERENEG) 12BN T, KEFEIED
HEEEGR D b7z,

VIII. Z4ME (B EodEss) 1+ 4HEAE 48



IX. FFEREREAERICEE Y HTHE

1. EEHER

(1) ZNFEHER
VI BB 5 HE ) OHEM

(2) REMFEHR
LR L

(3) ZOHOEEHER
LB L

2. HER

(1) BERSHEHR
LR L

(2) REBSELRR
AR L

(3) AEHMHHR
LR L

(4) 1S RIS
DRI L

(5) ATERA BT
LR L

(6) FFTRIAIEER
LR L

(7) ZOHMOREHE
DR L

IX. FERGRRBRICEIT 2 ITHB



X. EEMBRICEY 5EE

1. RHEIX 5
o Hl: T2 I FEESmg [VTRS |
Za¥ I REE100mg TVTR S|
AR, AL R R
H) FEE-EMEONFEICLVERTSZ L
By 7avI K B

2. AR
BRHE : 34
(TIV-6. RHIORFESM: FICH T HLEM) DESH)

3. BENRETOITE
fr 1 EERRAF

4. WV EDEE
REEN TV

5. BEMITEM
BEMERLTA R HY
<THDOLED : HY
Z OO BE T EM « BE RS
[ 243 R50mg [VITRS] a4 I RF100mg [VTRS| #IRASNAEFSLLE ZFK
DI~ ]
(IXTM-2. ZOMOBEEEE M)

6. R—m5 - EE
Fl—Rsy : B8y MEESOmg, B A Sy MEE 100 mg, ANy F RT3y 7 10%, ELRy
AR FRE 100 mg, B A%y bR ERE 200 mg
fl Zh 3 TV —N"FEX L RNTURFVKIY), LRFTEH A

1. EfEEERR
2008 £ 8 H 29 B (BRJN)

X, EHRFHICET 5HA 50



8. WERFADFABRVARES. EMEERHEFAR., RETHIKEAR

. B IR 7B B AT FE MR A5 BRLA
HR5E4 KRG
£HH £HH FHH
Z a3 FEE 50
* e 202548 H 15 H 30700AMX00143 2025412 H 5 H 2025412 H 5 H
[VTRS|
Z %3 KEEL100
"VIRS e 202548 A 15 H 30700AMX00144 20256412 A5 H 20254 12 H 5 H
]

9. BEERFHMEEM. MERUAREEEMENEABRVZONE

2025412 H 3 H

ZEE -

I ESENI

M DFTADAIE T 72D R D BN T AN ABEE ORERRFIEIEITS T 2 TAN A

& OOFHIRE

10. BEEHE. BMERERLAREABRUVZORNE

11.

BARMANA

BEEHM
M L

12. REHMFIRICEET 5 1FH
ARFNE PRAEBLAN S OSSR AN QNS R YE SIS S R A GBI R B AN E oD 2 Py IHSE (12K 18
FEIRATTEE TR 107 7)) O—HZUIE L7 PRk 20 FEETBE ERE 97 5 (P20 4F3

H 19 AP o THESEBIRNIC BRI SN TV AESKN] |

TITREE Ly,

13. &#Ea—F
JEAE S5 A SRAn L e ERIEHR S a— K Lt~ NERALE
e HOT (9#f1 =
e I ER = — R (YJ=— ) O B 1 s apa—
Z a4 I KEE5Omg
1139015 F 1043 1139015 F 1043 129987801 622998701
[VTRS |
5 29 3 F§E100mg
1139015 F 2040 1139015 F 2040 129988501 622998801
[VTRS |
14, REHBAFLEDEE
ARANILRERZHE E DB IR EIRMICHEH T D,
X. BHFEHEICET SIEE 51




XI. 3Tk

1.

51 Rk

1)

2)

15)
16)
17)
18)
19)
20)
21)
22)
23)
24)
25)

26)

27)

HEFPREIED : [T ET U RCESW 2= "= LT A 7 4 FORF (1) — B,
Ty IR, 2= N—=P TV CEBEROAGEEO R — ] 5 35 FUEREAITI AR Y T A
SHETH R SCEE. 2009 @ 25

FHTHIE . [TEF LR CESWEZ = R—F LT AL T v PO (2) — &S
WRECORMMEO e — ) ¢ 5 35 MRRERAT U VAR U U LR SCHE. 2009 : 29

WA 2E» . [T RCE SV =X—P LT A 7+ FOBRE 3) — K=
7 A MREETORMEMED i — | ¢ 5 35 FUEREARIT S AR ¥ 0 AGEEm SCHE. 2009 : 33
HNEER B R OB TYE (a2 FEESOmg TVTR S| | A 100mg [VTRS] )
R ERR nERE) (=% FEESmg TVTRS) )

R - e ) (F =% I FEE100mg TVTRS) )

FENER - et (REIGRERER (PEHE) ] (=29 I FEESmg TVTRS) )
FENE R - ZEMERER (BERARER (PSS ] (=% 3 FEE100mg TVTRS] )
HNEER - AR L ERER (2 FE TVTRS) )

HNER: AR (729 I REESmg [VTRS )

FHNEE  IEHRBE (7 292 REE 100mg [VTRS )

Kropeit D, et al. : Acta Neurol Scand. 2015 ; 132 (5) : 346-354 (PMID : 25932544)

A FEAE AL O FE BRI R S FEER (B A%y MEE © 2017, 8. 25 778, BAREE)

H A K O ENZ BT 25 BAEOFHRIED 7 7 | AR LGSR (B A%y ME:2016. 7. 4 7K
8. CTD2.7.6.7.1)

INRERE xR L LT BEGHRARIED 77 B R R (B a8y MNE/ R T4 v
v 71 2019. 1.8 7&F&, CTD2.7.3.2, 2.7.6.3.1)

BN B OVNREE 255 & U7 sRiE AR IEOFHRE O EFRIEE 7 7 v A EiR (B a3y
NE/ RT A a7/ SEERE ¢ 2020. 12. 25 7&F8, CTD2.7.6.1.1)

AN OVNREBFE 2 kb5 & U T2 sRE AR IR IE O [EBRIL R 77 & R IEER (223>
NE/ KT A a7/ S« 2020. 12. 25 7GR, CTD2. 5. 4. 1)

RO FEAEOE FRIED & HAIRE~OY) 0 B 235 (B A3y MEE @ 2017. 8. 25 7GR, A RE
&)

HAR K O EIC T D80 BEO L ORIk i 5508k (B L%y ME @ 2016. 7. 4 7KF.
CTD2.7.6.8.1)

N 2 xS & LIS RO A O BRIk 55k (B 23y RE/ RT A vmy 7
2019. 1. 8 7KF&, CTD2.7.6.4.1)

BN B OV N FE &t G & U T2 RIE RSO R IE O Rk 538k (B A%y ME/ R
FA oy 7/ ERERT 0 2020. 12. 25 7K., CTD2.7.6.2.1)

Errington AC, et al. : Mol Pharmacol. 2008 ; 73 (1) : 157-169 (PMID : 17940193)

1% AT 558 (B A%y REE : 2016. 7. 4 74&RE, CTD2. 6. 2. 2)

Brandt C, et al. : Epilepsia. 2006 ; 47 : 1803-1809 (PMID : 17116018)

MK HIE )« SR L JRIF. 2015 ;43 (9) : 1307-1316

SENEREREAIC BT 5 7 2% I FERGROEYENE (B A%y ME : 2016. 7.4 7GR,
CTD2.7.6.3.3)

FENERL - AR SRR (7 2 REE100mg TVTR S )

XI.

SCHk

52



28)

29)
30)
31)
32)
33)
34)

35)
36)
37)
38)
39)
40)
41)

42)

43)
44)

45)

SAEAEERACRBIT 27 2% ROEYEIRICKITTRFEOFE (VA3 ME:2016.7.4
&3R8, CTD2.7.6.1.1)

Cawello W, et al. : J Clin Pharmacol. 2010 ; 50 (4) :459-471 (PMID : 19841161)

Cawello W, et al. : Clin Drug Investig. 2014 ;34 (5) : 317-325 (PMID : 24567279)
YT NEOEYEAEMN (BL/8y NE 2016, 7.4 KGR, CTD2.7.6.5.9)

Stockis A, et al. : Epilepsia. 2013 ;54 (7) :1161-1166 (PMID : 23614393)
FHIFENED - RS REREL 2018 ;21 (9) @ 1223-1234

HARN K OSENNEEEFEICEB T 5 BERIEERERNT (EA/ Ny Mg/ R4 vy 7
2019.1. 8 7kFR. CTD2.7.2.2.2, 2.7.2.2.3, 2.7.2.3)

F a3 RICRET % RHEEEIREMAT (B A%y NEE @ 2016. 7. 4 738, CTD2.7.2.2.5.2)
A (B8 NEE @ 2016. 7.4 73R, CTD2. 6. 4. 4)

R (B2 MEE £ 2016. 7.4 &G, CTD2.7.2.3.3)

Cawello W, et al. : Eur J Drug Metab Pharmacokinet. 2012 ;37 (4) :241-248 (PMID : 22544644)
M AAERE (EL%y MEE : 2016. 7.4 #4&GR, CTD2.6.4.5, 2.6.4.7)

Cawello W, et al. : Clin Pharmacokinet. 2013 ;52 (10) :897-906 (PMID : 23737404)
HSREDIR T 23T 24 X RE[EIRR O B G RF O M ENRE~ KT T HBEOMRGT (B L%y M :
2016. 7. 4 78, CTD2.7.6.4.4)

SAE AR THEICBIT S 7 a0 2 FoRYyEIRE (B A8y FEE @ 2016.7.4 7K.
CTD2. 7. 6.4.5)

Schaefer C, et al. : Clin Drug Investig. 2015 ;35 (4) :255-265 (PMID : 25708532)

R ZE R OMEZEN 7 28 X RHRE L OERR O % G- REO BN IR IC KIT T B ORFT (B A%
> NEE : 2016. 7. 4 A&FR, CTD2.7.6.4.1)

JEA B - BERIERERIS~ =2 7L S ORE E e

2. ZDHOSELH
MR L

XI.

SCHk

53



XII. 3EE&H

1. EGSHETORTRR

%Y LR

SNEICEITEERBDORETKER

[E 4 K [E
e UCB, Inc
R4, VIMPAT (lacosamide) film coated tablet, for oral use, CV

VIMPAT (lacosamide) injection, for intravenous use, CV
VIMPAT (lacosamide) oral solution, CV

HKEBAEH H

VIMPAT Tablets, VIMPAT Injection

2008 4 10 A
VIMPAT Oral Solution

2010 44 A

e

A K OV

3 DOSAGE FORMS AND STRENGTHS

VIMPAT Tablets

-50 mg: pink, oval, film—coated, debossed with “SP” on one side and “50” on the
other

-100 mg: dark yellow, oval, film—coated, debossed with “SP” on one side and
”100” on the other

-150 mg: salmon, oval, film—coated, debossed with “SP” on one side and “150” on
the other

200 mg: blue, oval, film—coated, debossed with “SP” on one side and “200” on
the other

VIMPAT Injection

200 mg/20 mL: clear, colorless sterile solution in single—dose vials

VIMPAT Oral Solution

‘10 mg/mL: clear, colorless to yellow or yellow-brown, strawberry-flavored

liquid

PIEEESIES

1 INDICATIONS AND USAGE

1.1 Partial-Onset Seizures

VIMPAT is indicated for the treatment of partial-onset seizures in patients 1
month of age and older.

1.2 Primary Generalized Tonic—Clonic Seizures

VIMPAT is indicated as adjunctive therapy in the treatment of primary
generalized tonic—clonic seizures in patients 4 years of age and older.

B O &

2 DOSAGE AND ADMINISTRATION

2.1 Dosage Information

The recommended dosage for monotherapy and adjunctive therapy for partial-onset
seizures in patients 1 month of age and older and for adjunctive therapy for
primary generalized tonic-clonic seizures in patients 4 years of age and older
is included in Table 1. In pediatric patients, the recommended dosing regimen
is dependent upon body weight. Dosage should be increased based on clinical
response and tolerability, no more frequently than once per week. Titration
increments should not exceed those shown in Table 1.

Table 1: Recommended Dosages for Partial-Onset Seizures (Monotherapy or
Adjunctive Therapy) in Patients 1 Month and Older, and for Primary Generalized
Tonic—Clonic Seizures (Adjunctive Therapy) in Patients 4 Years of Age and Older*
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patients weighing
at least 50 kg

(100 mg per day)

Age and Body Initial Dosage Titration Regimen Maintenance
Weight Dosage
Adults (17 years Monotherapy™: Increase by 50 mg Monotherapy™:
and older) 100 mg twice twice daily (100 mg | 150 mg to 200 mg
daily (200 mg per | per day) every week | twice daily (300
day) mg to 400 mg per
Adjunctive day)
Therapy: Adjunctive
50 mg twice daily Therapy:
(100 mg per day) 100 mg to 200 mg
twice daily (200
mg to 400 mg per
day)
Pediatric 50 mg twice daily Increase by 50 mg Monotherapy™:

twice daily (100 mg
per day) every week

150 mg to 200 mg
twice daily (300
mg to 400 mg per
day)

Adjunctive
Therapy:

100 mg to 200 mg
twice daily (200
mg to 400 mg per
day)

Pediatric

1 mg/kg twice

Increase by 1 mg/kg

2 mg/kg to 4

Pediatric patients
weighing less than
6 kg*

0.66 mg/kg three
times daily (2

patients weighing | daily (2 twice daily (2 mg/kg twice daily
30 kg to less mg/kg/day) mg/kg/day) every (4 mg/kg/day to 8
than 50 kg week mg/kg/day)
Pediatric
patients weighing
11 kg to less | mg/kg  twice Increase by 1 mg/kg | 3 mg/kg to 6 mg/kg
than 30 kg daily © twice daily (2 | twice daily (6
Pediatric ng/ke/day) mg/kg/day) every | mg/kg/day to 12
patients weighing week mg/kg/day)
6 kg to less than
11 kg™

Intravenous: Intravenous: Intravenous:

Increase by 0. 66
mg/kg three times

2.5 mg/kg to 5
mg/kg three times

mg/kg/day) daily (2 mg/kg/day) | daily (7.5
every week mg/kg/day to 15
mg/kg/day)
Oral: Oral: Oral:
1 mg/kg twice Increase by 1 mg/kg | 3.75 mg/kg to 7.5
daily (2 twice daily (2 mg/kg twice daily
mg/kg/day) mg/kg/day) every (7.5 mg/kg/day to

week

15 mg/kg/day)

* when not specified, the dosage is the

same for monotherapy for partial-onset

seizures and adjunctive therapy for partial-onset seizures or primary

generalized tonic—clonic seizures. Oral and intravenous dosages are the same

unless specified

*% Monotherapy for partial-onset seizures only
+ indicated only for partial-onset seizures

In adjunctive clinical trials in adult patients with partial-onset seizures, a

dosage higher than 200 mg twice daily (400 mg per day) was not more effective

and was associated with a substantially higher rate of adverse reactions.
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VIMPAT Injection Dosage
VIMPAT injection may be used when oral administration is temporarily not

feasible. VIMPAT injection can be administered intravenously to adult and
pediatric patients weighing 6 kg or more with the same dosing regimens described
for oral dosing. For pediatric patients weighing less than 6 kg, VIMPAT
injection may be initiated with a dose of 0.66 mg/kg three times daily (see
Table 1).

The clinical study experience of intravenous VIMPAT is limited to 5 days of
consecutive treatment.

(2025 48 H)

4

EU

A UCB Pharma S. A.
524 Vimpat 50 mg film—coated tablets
Vimpat 100 mg film—coated tablets
Vimpat 150 mg film—coated tablets
Vimpat 200 mg film—coated tablets
Vimpat 10 mg/ml syrup
Vimpat 10 mg/ml solution for infusion
KFAEA H 2008 4 8 J1
KR OV & 2. QUALITATIVE AND QUANTITATIVE COMPOSITION

Vimpat 50 mg film—coated tablets

Each film—coated tablet contains 50 mg lacosamide

Vimpat 100 mg film—coated tablets

Each film—coated tablet contains 100 mg lacosamide

Vimpat 150 mg film—coated tablets

Each film—coated tablet contains 150 mg lacosamide

Vimpat 200 mg film—coated tablets

Each film—coated tablet contains 200 mg lacosamide

Vimpat 10 mg/ml syrup

Each ml of syrup contains 10 mg lacosamide.

1 bottle of 200 ml contains 2,000 mg lacosamide.

Excipients with known effect:

Each ml of Vimpat syrup contains 187 mg sorbitol (E420), 2.60 mg sodium
methyl parahydroxybenzoate (E219), 2.14 mg propylene glycol (E1520), 1.42
mg sodium and 0. 032 mg aspartame (E951)

Vimpat 10 mg/ml solution for infusion

Each ml of solution for infusion contains 10 mg lacosamide.
Each vial of 20 ml solution for infusion contains 200 mg lacosamide
Excipients with known effect
Each ml of solution for infusion contains 2.99 mg sodium.

ZHRE X 13 %h B 4.1 Therapeutic indications
Vimpat is indicated as monotherapy in the treatment of partial-onset seizures
with or without secondary generalisation in adults, adolescents and children
from 2 years of age with epilepsy
Vimpat is indicated as adjunctive therapy
-in the treatment of partial-onset seizures with or without secondary
generalisation in adults, adolescents and children from 2 years of age with
epilepsy.
-in the treatment of primary generalised tonic-clonic seizures in adults,
adolescents and children from 4 years of age with idiopathic generalised
epilepsy.
R OV E 4.2 Posology and method of administration

Vimpat film—coated tablets and Vimpat 10 mg/ml syrup
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Posology

The physician should prescribe the most appropriate formulation and strength
according to weight and dose

The recommended posology for adults

age is summarised in the following table

Lacosamide must be taken twice a day

adolescents and children from 2 years of

approximately 12 hours apart

If a dose is missed, the patient should be instructed to take the missed dose
immediately, and then to take the next dose of lacosamide at the regularly
scheduled time. If the patient notices the missed dose within 6 hours of the
next one, he/she should be instructed to wait to take the next dose of lacosamide
at the regularly scheduled time. Patients should not take a double dose

Adolescents and children weighing 50 kg or more, and adults

Starting dose

Titration (incremental

steps)

Maximum recommended dose

Monotherapy:

50 mg twice a day (100
mg/day) or 100 mg twice a
day (200 mg/day)
Adjunctive therapy:

50 mg twice a day (100
mg/day)

50 mg twice a day (100
mg/day) at
intervals

weekly

Monotherapy:

up to 300 mg twice a day
(600 mg/day)

Adjunctive therapy:

up to 200 mg twice a day
(400 mg/day)

Alternate initial dosage* (If applicable):
200 mg single loading dose followed by 100 mg twice a day (200 mg/day)

effect is warranted. Tt
consideration of the potential for increased incidence of serious cardiac arrhythmia
and central nervous system adverse reactions (see section 4.8). Administration of a
loading dose has not been studied in acute conditions such as status epilepticus.

*A loading dose may be initiated in patients in situations when the physician determines
that rapid attainment of lacosamide steady state plasma concentration and therapeutic

should be administered under medical supervision with

Children from 2 years of age and adolescents weighing less than 50 kg*

Starting dose

Titration (incremental

steps)

Maximum recommended dose

Monotherapy and
Adjunctive therapy:

1 mg/kg twice a day (2
mg/kg/day)

1 mg/kg twice a day (2
mg/kg/day) at
intervals

weekly

Monotherapy:

- up to 6 mg/kg twice a
day (12 mg/kg/day) in
patients > 10 kg to <
40 kg

- up to 5 mg/kg twice a
day (10 mg/kg/day) in
patients > 40 kg to <
50 kg

Adjunctive therapy:

- up to 6 mg/kg twice a
day (12 mg/kg/day) in
patients > 10 kg to <
20 kg

- up to 5 mg/kg twice a
day (10 mg/kg/day) in
patients > 20 kg to <
30 kg

- up to 4 mg/kg twice a
day (8 mg/kg/day) in
patients > 30 kg to <
50 kg

syrup.

% Children less than 50 kg should preferably start the treatment with Vimpat 10 mg/ml
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Vimpat 10 mg/ml solution for infusion

Posology

The physician should prescribe the most appropriate formulation and strength
according to weight and dose

Lacosamide therapy can be initiated with either oral administration (either
tablets or syrup) or intravenous administration (solution for infusion)
Solution for infusion is an alternative for patients when oral administration
is temporarily not feasible. The overall duration of treatment with intravenous
lacosamide is at the physician’s discretion; there is experience from clinical
studies with twice daily infusions of lacosamide for up to 5 days in adjunctive
therapy. Conversion to or from oral and intravenous administration can be done
directly without titration. The total daily dose and twice daily administration
should be maintained. Monitor closely patients with known cardiac conduction
problems, on concomitant medications that prolong PR interval, or with severe
cardiac disease (e.g. myocardial ischemia, heart failure) when lacosamide dose
is higher than 400 mg/day.

Lacosamide must be taken twice a day (approximately 12 hours apart)

The recommended posology for adults, adolescents and children from 2 years of
age is summarised in the following table

Adolescents and children weighing 50 kg or more, and adults

Starting dose

Titration (incremental

steps)

Maximum recommended dose

Monotherapy:

50 mg twice a day (100
mg/day) or 100 mg twice a
day (200 mg/day)
Adjunctive therapy:

50 mg twice a day (100
mg/day)

50 mg twice a day (100
mg/day) at weekly
intervals

Monotherapy:

up to 300 mg twice a day
(600 mg/day)

Adjunctive therapy:

up to 200 mg twice a day
(400 mg/day)

Alternate initial dosage® (If applicable):
200 mg single loading dose followed by 100 mg twice a day (200 mg/day)

*A loading dose may be initiated in patients in situations when the physician determines
that rapid attainment of lacosamide steady state plasma concentration and therapeutic
effect is warranted. It should be administered under medical supervision with
consideration of the potential for increased incidence of serious cardiac arrhythmia
and central nervous system adverse reactions (see section 4.8). Administration of a
loading dose has not been studied in acute conditions such as status epilepticus.

Children from 2 years of age and adolescents weighing less than 50 kg*

Starting dose

Titration (incremental

steps)

Maximum recommended dose

Monotherapy and
Adjunctive therapy:

1 mg/kg twice a day (2
mg/kg/day)

1 mg/kg twice a day (2
mg/kg/day) at weekly
intervals

Monotherapy:

- up to 6 mg/kg twice a
day (12 mg/kg/day) in
patients > 10 kg to <
40 kg

- up to 5 mg/kg twice a
day (10 mg/kg/day) in
patients > 40 kg to <
50 kg

Adjunctive therapy:

- up to 6 mg/kg twice a
day (12 mg/kg/day) in
patients > 10 kg to <
20 kg

- up to 5 mg/kg twice a
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day (10 mg/kg/day) in
patients > 20 kg to <
30 kg

- up to 4 mg/kg twice a
day (8 mg/kg/day) in
patients > 30 kg to <
50 kg

% Children less than 50 kg should preferably start the treatment with Vimpat 10 mg/ml
syrup.

(2025 45 A)
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8.1 Pregnancy
Pregnancy Exposure Registry

There 1is a pregnancy exposure registry that monitors pregnancy
outcomes in women exposed to antiepileptic drugs (AEDs), such as
VIMPAT, during pregnancy. Encourage women who are taking VIMPAT during
pregnancy to enroll in the North American Antiepileptic Drug (NAAED)
pregnancy registry by calling 1-888-233-2334 or  visiting
http://www. aedpregnancyregistry. org/.

Risk Summary

Available data from the North American Antiepileptic Drug (NAAED)
preghancy registry, a prospective cohort study, case reports, and a
case series with VIMPAT use in pregnant women are insufficient to
identify a drug associated risk of major birth defects, miscarriage
or other adverse maternal or fetal outcomes. Lacosamide produced
developmental toxicity (increased embryofetal and perinatal mortality

%O)%%\élﬁﬂ@ growth deficit) in rats following administration during pregnancy.
VN NP Developmental neurotoxicity was observed in rats following
(2025 4E- 8 A) administration during a period of postnatal development corresponding

to the third trimester of human pregnancy. These effects were observed
at doses associated with clinically relevant plasma exposures.

The background risk of major birth defects and miscarriage for the
indicated population is unknown. All pregnancies have a background
risk of birth defect, loss, or other adverse outcomes. In the U.S.
general population the estimated background risk of major birth
defects and miscarriage in clinically recognized pregnancies is 2-4%
and 15-20%, respectively

Data

Animal Data

Oral administration of lacosamide to pregnant rats (20, 75, or 200
mg/kg/day) and rabbits (6.25, 12.5, or 25 mg/kg/day) during the period
of organogenesis did not produce any effects on the incidences of
fetal structural abnormalities. However, the maximum doses evaluated

were limited by maternal toxicity in both species and
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embryofetal death in rats. These doses were associated with maternal
plasma lacosamide exposures (AUC) approximately 2 and 1 times (rat and
rabbit, respectively) that in humans at the maximum recommended human
dose (MRHD) of 400 mg/day

In two studies in which lacosamide (25, 70, or 200 mg/kg/day and 50

100, or 200 mg/kg/day) was orally administered to rats throughout
pregnancy and lactation, increased perinatal mortality and decreased
body weights in the offspring were observed at the highest dose tested

The no—effect dose for pre— and postnatal developmental toxicity in
rats (70 mg/kg/day) was associated with a maternal plasma lacosamide
AUC similar to that in humans at the MRHD

Oral administration of lacosamide (30, 90, or 180 mg/kg/day) to rats
during the neonatal and juvenile periods of development resulted in
decreased brain weights and long—term neurobehavioral changes (altered
open field performance, deficits in learning and memory). The early
postnatal period in rats is generally thought to correspond to late
pregnancy in humans in terms of brain development. The no—effect dose
for developmental neurotoxicity in rats was associated with a plasma
lacosamide AUC less than that in humans at the MRHD.

In Vitro Data

Lacosamide has been shown 7n vitro to interfere with the activity of
collapsin response mediator protein-2 (CRMP-2), a protein involved in
neuronal differentiation and control of axonal outgrowth. Potential
adverse effects on CNS development related to this activity cannot be
ruled out.

8.2 Lactation

Risk Summary

Data from published literature indicate that lacosamide is present in
human milk. There are reports of increased sleepiness in breastfed
infants exposed to lacosamide. There is no information on the effects
of lacosamide on milk production.

The developmental and health benefits of breastfeeding should be
considered along with the mother’s clinical need for VIMPAT and any
potential adverse effects on the breastfed infant from VIMPAT or from
the underlying maternal condition

Clinical Considerations
Monitor infants exposed to VIMPAT through breastmilk for excess

sedation.
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FFRMDA—A T VT D5HE
(Australian categorisation system for B3 (202245 AH)
prescribing medicines in pregnancy)

<BE L PEOME >
F—ARZ VT DsHHE
Category : B3

Drugs which have been taken by only a limited number of pregnant women and
women of childbearing age, without an increase in the frequency of malformation
or other direct or indirect harmful effects on the human fetus having been
observed.

Studies in animals have shown evidence of an increased occurrence of fetal
damage, the significance of which is considered uncertain in humans
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8.4 Pediatric Use
Partial-Onset Seizures
Safety and effectiveness of VIMPAT for the treatment of partial—onset
seizures have been established in pediatric patients 1 month to less
than 17 years of age. Use of VIMPAT in this age group is supported by
evidence from adequate and well-controlled studies of VIMPAT in adults
with partial-onset seizures, pharmacokinetic data from adult and
pediatric patients, and safety data in 847 pediatric patients 1 month
to less than 17 years of age
Safety and effectiveness in pediatric patients below 1 month of age
have not been established
KEDSEFE LD
VA e Primary Generalized Tonic—Clonic Seizures
(2025 4 8 1) Safety and effectiveness of VIMPAT as adjunctive therapy in the

treatment of primary generalized tonic—clonic seizures in pediatric
patients with idiopathic generalized epilepsy 4 years of age and older
was established in a 24-week double-blind, randomized, placebo—
controlled, parallel-group, multi—center study (Study 5), which
included 37 pediatric patients 4 years to less than 17 years of age
Safety and effectiveness in pediatric patients below the age of 4
years have not been established.

Animal Data
Lacosamide has been shown 7n vitro to interfere with the activity of
collapsin response mediator protein-2 (CRMP-2), a protein involved in
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neuronal differentiation and control of axonal outgrowth. Potential
related adverse effects on CNS development cannot be ruled out.
Administration of lacosamide to rats during the neonatal and juvenile
periods of postnatal development (approximately equivalent to neonatal
through adolescent development in humans) resulted in decreased brain
weights and long—term neurobehavioral changes (altered open field
performance, deficits in learning and memory). The no—effect dose for
developmental neurotoxicity in rats was associated with a plasma
lacosamide exposure (AUC) less than that in humans at the maximum
recommended human dose of 400 mg/day.

EU A3
WA
(202545 A)

Vimpat filmcoated tablets

Paediatric population

Lacosamide is not recommended for use in children below the
age of 4 years in the treatment of primary generalized tonic—
clonic seizures and below the age of 2 years in the treatment
of partial-onset seizures as there is limited data on safety
and efficacy in these age groups, respectively

Loading dose

Administration of a loading dose has not been studied in
children. Use of a loading dose is not recommended in

adolescents and children weighing less than 50 kg.

Vimpat Syrup, and Vimpat solution for infusion

Paediatric population

Lacosamide is not recommended for use in children below the
age of 4 years in the treatment of primary generalized tonic—
clonic seizures and below the age of 2 years in the treatment
of partial-onset seizures as there is limited data on safety
and efficacy in these age groups

Loading dose

Administration of a loading dose has not been studied in
children. Use of a loading dose is not recommended in

adolescents and children weighing less than 50 kg.
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