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2.1 REIORG I UBEHEDBHERED & 2 BE

2.2 EEOFBEEREDH 5HEH(9.3.1. 16.6.3 ]

3. HERE - MK

3.1 #8m
HR5ER FAYIRRSIA2ay 7L 10% (¥4~
BB lgd a4 3K 100mg

D-v>=Z b=, JURKE RNy, AT TU—X,
RN tRoFrFulitiia—R, EKR_EBLT A

ENE
3.2 BFIDMR
Hres FJAYIRFIAay 7 10% [F4 ]
z 7 FZ4 a7l
PR H &~ MEa a0

*4, FEEX IR
OTHADIAEBEDEDHEE (CTREERIEREIEZSO)
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6. FIENUHRHE

RN EE. RAICIEZa I RELTIHI0Omg (RT1 Y
Oy 7FELTlg) K0REERIL. 0% 1 EBM EoBREZ
HIFTCHEEL., HEHAEL 1 H200mg (Ro14>ay F&LT
2g) L9 AN wihd 1 H2EICS T CHBERE L CROKS
T3, 2B ERICED 1 H400mg (K54 >0y 7& LT 4g)
ZHBZ e WHIE CHEEERT 570 EEIE BN EoBEE H
JC 1 HAB&ELT100mg (FFA42uayFeLTlg) URT
DFTH T L,

NE D EE. 48D EO/NRICIES 3 I RELT 1 H 2mg/kg
(FI4>myFELT 20mg/kg) KVBEABKBL. 20K 1
BRI EOMIEZ 53¢ | HERE LT 2mg/kg (KI4 >0y
7L LT 20mg/kg) 3OMERE L. MR % (AHE 30kg KD/
Bi2i3 1 Hemgkg (KR4 yay7ELT60megkg). (AE
30kg B 50kg RMO/NRIZIE 1 H dmg/kg (R 120y 7
LT 40mg/kg) &9 5. WIS 1 H 2 [E1C5F THREE L
TROKET 5, LB, ERICKVEE 30kg Kio/NEICI 1
H 12mg/kg (K54 >mv & LT 120mg/kg). K& 30kg B
£ 50kg Kimo/NRICIE T H 8mg/kg (R4 >mayFELT
80mg/kg) ZHBA 72 WEIFCHEEIEET 575, EEX 1AM E
OfREEHITT 1 HARE LT 2mg/kg (R4 my FELT
20mg/kg) BRI DTH &, 7272 L. K& 50kg LI ED/NET
& BAERICAE - ARZAVS &,

7. BERUBRICEET 53R

(RIREELE)

7.1 2V 7F=>2797 5> AH 30mL/min LN OEE KO KEA
BHERED S 2 BEICIL. ML | HRSHARS 300mg.
BiZ ] BEEARY 25%HEET 54 CHEICRET AL,
7o, MEEREZICL2EETE, | BARICMAT, MK
BRRICBAT ] ODFROFBOBMBES4EET S &,
[9.2.1. 9.2.2, 16.1.2, 16.6.1. 16.6.2 =H]

7.2 BE I HEEORAMED S 5 8% (Child-Pugh 5% A
RUB) Ik, A | HEEARE 300mg. NRIZ | DB
HAE% 25%HEE I 50 Y EEICHRET A L, [9.3.2, 16.6.3
£08]

E N

73 KAO 1 HEEHRBI3M4E30kg Rkmo/NETid 1 H
12mg/kg. 1&=# 30kg Pl b 50kg Kiid/NETIE 1 H 8mg/kg T
bHb. KAl% 1 H8mg/kg # 2 TH5 LT\ 5{kHE 30kg K
O/NRA. KEICHEWRENIC(AED 30kg LLEE 7> 72458
ik, BEOREEZHHICEHE L. BRERURIERORRE &R
L7295 AT, WA HET A2 &, B, 2k iEE L
JaHZ &,
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*7.4 AEZRERARREECH L THERT 25810, o TAD
AEGRT 22 &, [BRABEICBVL T, REMRREEICNT S
AREI B S T OE RIS Vo]

8. EELEAKER

8.1 EHPILBUAKREEDTEZBEZWVW LESGHIEICED, T
AMPAFIEDEEN I TANPAEBREPSoDNEIENDH B
DT, HEZFIET 25EI10E, D & LEBL E2 T TR
ZICEET A EEEITS I,

8.2 FHttw x v, BH. RR. TR - &P - KAEHRENE
DETNWEZHZEFHHDT, KAKRSHOEZIZIZEHED
HIERE, R S MM OBREICEFESERVWEOERT S &,

8.3 PREIBODEENH 50N I ENH 5D T AADOKEHIIH
TEMEOFEE Ty ZEICEET SR BEIR. IRIEEED .
RIS, BHERS B 5 6, K. #1F. BYNE) OFRFIE
B92Z&. KROHEHRICED & D WIERDPH 5N HEIC
13 ERIOZEEZRIT B LI BERTTORBEZIIEETHZ &,
MEEEEPEEOOMRE (DHEEIOT2E) OBFEDNDH
BEE. TRV LF Y RIVEE (TUVAYERES) OH5%
E.PREBODERZRECIBTNDOHHEANCHAL TV LEH
FETI KAR G FBR R OKRAR G ILODERBE 21T & &,
BEOREROREBOL 2 ERRSBEIT S &o [9.1.1,
10.2, 11.1.1 ZHg]

8.4 ZHlEtE, HE, HBEEOEMERYP S SHhN, BRERIC
BB ELLHBHDT, FARREGHIIEEDREN REOE(LE
FEFRBET ST &, [8.5. 15.1 2]

8.5 BENMUZOFHEEICHENE, BREREFEOHHERFEIR DA
BEMEIC DO W TR Z TV, BRI EREFICERZIO &S &5
fBEd 22 &, (8.4, 15.1 ]

8.6 Hi. BRFEDREZEVELCLFREMEIHHDT, BERIT,
REEICOVWTHRZZITOFIEL. BEPRDSNBAICE
B EMEZITS T o [15.2.1 ZH]

9. HEDEREZRT SREICHT IR

9.1 GHHE - BIHEEEDHZEBE

9.1.1 MEEESPEEDLRE (DEFEEN R DFEE) DEIE
DHBEE. FRUDLFvRIVEE (TJILHIERES) D&
3EFE

AHIO PR MRERIERICEOEE 70y VEPRRT BT
BH 5, [8.3, 10.2, 11.1.1 ]

9.2 BREEREERE

9.2.1 EEEHEREDHZEE

7.1, 16.6.1 Z&]

[

9.2.2 MRERZZIFTVND KRB KERERE
[7.1. 16.6.2 ZH]

9.3 FHeElRERE

9.3.1 EEDFTAERENSG 3 EE

BELZWI L, AAOMBTREP ERTE2BLNNH 5.
(2.2, 16.6.3 ZH]

9.3.2 BEXIIPEFEEDFHAEEZSDH S EE (Child-Pugh %8
ARUB)
(7.2, 16.6.3 =[]
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PRERERIZSEHE L T,

9.7.2 NEEE OIS FMEICHT 2 BAEEICHET 5 BERRBRILE
A - B E B ITbn TV,
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1.1 EXZEIEAR

1"M.1.1 BEJ7Ov 7. Rk, K (WInd 1%Km)
PREBOEREZIL T BZNNDH S, [8.3. 9.1.1. 10.2 =]

11.1.2 hEMREIRIFEFAFE (Toxic Epidermal Necrolysis:
TEN). BZEFSERARGEIREE (Stevens-Johnson fE{REE) (LI h
& EEEAN)
FE KB, K - B A FHFE, HEERE. IRFSM. ONRE
OEREPRDONIGHICEEELHIL, BULABEEZTS
s

11.1.3 ERIEBYAEEIREE (BEREA)
WEER E LTHZ, READBA SN, BICHFERERE. U 2 H
fERR. HIMBRIEN, IFEEERIEZ . B D OVERHIE 2 £ B
HOBEELBBIERSH 5ONEENH 5. BB, B AL
A4 INA 6 (HHV-6) HD7 A L AOBEEE(L2#ES 2 0%
<V BEHRIBORE, RE HRERESOERIERLD 5\
WIBET A EFHEIOTERTHIED
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13. BEKRS

13.1 fEIK
WEES (BA 12000mg) 1ICX V@B 5 NzERERIZ. FE)
HOE W, B, #E (2RERERRFEE. TAPAERIRE).
DMEERE, Yav I/ RUBETH->Tc. £z T3H IR
7000mg % —EICIRA L2 CRLEAPRE SN TV 5,

13.2 A&
ARENG MAENTIC Z VBRETEETH D . FB L TV AIEROEE
IZI5 U TSI OEMEE ERET 52 &o [16.6.2 HHE]

15. ZOMhDER

15.1 ERFRERAICE D < 1E3R
BN CTERBSNZERORTAPARIIBI S, TAPA.,
REEZNRE L 199 075 £ A BEE KRB O BEHER I
BOLT, BRSERVEREROFERDO Y 275, HTAPASR
ORABTT I ARBEHBL TN 2 EE< RTA»ASERA
B:0.43%. 7T REE0.24%) LTAPAZEORAR T,
T RBEHNR1000 AH7zD 1.9 AZWnEETES N (95%
XM 0.6-3.9), £7o. TAPABEDY T VL —TTl,
T RBEEHN1000 AH720D 2.4 AZWERTESN TV,
[8.4. 8.5 &&]

15.2 FEERAREHERICE D <1B%R

15.2.1 FEERREMBRERERIC B W, 3 I FIZ T v hOKEE
IZ#H5% 35 HEETAm LD, Ty bo 26 BREKX T 104
RN ERSHEERBECRICEE IR DONT. 1 XD 52 BEBK
BEHEESHEERBICB VL OKREOELEIRO sNE 57z, #H
B BREORICET2EEFRORBARIE It ABLOEL.
16 BEES O B4R M AERBEO 75 REETIE 1.6%ICx%
L. A#l 200mg/HEET 4.9%. 400mg/HEET 12.2%., FHAH
5T35.5%CH 0. 1\ LR (Hamiid) 077 5
T 4.4%1xF L. AH| 200mg/ HEET 8.9%. 400mg/HEE T
18.0%. 600mg/HEET 30.5%Tdh -7z, [8.6 2]

15.2.2 R#FEEETT L TH S WAG/Rij 7 v b (3. 10 RO
30mg/kg #ERENES) RO A b5 2T — LEBEEERETANPA
Z vk (15.6 XU 31.2mg/kg #ERENIS) I2BW T, REH
EDBEMNTO SN,

16. EYEhRE

16.1 MHGEE

16.1.1 BEA

(1) B@Egs
TR A B 18 filicZ 24 2 F 100, 200, 400mg % ZZREHEIC
BMERREOKE L& &, 5% 0.5~4 BT Cmax 12 L.
ti2 1359 14 B CTdH o 72o AUC KU Cmax I35 EIZHAI L
THEMULZ2,



HEREROEYHE/ ST X -5

58 100mg 200mg 400mg
%4 12 11 12
?}iﬁ’)""’ (L& 57,0 120.4]|116.4 [18.2](219.1 [16.1]
Q}fncf)’t (ng- 55.0 [18.7] |112.1 [17.11]212.5 [15.0]
Cmax (pug/mL) |2.96 [15.2]|5.84 [25.0]]11.8 [15.4]
1max (b) 1.00 1.00 1.00
(0.50-4.00) | (0.25-1.50) | (0.50-4.00)
tiz2 (h) 14.0 [20.2]]14.6 [13.0]|13.7 [15.3]
CL/F (L/h) 1.75 [20.41]1.72 [18.2]]1.83 [16.1]
Vd/F (L) 35.5 [13.4]]36.3 [13.0] |36.2 [12.8]

HEEME [CV (%)), tmax dFPRE (#HiF)

(2 REHRS
BRI ASBESFIICZ a9 I F200mg/[l% 1 H 267 HEX
FROKE Lz & &, MRS a9 3 NIEEIIRSHG»S 3 H
BICEFRRBICEE L7z, AUCo-12n DREFRKIE 2.4 TH -
729 (MHEAT—=%).

16.1.2 IR
FEMIMBRUO_ZEER 1 HBEICBLT6 » AEVRS 17 5%
FTONRTANPARE 4140 (HEAN 46l &L) oES
N-MHEFS 39 3 REE 2 B\ T RSB RRRT 21T,
NRICBIT ST 38 I FOEMFHEINT A -5 2 HE LTz, K
FCBT 5534 3 FORSRIE 2~ 12mg/ke/B % 1 B 2 Bl
5. ({45 50kg Ll Eo/NEToORERAEIX 600mg/HEY) TH-
7oo R ONHEEME (VA/F) 130.71L/kg. RriToeg7
7 Z v A (CL/F) 3EERUERICIKTE L., (55 15kg © 4% 2
T 0.88L/h (0.058L/h/kg). {4 25kg @ 8 7% T 1.18L/h
(0.047L/h/kg ). 15 & 40kg ® 12 & K T 1.60L/h
(0.040L/h/kg ). 16 % S0kg ® 16 # % < 1.83L/h
(0.037L/h/kg) EMES NIV, [7.1 ]
E 1) KA 4R EO/NRICH L THERAZE LTV S,
E2) KAlOARRBIN 1 HREARIE, RAKRUEE 50kg B

F@/NRICIE 400mg. 1A 30kg Bl 50kg il MR IC
1& 8mg/kg. A= 30kg KhmD/NRICIE 12mg/kg TH %,

16.1.3 &EMRHIEZEE
BB 24 flic5 39 32 K 100mg (KRI1>ay 7 10%
% 1g X3 100mg $8% 1 %) 2 ZBEREERES Lz &, SaY
I FOEMEEITA—F I TOEBY THo7zo FT10
v 7 10% & 100mg $EDEMH RS E TR S N7z,

HEREGROEYHE/ N5 A -5

SR G K4 vay 100mg 3 %L%{EJ%ZODJ:E&)
5 A — 10% (Bl%=24) (90%(EHEX
(f51%4=24) i)
Cmax 1.05
(pg/mL) 4.46 [23.5] 4.24 [29.5] (0.93-1.19)
AUCo-+ 1.00
(ug-h/me) | 56-2 1471 156.0 U5.711 () o7y oy
tmax 0.25 0.50
(h) (0.25-0.75) | (0.25-3.00) -

Cmax & AUCo-¢ 1334 mFaME [CV (%) ]
tmax | oRE (FiFE)
a) o1 vay /8

16.1.4 £MFHIEZFEHER

FAYINRRIA2ay710% [F14 M 8Ly hRTA Y
Oy 7 10%%. Z7axt—N—FickbEznsgnlg (5343
F& LT 100mg) BERRA B ICHARERREO®RS L CmEEFE
EAUABEZREL. BoNBYHENRXT X -4~ (AUC.
Cmax) IZ2W T 0% EREXENEIC THREMEIT 21T - 7-/5HR. log
(0.80) ~log (1.25) QEEANTH V. WA DOEMFEHIRFE
PHERR S 720,

HENT A=Y BEINTA—Y
/\([i(;o:7z Cmax | Tmax | tie
hr/mL) (pg/mL) | (hr) (hr)
FaAvINKIA
uv 7 10% [4|53.19£4.88]4.06+0.98(0.45£0.21 |12.65£1.33
1+
ELSy b RTA
+ +
S uv710% 53.11£5.17/4.19+0.93|0.44£0.43]12.74£1.35

(Mean+S.D., n=18)

(ug/mL)
6 r

—— SOYIRRSAVAYT10% 5 A+
--0--- E LSR5/ 09 710%
Mean®S.D., n=18

FREHDRCT SRR
IS

N

0 8 16 24 32 48 56 64 72

40
B (hr)

MEEFEEN NI AUC, Cmax F0/85 X =413, HEE 0%
R ARROPRENEIEYL - Rl DB I & > TR S AR
H5Bo

16.2 ORUX

16.2.1 BREDEE
R A B 24 F11CZ 34 3 N 300mg % 28R L BRZICH
ERFEO#FE L& BFIE T39I FO AUCo AU Cmax 2
HEE RIS o720 HEAT—4),

16.2.2 NAATFPRASEUF «
fRFRRLA 24 F12F 249 3 K 200mg % 30 KU 60 738 CHIE &
WEARNR S I REREORES Lz e &, 735 3 FO AUCo+
KO Cmax (ZEBETH D, 73V I NEOHTNA F T RAF
U T 113131 100%TH > 728,

16.3 S
fREREA 24 fflicZ 24 3 F 200mg % 30 47 [ ¢ B [ml S &k
WG L&, oA E (Vd) 1E31.1ILThh. Jay Ik
200mg #HEREO#SEG LizL &, RAToamaE®E (VA/F) &
32.8L CTHh -7
invitro (T34 K 1.5~60ug/mL) KU ex vivo (T34 3
F0.7~5.5pg/mL) HEEDOMER. 739 I FOMPEAKEE
& 15%RMHETH > 72899,

16.4 (L&t
ZaY 3 NIZBHRE R OB KV EA D 5K LTz,
in vitro HEROFER, EIEZACNESE R ERBEWTH B O-ix
FIVIRERICEICHFEET S CYP o 7. CYP3A4, CYP2C9
KO CYP2C19 TH - 71010,

16.5 HEttt

16.5.1 R AFBES 56 [1YC] -Z 24 2 F 100mg (40 1 Ci)
ZROEORERO | BETHREEFRIRARS L& &5
% 168 R £ TIT, RIS EGED 94% K U 7% PRt s 1,
HRAOHEHE 0.5% KM TH 570 RFANET IV IR (K30
~40%)+ O-fit 2 F L& (59 30%) . BiEES (19 20%) KO
OMERRHEN (0.5~2%) & LTHtS 71002 (SEAT—
%)

16.5.2 R AE®EICT 29 I F 100~400mg = HEFFE DS
Liz& &, 85 72 & CoRPPRIERIE, 7383 F 29~
33%. O-BiAF AR 10~ 15%Td o7z, MEEH O-Fi X FI)L{k
@ AUCo- 1ZIMEEF T 35 3 RO 10%TH - 722,

16.5.3 fEFEEALAICT I3 3 K 200mg % 30 47 B 0] S AR A
BELIEE, 257U 7T (CL) X 1.78L/hTHD. T
24 3 F 200mg % BEARHRE LEEE, RATOLE2 )T
S5 A (CL/F) 1&1.84L/h ThH - 7%,



16.6 EDNDERZF T 2EE

16.6.1 BiHEEEEE
BHAEDREEDRL 5 MAWEBEICT IV 3 K 100mg = H[EE
%5 L7 & &, AUCo- IIBHEEER#E (CLcr © >80mL/min)
EHEBLT, BEHRKTE (CLer: 50~ < 80mL/min) T
27%. FEEETE (Cler: 30~ < 50mL/min) T 22%. =E
{ETF# (CLcr: < 30mL/min) T59%&< . Cmax IZEE» 5
EEDOBREERTET 10~ 14%ED > 7. BED S EBE OB
HETEICBT S O-fi X FIUIED AUCo 13 BEHREEEFHD
1.5~4.6ETH->720 HBEAT—%). [7.1. 9.2.1 ]

B 5ROEMERE/ ST X —5

B FE | EEET | T2 | smET
ER
e 8 8 8 8
CLcr (mL/min) >80 |50~< 80]30~< 50| <30
AUCo+ (ug - 47.0 | 59.6 | 57.6 | 74.8
h/mL) [20.8] | [17.5] | [19.0] | [26.9]
269 | 2.95 | 3.06 | 3.02
Cmax (ug/mL) | (55 01 | 120.7] | [10.0] | [23.3]
1.0 0.5 0.5 1.0
tmax (h) (0.5- (0.5- (0.5- (0.5-
2.0) 1.0) 1.0) 1.5)
s () 13.2 18.2 15.4 18.3
2 [17.6] | [18.7] | [18.9]1 | [27.8]
2.13 1.68 1.74 1.34
CL/F (L/h) [20.8] | [17.5] | [19.0] | [26.9]
0.590 | 0.354 | 0.277% | 0.143
CLr (L/h) [37.9] | [51.3]1 | [24.4] | [31.8]
SETFHE [CV (%)]. AUCo+ i 0~96 B¥RIME. tmax IXFhs(E
(#iFH)
Clr:&EZ7IUTI A
a) 7l

16.6.2 MBRENZZ(FITVSKRABHEEBEERE

MBEMT % 21T T B RIABRERERE O A ERE 12, BB
KOOSR 2.5 BfERTICZ 29 3 F 100mg % BEROHKRS L
fo& & IEBEMRICHAN 4 BEOBHEBRRTIEITITI RO
AUCot 13 46%EAD Uy BITIC K B FRERIRIZT IH I N 57%.
O-AFNAESI%THO ., BHIZUVT I ARTAHIN
140mL/min (8.40L/h) . O-fii X F L{& 149mL/min (8.94L/h)
THo 7 JHEAT—%), (7.1, 9.2.2, 13.2 ]

B SR OEMERE/ ST X —5

AT JEBHTRE 4 BB TR
Bl 8 8
AV IF

AUCo- (pg-h/mL)|  43.2 [20.2] 23.2 [15.1]
Cmax (ug/mL) 3.18 [22.4] 2.79 [22.1]
tmax (h) 0.50 (0.5-4.0) | 0.75 (0.5-2.0)
tiz (h) 19.6 [19.4] 19.2 [26.8]
O-ffi A F IL1%

AUCo- (pg-h/mL)|  6.63 [74.3] 3.43 [68.5]
Cmax (yg/mL) 0.48 [69.5] 0.22 [69.1]

HEFEME [CV (%)) AUCo-1& 0~24 Bl tmax I3 R{E
(%R

16.6.3 FFEEERESEE

FFHEE SR EE IR L7z A (Child-Pugh 7738 B) (25 3%
I N 100mg/[E1% 1 H 2 [\ 5 HEREZORS U & & B
MNIHART T a4 I FOEFERED AUCo-120 XU Cmax &%
NZN61%BJNV B50%E D57z Tz (KETERE(|LIEFER
R&ED AUCo-12n XU Cmax 32 NZFN 47% K% 37%&ED 2 72,
EHEFHEERERE (Child-Pugh 5% C) ToOZEYEHRE I MET
LTWand EAT—%), (2.2, 7.2, 9.3.1. 9.3.2 &&]

EFIREOEN B/ NT A -5

e R Child-Pugh 57 B
51152 8 8
ﬁ}fﬂ%’”h (ng- 53.3 [17.3] 85.9 [21.7]
Cmax (pg/mL) 5.83 [13.3] 8.75 [18.7]
tmax (h) 1.5 (0.5-2.0) 1.5 (0.5-2.0)
t2 (h) 14.8 [19.7] 24.1 [23.5]
HAFEEE [CV (%)), tmax (THRME ()

16.6.4 ESHE

65l LoEHEESE 11 fIRvEREE 126738 IR
100mg/[El% 1 H 2 [\ 5 HEREZOES L & & 45 RELTF D
BAFBE 12 flE B LT SRBEEROTEICBVWTTIT
ROEFEIRED AUCo-12n & Z N2 33% %0 50%r <« Cmax
WXZNZTN 2% R 53%E o7z Fio. (KETEEN L
AUCo-120 IZEBBEHE R OLEIZBWTZENETN 26% K% 23%
B o 721000 (SEAT—%), [9.8 2]

16.6.5 CYP2C19 BInFZH
HA AR OHE AMERRAEEEL 18 1%, CYP2C19 #&n1H
ICEDSRBEESEICK D . 2R EESR (UM) 16l sREH
fedE (EM) 17 ffl. FERHEE (IM) 10 6. KOMERHEE
(PM) 8 fliz431r. COHERICT 34 I K 100~400mg % H[ElfE
A#%EGLEE, A I FOREERCKRETCEE(LL
AUCo-»ld. EM IZHART PM T 24%. IM T 10%E 0> 722,

16.7 ZE¥HEBEEA

16.7.1 ZMEEERARER
Z a4 3 Fid, inEmEHEER T CYP1A2, 2B6. 2C9, 2C19
KO 3A4 1 L CHEEERAZRS T CYPIAL, 1A2, 2A6.
2B6. 2C8. 2C9. 2D6. 2E1. 3A4 KU 3A5 2%t L CHEE
FHZERE 7275, CYP2C19 120 T B EEMEAATRB S Nz,
ZaY% 3 FIE, P-EEEEOMAN AT T3 R, P-EEHE
IR U CIEMEA 2R S 2> 7219 (in vitro) .

16.7.2 BRAREMEEEREER

(1) AlLNIEEY
BREMABEE 191, 39 3 F (200mg/[El, 1 H 2 [E) OFE
FIREBIZB LT, 8 CYP3A FEENUOHEED CYP2CI 7
EHRTHHHNNNTEE Y (200mg/El. 1 B 2 [E) ZHHAKE
BOBELZEE, AMNTEEIEZTIY I ROEFRED
AUCo-12n B U Cmax ICHEZ RITS o7z, BERABME
18 iz, HINTEEY (200mg/[El. 1 H 2 [E]) OEFREC
BWT, a4 3K (200mg/ElL 1 H 2 E) %0FHARERD#
ELAEZ, aYIRBAIULNTEECOEFERED
AUCo-120n KU Cmax ICHEZ RITS k- 71219 (HEAT —
9)0

Q) #XFSY—-IL
RSB 34 flic, 2383 F (300mg) OHEEO#KSIC
BV, 55\ CYP2CIOHERETH S A X TFV—) (40mg/
El, 1H1E) 2AKERORS LEE, X TFV -
S 3I FD AUCo+ & Cmax ICEHEL2 RIS ko7,
CYP2CIOEBEETH 24 ATV —) (40mg) OEEEOHSE
IZBWT, IaY3IF (300mg/El. 1 H2ME) %HHKERD
BELEZEEZ, AT IRNEAATTV )LD AUCot K
Cmax ICHER2 RIFS >0 HEAT—%),

3) TF9VYIL
TR A B 33 fillc. CYP3ABEETHS IV T4 (7.5mg)
OBERFORSICBVWT, 393K (200mg/E. 1 H 2 H)
PHARERO®REG L&, 5393 FIZI¥VS5L0 Cmax
% 30%E S E 7255 AUCo ICEHEZ RITSah - 7220 (SLEA
T—%)

@) 977>
B AEE 16 F1.S-T L7 7V U CYP2COBEHETH ST
V770 y (25mg) OREREORGICBVWT, a4 3IF
(200mg/[El. 1 H 2 [\]) #MRAREROKS Lz &, 343
Fix SEUCR-7IL7 71 >»D AUCo+ KU Cmax IZ#EE% MIF
=9, FuburErEBECT T oy Yy R o ERIEE
(INR) OFARMER T AUCo-168n ICHEZR RIS 270> 122 (4LE
AT —=%),

16.7.3 BEHIZEYIERERENT
HARAKROHEANDBAZLNEDOTADPABED SEBE SN
#ghS a9 I NBEETF—¥ 2 W, BEFSEYBIRENT 21T -



Too ZOFER. CYPFEMEHAZ BT A TADPAETH LN
TP, Tz b U XIET 2 I NLEY —LOBRICK D,
Z a9 I ROEFRED AUC 1Z. RARO/NET, &% 25%%
U 17%RAD L2,

17. ERFRRGHE

17.1 BERUTREEICET 2R

(ERDFME (CREEMRIEFIEZZEO))

17.1.1 EISHEFESEMAERER (BRIEE. BA)
RIS IRATAPA L BRI S NI FE (ZRELIRIEF
fEzats) NSRDEOLBMMEMAIKEEZET 2 16 KL
DBFEEXNRE LT, 734 3 F§E 200~600mg/HEV I AL
NYEEUMHREGE (CBZ-CR) 400~ 1200mg/H®2 % BA(IZ T
FEORE L- & &, FEFHEEE T % Kaplan-Meier 12 & 0
HE L7 il E IC B 5 6 7 ABRIEEEARIITRO LB
DTHU ., BEEZED OSBEEXE O FREIL T ORE S NS
MEIRFUE (-12%) % EEl->7-Z &, CBZ-CRE#®D 6 » A
HARICHT 2 BHZED OSBEBEXHE O TRED L (HH)
3. TORELLESERFE (-20%) £ EE-722Eh5,
CBZ-CRIZMT 2T a4 3 NEEDIELEDRER S N2,

s S | setrmsen |mmz (o) |
R | BERE | BIE se” g10| (%) [95%(E | [95%(EMX | o
% (%)‘3 = %Elzﬁaﬁ] a) FEﬁ] a) b) C())
737 444|327 89.8
> o | (73.6) | [86:8
FAS | #E8 . o0 &1 o N
) 91.1 |[-5.5,2.8]]
Com |5 | o [88.2
CRE| ¥ | (69.7) | o)
727 91.5
IR 408 (735072) (88.6,
. ' 94.31 -1.3
PPS®) 5.7
92.8 |[-5.3,2.7]
CBZ- 1397|285 [90.0
CR & 18 | 00

a) Kaplan-Meier i£12 K 2 HEEME (B 3 » AR OFERIE (2
EILIR, 3EBIE) Z8& LT Mantel-Haenszel 12 & 0 %)
b) 734 3 FEEFOIHAR-CBZ-CR BEDIHEER

C) HEAROBHZED 95%EHEX D RNRE/CBZ-CR BDHER
X100

d) Full Analysis Set

e) Per Protocol Set

f) HARNEHS 7 flx &t

g) HANERF 13 1% &t

%B. BREBITERICK ST 39 3 NEERET 400mg/ BB~ D
BNRELL S BEEDREATSHE LT - 72858 D FAS
BT BRENHEE L BER (B8 (%)) & 308%3 /444
(69.4%) TH V. Kaplan-Meier i£IC & D H#EE U7 FHIEHEAR
[95%E#EX ] 13 84.1% [80.5, 87.6] TH-7z.

BRI FTSEE X, 539 3 FEERET 37.2% (165/444 f) T
Hotze ERBIWERIE. FEtEO £\ 7.9% (35/444 ). Y
5.6% (25/444 ). 1R 4.5% (20/444 f]) TH o7z,

E1) AHlOERSNz 1 BREEHE 400mg TH 5,

F2) WA Y RBEREARFETIIRRE SN T,

#3) 200~400mg/H#5 THEMHEEK L7 BEHK.

17.1.2 BNEMEHER (HEEE. KA
1AOBFOITADPAFEEZEZEEG LTS 16 R EOESFE
EETAHTCANPABEEZNRELT, 539 3 N§E 200~
600mg/HENEOR5IC L 2 BAREAN DB/ &, 6 » H
RAREIMAEE DAL 46.2% (6/13 ) TH- 7=,
BIFRFEIRSEE L. 84.2% (16/19f1) TH-7. EHEIER
X, FEIED W 42.1% (8/19 ). {HHER 31.6% (6/19 ).
EEHEDHE V. BLAE 10.5% (2/19 1) Th-o7z.

W 4) AROERES N | BREARIE 400mg TH5.
17.1.3 ESHFESEMAERER (HRAEE. BA)
BEFE DI T AW AT 2 RAEIFIIR DG S Nie W ES FAE
2ET 5 16 MU LEOHARARTFEADTADARE 547 fi
(HARNEE 142 2 &) 2RRELT. 7393 FEE 200,
400mg/HX 7T A% 16 BEREOHS (BEFEOTHTAN AR
1~3AEDHH) Lk &, EEFHMIEE TH 2 BHRMAMICHT

BHERHARBO 28 Hdb 7 0 OMSRIEEHERIITROLEBD
ThHO. TT7eREEE T IV I FEE 200mg/H XU 400mg/ H##
OB THEMENICER L EZPRO 6Nz, 58, SHICBITS
50% L AR & — L — k(28 HdH 7z D O S FEIE A B AR
EHART 50%L LE L BEOEE) & TR 19.7%
(367183 f5l). 7 a4 3 N§E 200mg/ HEE 38.5% (70/182 i)

KU'Z a9 3 NEE 400mg/ HEE 49.2% (88/179 1) TH -7
26)

o

28HH720D TI e REICT
% | FaRIEmHO | pEY B RD
Z{t &P [95% = #EX[H]
TIeAREE| 183 -1.22
200mg/ 29.4
B 182 -3.33 <0.001 [18.7. 38.7]
400mg/ 39.6
Bt 179 -4.50 <0.001 [30.5, 47.6]
a) Full Analysis Set
b) FRfE

C) WAL MR O 28 Hb 72 D O FIERIE 2 KIGE
B BREREUCEZRT MEERLUCBEEHABO 28 HH12D D
R FIERE e HER &I 5 H BT
d) BT & D HEE S M- B/ N RPIED SFTE LRy 3
TEEIERAD R (%)

BIFHEISEEIL, T39I FERET47.7% (173/363 ) T

ot TRBEIERIE, FEMED E W 22.9% (83/363 f). 14
R 8.8% (32/363 ). #1R 4.4% (16/363 i) TH -7z

17.1.4 ERHERMMEZSHR (HA)

ERASRIS AR (FRARE) 2537 L BERRUHEOEE
473 51 (HARANBZE 123 flz &) 20 RELT, IV 3 Nt
100~400mg/Hz= 1 H 2 EHIZ3 3 CROKRS Lz s (PHERK
& mE 767 HEE) ., RITHBOBRAMA» 5D 28 HH 72D D
R FAE BRSO HFRIEIZ 55.23%. 50%L AR & —L—
& 56.3% (265/471 ) TH 727,

BIVEFSEIRBEEIL, T a9 3 FEEET 42.9% (203/473 i) T
Holzo ELEWERIZ, EHMHOE WV 17.8% (84/473 41).
BR5.7% (27/473 ). 5E7% 3.8% (18/473 i) TdH -7z

17.1.5 BAEMBHER (MR

BEFEOHL T A D AZETH53 2 FOEIIRIN R AE S s Wy
2ET DAL 17 BARBO/NRTAD»ABE 343 il 2R
ELT. 393K (AE 30kg RO BE L 8~ 12mg/kg/H.
&2 30~50kg AKifiDB#H L 6~8mg/kg/H. K& 50kg DI LD
B&13 300~400mg/H) k77t R % 16 BREROKS (BifF
DIMTAPAR I~ FEDHA) Lz &, EEHEEECTH
5 BB IS T AR O 28 Hdb 72 D OES FIERHMZE(L
BETROEBOTHD., I RBEETIV I REEOBTH
FENICERREZIRD 5N,

28BH700 75 KBS
B | S #iEEE o | p EY B iED R
(LR [959% (S #EX ]
FS5wKEE| 170 21.55
N 31.72
7:%\* 170 -3.05  |0.0003| [16.342,
44.277]

a) Full Analysis Set

TR RO 2 FliL, R ORKERET — 7 ICRE (FEHE
DIEEHD 10%#8) W -izl-b. fTIcED P71

b) FRRfE

o) In (X+1) (X I3ZEOFRERE) THEER L7550 FERE
ZRV, BEH, HELEEEREREzRFE L SBERLL
B/ O 28 HH 70 O RIERE = HEE & L a#oth
d) 7T ERBEICNT HEDER (%) =100 {l-exp (B/N_FF
BTV I FEET T REOE))

BIfEFA#BSEEIL, 734 I FEET33.9% (58/171 ) T -
oo ELREIWERIZMEIR 14.0% (24/171 H) FEHED F 11 8.8%
(15/171 ff1) TH -7z

17.1.6 ERHESE IERIMEIRSHR (1R)

4D 1T ROBEBHRIN/NETAPABE 13641 (HA
A 46 Bl SAEIAN 90 ) =xtRE LT, 3% 3 K 12mg/kg/H
(A% 50kg DL LD EE X 600mg/HEY) £T% 1 H 2 EIZHT



TROBE L- & &, B 5 0B HRICE 1 2855

EEIBE RO FRIEIX-52.73% (HARANT-27.63%. 7FEA

T-60.56%) TH->7:2,

BIFRFIBEE L. 56.2% (77/137 ) TH->7-. F2EIEA

3. FEEO W 20.4% (28/137 fil) . HEE 19.7% (27/137

Bl). R 8.0% (11/137ff) TH-7z.

*5) AAlOER SNz 1 HRSHEIR. MAKUEE 50kg B

o /NRIZIE 400mg. 1kE 30kg DLE S0kg A0 NRI
1& 8mg/kg. A= 30kg RiD/NRICIE 12mg/kg TH %o

(RERAFEE)
*17.1.7 EISHRESEIEEER RARVIMNE
BEFEDHC AP AET T RIEIRRPE & s WigE—A
HEEET 5 AMULOTANPABRE 242 1 (HARABEE 30 fl
REL) AMRELT. T3P IF ((KE 30kg Kimo/NEEEH
& 8 ~12mg/kg/ H. 1A= 30 ~50kg KimD/NEEHIL 6~
8mg/kg/ H . A& 50kg DL _ED/NE RO BE I 300~
400mg/H) Y& 77t Re /i T 24 BREZOHRS (BHFEOH T
AP AEE]1~3 ﬁﬂc‘:@ﬁffﬁﬁ) Lick &, ZEFHMEEE CTH 2 24
MOBRREICE T 2 2 BB OREMARFEEPFHIET 5L TOR
BIFTEOEBOTHY., TILRET TV I REE OB THET
ZMICERLENIRD BN,

ARYRERET]
wER | HiEe | 0B (B) 0 | 2V p {9
(o556 | L% HRER]
- 77.0
77eRE | 121|149 0 108,01 | 0-540
S - 0.577. | <0.001
id H8 | (144.0,- 0.7

a) Full Analysis Set

a9 3 REO 1l 125 501 X2 2 FE LB ICEESL
gt sniz 2o, 2 601% 24 BRI OGBEHE O FEFER ST oSN
"o lzlc. BITICED o7

b) Kaplan-Meier {12 & % 24 B OBELAMICE 132 2 BB O
HMERREEORRE CORBOHEME (FhyfF)
[—1:539% 3 FETIE 24 BB OBRERRIC 2 B HOMRERICHR
{5 50% DL EDRERFNCERD & Nz D> o 12 7= DIEEREE

c) BEMMICBY % 28 HH /20 OMERRFEMEDRELA 2 [[2
To/NES 2 [EBIRORAL 2 BEHO/NEIIRAZE & L7z Cox
HHINSF = REFIICED L, WaldEIicEDEHS

BIfERISEIRBEEIL. a9 I FEET46.3% (56/121 ) TH-
Too ERBIMERIZ. FHMEDF W 17.4% (217121 fl). iR
13.2% (16/121 ). Hii7.4% (9/121 ffl) TH -7z

*17.1.8 ERHARPBRERSHER AR

EEHESIAERE (RARONE) 2577 LzBEROHZER
BRCOMBIERERED S b MEMAFKFRROEED A2l S 7%
Dol & 23961 (HRANEE 37 Hleé&d) 2uRELT, 7
a% I KN (fFE 50kg KiFO/NEEEIX 4~ 12mg/kg/H, (FE
50kg DL Eo/NREE X 200~600mg/H. B AEEIE 200 ~
800mg/HE®) % 1 H2 BT TROBE L& & (hi#H
&, mE 1416 HiS) . LITHBEOBRHM Y 5 OBEHARICH
7% 28 Hd 7z D OsRERRRIERIZELRDOHRIEIZ-88.52%
TH o723,
BITEFRISEE L. 34.7% (83/239 fl) TaH -7z,
EREEAIZ. FEHEDOE W 10.9% (26/239 #l). {HIE 5.9%
(14/239 Bl]) . [ElER1ED F W R OED 3.8% (9/239 ffil) TH - 7z
*6) FAlOAR SNz 1 HRESHEIR., RAKUEE 50kg B
Fo/NEICIZ 400mg. {AE 30kg _E 50kg AiEDNRIC
1& 8mg/kg. 1A= 30kg RifiD/NRICIE 12mg/kg TH %o
17.3 Z0fth
17.3.1 DEEICHT B HE
REERR 214 61125 24 3 F 400mg/H. 800mg/HED iz
ZtAR%Z 1 H2EIIHTT 6 HERERZO®RS, XiZEF> 70
FH 2 400mg/H% 1 H 1\ 3 HEREZORS L-EE, T
IV INEQTCHEBEER LA >7ze 73 I NEEO PR
ROFHE(LEIIE 6 HHOKS | RiBICEARE LD, I+
REEE OZEIE, 400mg/HT 7.3ms, 800mg/HE? T 11.9ms
Th-723% FHEAT—%).
W7) AROERES N | HESARIE 400mg TH5.

18. EFNEIE
18.1 {ERER

S5 a3 FIZBAKEEF MY Y LAF v RILOBFRZRNEELZ
FBIRAICIEME U, BEEREIC D 2 il 2 ZEltst 5 2
EILE > THITVWNAERZRT EEZ SN TNED,
18.2 TAHAFREIEICKT B1ER

a9 I FIZBEEEREYY RIS R U 7HIEYT A,
WBEFY YV IHIES Y b, 6Hz TADAFIEY T AROERKR
BRYavIHEE (TR v ) OBOFEEROCLBRFER
KL 7B ETF NI BV TRIELR IS L3,
18.3 MiCThAH AEMEIER

RMEELSHE T Y R 75y MZBWT, F2 R VTR
ZHI L 723,

19. BARS ICRT ZIBERHAR
— %92 . 3% 3 R (Lacosamide) (JAN)
{b#4 : (2R) -2-Acetamido-N-benzyl-3-
methoxypropanamide
& HsC

2373 C13HisN203

F& :250.29

% R HE~KEBOMKRTH S,
XK ) —UICHEITFRTL, T ) —)b (99.5) IR0
FRF <, KIZRRBFIIL LK, ATT VITIFEAEE
[SRASRYS

21. AREBSRM
EHm) 2 7 EHEE 2 RKED L BNICERT 5 &
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