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) EER—EMEOMSZICLVERT LI L

2. 22 (ROEBEICFHESLBVNCE)
2.1 BRI ORI LIBBOEDOBMERED H 5 BE

22 EEOHEREDH 28HF [9.3.1. 16.6.3 2]

3. #R% - IR
3.1 2/

. Z 39 3 F§E50mg Z 3% 3 F§E100mg
i [7r377) (377
BRI - < - <
(155h) Z a9 3 F50.0mg Z 3% 3 F100.0mg

famtlo—A, KE#REREE LoD -2, KEH
ErroFy ot B faxFyuilt
la—A, b RaxyFra—2, e kxS
o¥iltiuo—2, ZJulg¥ltiua—2x, 74
ARE Ry, BEENKS|ARE NV, BEEKT
I InAl 1. AT TV VBT AB. AT7Y) vk~
XYL, eFOX0— (XTI L, SO0 —
A, ¥27uad—)L6000,| A, ¥ZaIT—)L6000.
ZL7., BEbik. =¥ Ly, EE=E Bt
bk, AT Ty |#k. BEEb#k. =1t
. ANFT Ty
3.2 SFIDMIR
Bz 4 Z a4 3 F§E50mg Z 3% 3 F§E100mg
e [r3177] (377
i S 2=10) BEAOEIEAD O
TANLT—FT 4 VT3 | TANLT—FT 4 VT8E
| )
W —
, % 10.4mm E£ 13.lmm
X

EfE EE 4.9mm EE 6.1lmm

Ex 3.3mm 4.2mm

E-h o 124.0mg 246.0mg

oo e FaAYIR FaFIF
A=~k 50 73177 100 7377

4. MEEX SR
TANABEDRDFRIE (CRESREREZSD)

6. ERUHE

B CEE. BAICIET 3 I FELTIHI00mg & 0 #%
Bl OB BERN FoREEZ S THEEL,
BHEZ1H200mgE 54, WInd 1 H2ENIZS T TR
059 5. 8. ERICK D IH400mg# 8 % 7 W #ifF
THEHERT 52, ERIILEFEM Eo/EE 1 CLHA
B LT100mgll FFo775 2 &

INRCEE. AR Eo/NRICE I3 I FELTIH
2mg/kg L VEEZFB L. ZOHB AR EOREE &
TIHAZE L 2mg/kgd DB L., HIEHAEZHE

30kgARiHD/NRICIZ ] H6mg/kg. KB 30kgbl E50kg i
D/INRICIE I HAmg/kgE T B0 VIR B IH2EIZHT T
BOKSET 5. 2B, ERICK DIAE30kgRED/NRICIE
1H12mg/kg. AE30kgll E50kgHkian/NRIZIZ1H
8mg/kg %A 72 WEIF CHEBEIEE T 245, R AR
rLoMEEH I TIHAEE LT2mg/kgll RO 2 &,
7272 U, {RES50kgl Eo/NETIE. A L F CHE - FE
TRHWAZ &,

7. BERUHAEICEET iR

71 2V 7F =07 07 5 AN30mL/minkl NKOEE KO
KEBHEREDH HEEICII. RAZIBEEHES
300mg. /NERIZIHEEHEZ25%EEE T 5% EHE
KRBT BH L, £/, MRERNZZ T TVRERETIE,
IHRAEZICMA T MEETRICRATIEHEDFED
EMEE*ERI ST &, [9.2.1. 9.2.2, 16.1.2,
16.6.1. 16.6.2 ]

72BENIHFEEONEEREDH 5EE (Child-Pugh
SHEARUB) 121k, A BHEEHE2300mg. /)
RiZIHEEHEZ25%EHEE T 20 CHEICESET S
Z &, [9.3.2. 16.6.3 2]

734KFOIHEEHRERIAE3IOkgRMO/NETIZLH
12mg/kg. {R&E30kgbl E50kgAKiD/NETIL1 H8mg/
kgTHh 5. AH%1HEMg/kgZBA THEG LT WAk
E30kgRIHGO/NEN . BRICHENRENITAEEN30kg
PlbEz-728E103, BEOREZHFICBEL. 2
RRORERAOREEZER /-S> AT, BIZHARLH
T2 &, abB. BEULHEEILETSZ &

8. EERENIEE

8.1 HARICB T A2HREBORWGEER W LEEFRIEIZX
D, TADPARIEOEEN I TAPAERRESH S D
NBEZEFHHDT, BE52HIET2EEICIE. DL
ELABM EP I TR ICEE T 22 SEEIITHY &,

8.2 #EMEH F ., BR. IR, FEN - &F 1 - K&HEH)
BENEDERTPRI DI EDNHHDT. KEBSFOE
BT HBEOEERSE, B2 BROBREICRES
BREVWEHIEET S &,

8.3 PREIEOEENH S5 ONZE I ENDHHDT, ARIOKRE
FIRRECELN FOEE 70y 7%ICEET 28K (R,
PRAAEEAD . BRIEAEE, BEH5 S 50/, KM, 815,
BEUn%g) oXRBRICERT L&, KAOKREFTICEFD
EOBEERD D S bNIIGEICIZ. BROZEZZ T
FOBBERVZOFRESZIIEET S L, MEEEED
EEONEE (DHEEXIILARLEE) OMEoH 58
FH. T MNITLF Y RIVEE (TUVHYERESE) Ob
AHE#F,. PREBOEEEEIITBEFNDH 5 EH % HH
LTWABEETIE. RERSMGER OARAR S X
DEXNBEZTORE., BEORERVREDOE(LEE
BELBE T AT &, [9.1.1. 10.2. 11.1.1 ]



8.4 ZRIgE, BE. HBEZOBMERPH 5N, B
EXICELZ LB HHDT, KAKRSHILEEDOIRENR
CREDOELZERRESBEI 52 &, [8.5, 151 &
f&]

8.5 BERKUVZ OFEFITBME, BRERFOFHIERFE
RO OV THOHAZITV, BEh & BRI
EMODED LOEETHI L, [8.4, 15.1 ]

8.6 M. BHEDREENELELLFAREEIHZDT, BHE
RIS, REFICOVWTHRZZITOEERL. BREVRD
SNTBEITEY LB ZITS Lo [15.2.1 ]

9. BEDEREEIDEEBICAHT IR
9.1 SHIE - BEEEDHZIEE
9.1.1 MEEREEVPEEDDVRE (DEEENFOFEE)
DEFEDHZEE. FRUILFvRIVEE (TILA
IEIREEE) DHHEE
KA OPREBEEERICEVEE 70 vy 7423
5BEFNAH 5. [8.3. 10.2. 11.1.1 ]
9.2 BikrE=EE
9.2.1 EEBKEEIEEDNDH S EE
[7.1. 16.6.1 ]

9.2.2 MiKEMZEZ(F TL\ D REFSHEEEEEE
[7.1. 16.6.2 ]

9.3 fFikeEESEE

9.3.1 EEDIFHEEEEEDH D EE
BELEWI L, ARlOMPBEN LRI EBF1N
H5, (2.2, 16.6.3 2]

932 BRENRBFIEEDFKEREEDHSEE (Child-
Pugh74¥8AK: UB)
[7.2. 16.6.3 ]

9.5 1T
IR USER LT WA BSOS Bt icid, 1B LD
BN EREE RS SN BEHICORRST
AT Es
Zy MIBLWTREBTESRO SN TV S,

9.6 ZA.IR
WELOBHREROBARBOERELZERE L. ZAOD
MR ISR IE ST A 2 &

b FAHFARBITT A EARESN TV S,

9.7 INB

9.7.1 BHAEMAKER. #HER. A RIIABRmOL Rkt
I AEERARERIIEM L T2,

9.7.2 /NREE OIS FAEITN T 2 AR ICE T SRR
EIIEN - B E B ITThbN TV,

9.8 EEE
—fRICEERE CIEREBEPET LTV, [166.4 &
fE]
10. #8E1EA
10.2 HAER (HAICERTBIL)

A% BRI - 1BEE| BT - EERET
PREROIERZEC[FE 71 v 7 %4 1A L VPRERER
TEETNOHHEA |HRT BTN (EFRPHEMAICHE®RYT
(8.3, 9.1.1. 11.1.1|» %, BBENSDH B,
S|
11. BIfEM

ROBWERDH 6bNDBZENHHDT, BEE2+7IT
W, BEMREOSNIGEICIIREEFRIET 7% S#) %
WEZITD &
11.1 EXIBEWEA
1111 BEJOv . @RIk, K@ (W9 hd 1%k
PREBOEREZRE T BZ NP H S, [8.3, 9.1.1.
10.2 2]
MA2hSHRFIFEFERMBE (Toxic Epidermal
Necrolysis : TEN) . BZESIRERAEIREF (Stevens-
JohnsonfE(&E¥) (9" hbEHERE)

FEE KR, K - 5 A, TOFE, WHEERE. ARyTM.

OWNRZEORENRD sNicHaIlidikEE2HhIEL,
B RLEZITH T &

11.1.3 EFIHBSUEEIREE (SHERH)
MENER E LTHRE, BREDS A SN, FICHEEERE,
U OSEIERR. BHIMEREENN, fFERERIEZ. EAIY LS
HREREZEEREOEEBBIERSH 5N
ZEBBHB, B B RALRZAYTA L6 (HHV-
6) EOTANVAOEERLEES 22 &S
IR B HE, KB, FRERESOERIERD 5
WIHBIELT A ENHEDTERET S LY,

11.1.4 EEERERE (BEEAREH)

11.2 ZOtDEIER

WEEE| %L | 1-3%km | 1%kE  [BERH
ERE £ REEE, > o, %K. R
(17.8%) . 5|ME. BT b, WL, WE.
. IR MR, SR

B AR,
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o WHE. EE R
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13. BE%kS

13.1 fEJR
B|ERS (J&A12000mg) 12X DR 6 N7z ERER
X, FEED v, BD, BIE (SRERERRHEE.
TANAERRE). DMEERE, Y3 v/ RUEET
Holze iz TP I R7000mg % —E IR L 724l
THEPHFESN TS,

13.2 &
AFNIMBEENTIC K DRERRETH D, HIHLTWAIE
KROBELKR L TMKENOEK*EZERT 5 L,
[16.6.2 Z:H&]

14. BRALDER

14.1 FRIZHFOER
PTPEEDEANIPTPY — M5BV H U TIRAYT % &
S1EET ST &, PTPY— hOREERICE D BEWHIATR
MEERBEAT AL, BICEEFLEZEC U CHRERRE
DEELEGHERZHRT LI END S,

15. ZDDER

15.1 BRERERICE I < B
BN CEBENTEROMTAPAIEIIBITS, TAD
A, FEHEEBSELZNRE L1990 75 v RAtiRE ER
BOMEHERICBWT, BERSERVCEREKORERAD
YATM, MTAPARORAB TS 7R L L
TH2BEL TADPARERAR : 0.43%. I K
BE:0.24%) . MTCAPAROIRAR I, 5 REE
EHANI000A B 01 9AZ W EHE SN (95SKETE
X :0.6-3.9), F/o. TAPABEDOY 77 L—7T
X, T ARBEEHNIO00A D7z 24NZ N EEHES
nTwb, [8.4. 8.5 %H]



15.2 JEERIREERICE D 15k

15.2.1 FEEEREMBEREB ICHB VT, STV IRREIY +OD
KEARICHRE#ISHEZTOHM LN, Tv FD26
WK O 104 A R ER S EEABE CRICET IR
5N, A XOS2 BB RERSEERBRICB VL TOKE
BEOEIZERD SNEDP 5T, HER. BREOIRICHE
THEWEFHOERRIZI ST ABELDE L, 16/
EoHAHRENERED 7T RBETIZ1.6%Ix
L. AAI200mg/HEET4.9%. 400mg/HEET12.2%.
EH#HETIZS5.5%TH 0. BIENHERE (HFER
i) 07T REETIR44%II L, A#1200mg/ H B
78.9%. 400mg/HET18.0%. 600mg/HET
30.5%TH -7, [8.6 ]

15.2.2 R#FEEETFTLTHHWAG/RijT Y + (3. 10K
30mg/kgx ERENES) KU A b T2 T — LEEHER
MTANPAT Y b (15.6K%0V31.2mg/kg % FEREN
5) 1ZBWT, REREEOEENRO 5Nz,

16. EYENEE
16.1 MARE
16.1.1 KA
(1) BEgS
A B 18612 F 24 3 F100. 200, 400mg% 22
MERFICHREIREOREG L & &, #85%0.5~ 4K T Crnax
L:i% L. tl/Zliﬁ‘\/‘Jl4E§FEﬁT‘\%’)f:o AUC&K}\Cmaxtng

=

BICHApI L THEIL 722,
HEHREROENBRE ST A —5

w58 100mg 200mg 400mg
% 12 11 12
AUCo- (pg-h/mL) | 57.0 [20.4] | 116.4 [18.2] | 219.1 [l6.1]
AUCo-t (pg - h/mL) 55.0 [18.7] | 112.1 [17.1] | 212.5 [15.0]
Cmax (sg/mL) 2.96 [15.2] | 5.84 [25.0] 11.8 [15.4]
trmax (1) 1.00 1.00 1.00
(0.50-4.00) (0.25-1.50) (0.50-4.00)
ti2 (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]

BAAFEME [CV (%)) tmaxdEHRIE (FEE)
(2) RE1RS

R ABMHESHICZ a9 I F200mg/[E % 1 H2[E 7 H &
REGORSG L&, IEHFHTa9 I NBERRESH
17 53HBICERFIRBICEE Lze AUCo-120D BRIEREL
32.4CHo723 FHEAT—%),

16.1.2 VR
FEMIHBAUO_EERIARICB Lo A 517
RETO/NRTAD»AEEZLLAF (HRANL66] % &T5)
PoBEeNMEEFHT Y I NEEE R CREREY
BTV, NRICBT 2739 I FOEYEE/S
TA—YBWE Lico RENICBITST7a8 I FokE
Bl32~12mg/kg/HE1H2E#S ((AES50kgL Eo/h
RTOREARIZ600mg/HEY) THolzo RPITD5
FAEME (VA/F) 130.71L/kg. "R 7 ) 7TV A
(CL/F) BMFEROERITKF L. (AE1SkgD4RRE T
0.88L/h (0.058L/h/kg). 1A=E25kgD 8% e T1.18L/h
(0.047L/h/kg). AE40kgD 12 B T1.60L/h
(0.040L/h/kg). AES50kgD 16 T1.83L/h
(0.037L/h/kg) EHEES NIz, [7.1 BHE]
#1) ARANFARL EO/NRICH L CHEAEZHE LTV S,
¥2) KRlOEB SN 1 HESHERX, BAKRMMEESOkg Lo

/NRICIZ400mg. 1AE30kglL ES0kgRimD/NRIZIZ8mg/kg.
{AE30kgARMmO/NEIZIZ12mg/kgTH 5.

16.1.3 &EWMFHEZENE
39 I F§ELI00mg [ 17 7] &¥ L%y MELOOmG
Z, JORAF—=N—RIIEDENENIE (TaTFIFE
LT100mg) BEMASBEICEERRERORKS L CmiE
ROV I NBEZHEEL. BoN-ENEHEIST A —
% (AUC. Cmax) IZDWT0%EFEXEEIC THETRT
{7 o 7-#E%. log (0.80) ~log (1.25) QO#HHENTH
0. WAIOEYZE RS PHER S h 75,

(ug/mL) —e— F 34 3 FEELOOmE [/ 37 7]
61 o ¥ L8y M4E100mg

FfE + RS BIH=59

I

TREE 70 U B
[\S)

20 30 40 50 60

70 (h)
4

HENT R —% BEINTGA—%

AUCo-72n Cmax tmax t1/2

(ng-h/mL)| (pg/mL) (h) (h)

534 3 FEEL00mg | 49.7136 3.7985 0.81 12.79
[r277] +6.9317 +0.9852 +0.81 +1.43
A 48.5807 3.8704 0.52 12.86
EL/8y MELOOME | L0101 | +1.0004 | +032 | +1.37

EEE AR ZE FI%=59
MEEFEEIN CICAUC, CraxZFED/8T X =413, WEE
DOFER. (FEOFIEL - BHAEORBEMFICL > TR
2 AHTAREEN D B,
16.2 DRIX
16.2.1 BEDORE
TR A B 240012 F 249 3 F300mg % ZEE R X IL &%
ICHERROKRS L& X, BFIE 739 3 FOAUCHM
VCmaxl S EEZ RIT S 2720 HEAT—%),
16.22 NAATPRASEUFT 1
fRFERA 246112 F 2 3 F200mg %30 06057 TH
B ERIRAR S IR EREOREG L L&, T35 3
FOAUCo KU CnaxldFBETH D, T3 I FEEDOH
RINAFTRAFTEY T 4 121F1F100%TH > 727,
16.3 921
fRERRR A 246112 F 24 3 F200mg#% 30453 ¢ B[] S & AR
NExE L& &, omARE (Vd) E31.1LTcHhh. a4
I R200mgx BEREOKEG L& &, AL 0o HAERE
(VA/F) 1332.8LCH -7z,
invitro (3% 3 F1.5~60ug/mL) KUex vivo (73
# 3 FO.7~5.5ug/mL) HEOER, 7343 FOIMEEE
HEARIZIS%RMTH o727 9,

16.4 {{#
Z a4 3 NIEBHR R OREIC K D IEAL» SHE L,
in vitroitBRORE R, BEHEZNIIREELZEREHMTH 2
O-FR A FIARERICEICHF ST 2CYPHTHEIZ. CYP3A4,
CYP2CORU'CYP2C19TH - 729,

16.5 HEtt

16.5.1 f2FRABHEESHIC [“C] -F 34 2 F100mg (40 1 Ci)
% BEE OGO Bl C B MR 5 Lo & &
5% 168K M & TIZ. RAICHREEBDI4% K U97%H HE
s, EHAOHRMIZ0.5% KM TH > 720 IRIENIET I
B IR (]930~40%). O-BEAF AR (F930%). EEiEE sy
(£920%) ROthomEzR#HY (0.5~2%) & L THhlts
N7z 10 (HEAT—%),

16.5.2 K ABMHIZT 349 3 F100~400mg# HEFO#KS
Liz& &, BE72HEK T CORPHIRIZ, T35 3
K29~33%. O-FiX FIAKIO~15%TH > 7z, IMEEH
O- A FIAEDAUCoZMEEF S I I ROH10% T
%7?:2)0

16.5.3 {2 AICT 29 I F200mg% 3057 [ CH [m SEEIR A
BE5 L&, 252775 A (CL) 1Z1.78L/hTH
D, Z3Y I F200mgzx BHEEOREG L&, B2
D7) 7Z A (CL/F) 1X1.84L/hTH-7:7,

16.6 HEDERZRIHEE

16.6.1 BiEEEESEE
EREEDEE DR L S AMEEEICT 2% 2 F100mg % H
ERREOEES Liz& &, AUCIXBHEELER#E (Cler:
>80mL/min) & HEL T, BEHKTHE (Clcr: 50~
<80mL/min) TIx27%. FEEETE (CLcr: 30~
<50mL/min) T22%. BEEEF#E (CLcr : <30mL/min)
T59%E <« CrnaxldBEDP SEBEDOBHKERKTETIO~
14%Emh > Tz BEDSEEDBRKEE TEICBIF50-H
RAFWEDAUC- I BHEEEEED]1.5~4.6f5TH o721V
FHEAT—%). [7.1. 9.2.1 ]



HERSROENHL/ ST X -5

ZHRE NG BERT |PEEERT| EEKR
%L 8 8 8 8
CLor (mL/min) >80 | 50~<80 | 30~<50 | <30
270 506 576 748
AUCo: (ug-h/mb) | o'e) | [17.5] | [190] | [269]
2.69 2.95 3.06 3.02
Crmax (s1g/mL) (3501 | [207] | 11001 | [23.3]
o 1.0 05 05 1.0
e (0.5-2.0) | (0.5-1.0) | (0.5-1.0) | (0.5-1.5)
s 132 182 154 183
(17.6] | (187] | [189] | [27.8]
2.13 1.68 1.74 134
CL/F (L/h) [208] | 11751 | 11901 | [26.9]
0590 | 0354 | 02774 | 0.143
CLr (L/h) (3791 | [51.3] | [244] | [318]

BEFHE [CV (%)]. AUCO-tE0~ 96K EIE, tmaxiEHHIRE (i)
CLR:EZVT IR

a) 71
16.6.2

MRENZZF TV S REBE RS TE

MRENT % Z 1T T2 KRB MEERE O ARERE 12,
FEFEHTRE K OB A2 SREREIRTIC 2 24 3 F100mg & B
[EfE S Uiz & & IEEMNTIRIC H 4 O BT SR M
T3 7 3Y% I FOAUCo1346% A L. BEITIC K HFRE
WMERIET IV I F57%. O-fiX FILAES3%TH D BT
VU7 Ty A&7 3Y I F140mL/min (8.40L/h). O-
fii X FLE149mL/min (8.94L/h) Ta -7z10 12 (S4E
AT —=%)o [7.1. 9.2.2, 13.2 ]

HEHREGROENFRE ST A -5

MRET BT AR BT
% 8 8
JaY IR

AUCo+t (pg-h/mL) 43.2 [20.2] 23.2 [15.1]
Cmax (¢ g/mL) 3.18 [22.4] 2.79 [22.1]
tmax (h) 0.50 (0.5-4.0) 0.75 (0.5-2.0)
ti2 (h) 19.6 [19.4] 19.2 [26.8]
O-fii X F L1k

AUCo-+t (pg-h/mL) 6.63 [74.3] 3.43 [68.5]
Cmax (¢ g/mL) 0.48 [69.5] 0.22 [69.1]
MAFHE [CV (%)), AUCO-tE0~ 24K MHME. tmax|IFRHRE (H5H)
16.6.3 FTikEEIEERE

FFREREATREE KR L7z (Child-Pugh%3#6B) I
Z 3% 3 F100mg/El% 1 H2ES5HERERZOHREG Lz &
. BEBRAICHKARTT a9 I FOEFREDAUCo 121
KO CnaxldZFNEN61% R OS50%ED» > 72, Tz AE
TEHEBELLZEBEREDAUCH X P Crnaxld ZNZH
47% KR O37%&E P> 72, BEEFBEREEE (Child-
Pugh%C) TOEMERBIIMETL Tz JLEA
FT—4%). [2.2. 7.2, 9.3.1. 9.3.2 2]

TERREDEN B/ ST A -5

iR L E% Child-Pugh% B
Bil%L 8 8
AUCo-12n (1g - h/mL) 53.3 [17.3] 85.9 [21.7]
Cmax (ug/mL) 5.83 [13.3] 8.75 [18.7]
tmax (h) 1.5 (0.5-2.0) 1.5 (0.5-2.0)
ti2 (h) 14.8 [19.7] 24.1 [23.5]

HEFEE [CV (%)) tmaxi3FR(E (HFE)

16.6.4

16.6.5

s

65 LoERBEELIFIROERAELI2HICT 3V I K
100mg/[E1 % 1 H2E5HEREREOHREG Lz & & 455 5L
TOMANBEEI2F & B LT SEEEEOCZEICBWL
T7aH I FOEFEKREBOAUCmEZFNEN33%RT
50%E < v Craxld ZNZN29% KX 53%@m» 572 £z
(RETEENLZAUCLnEEHBEROREICBWT
FNFN26%B KV 23%E D - 721415 (HEAT—%),
[9.8 ]

CYP2C19&(EF%H

HAAROHE NERBEAFBES18F%. CYP2C19:&E
PRI E D RBEESTEIC K V.. 2#RBEEEE (UM)
161, EREEEE (EM) 1761, FRRHEEEE (IM) 10
B, ROERBEEE (PM) 8ficHair. COEMICT I
H I F100~400mgx BEEOHREG L& &, a3
ROBREERVOFETEE(LLZAUCo-IE. EMICHAN
TPMT24%. IMT10%&E D> 722,

16.7 EYMEEER
16.7.1 ZEEIERER

Z 3% I N IREMFEFRESH TCYPLIA2, 2B6.
2C9., 2C19K UBA4ICR L CHEERZRS T,
CYPIAIL. 1A2. 2A6. 2B6. 2C8. 2C9, 2D6. 2EI.
3AARUV3ASICH L CHEEREZ RS 2 5 72 M5.
CYP2CI9IZ /3 B BREEHAARB S N7,

3% 3 N, P-EEREOHABINLEETIER L. P-
WEEEEICH U THEFEHZRES 2257219 (in vitro).

16.7.2 ERFREMBEERRER
(1) AILNIEEY

R ABELOfNIC, T34 I F (200mg/El, 1H2[E)
DEFREBIZBVT, BMOCYP3AFEE N OHFEE D
CYP2COFEEETHH M NYEE Y (200mg/[E. 1H
2[]) ZHAMEROKRS LEE, WU EE TS
IY I FOEEREDAUC 1R U CraxiZHE L KT S
Tholz. BMEBMABMHISHIC. HUNNTEE Y
(200mg/[El. 1H2[E) OEHREICBNT, Fa43IF
(200mg/[E, 1H2[E) #HAKERFOZKSLELEE. T
IV I REAMNTEE OB FEREDAUCo- 120 T
Cmaxﬂzﬁzgif&Lfé o7 (9\{‘)\7_:’—9)0

(2) AXTSY=IL

BERABE34FIC, a4 3R (300mg) DOBEERFEC
BEIZBWT, 5LCYP2CIOHERTHEA X T T —
)L (40mg/[El. 1H1MH) =HAREZORS L-E &,
FATTV—=ET3Y I ROAUCH K U Craxl I EE %
K\EE%h o7z, CYP2CIOBETH A A X TSTYV -
(40mg) OEEKOBLSICBWVLT, FIH IR
(300mg/MEl. 1H2MH) ZHARERORG L&, T
IY I REARATSV = ILDOAUC I U Craxl S EE T
FE o7 HEAT—%).

(3) =TIVSL

BERABEI3MIC. CYPIARE THS IV T L
(7.5mg) OHEKOKREICBVWT, I8 3IFK
(200mg/MmEl, 1H2ME) 2HAREROZS LI-&&, T
392 RIEI Y YT ADCrax® 30%IE I S 72 ASAUCoqt
ICHEETIFE D719 BHEATF—%).

4) oWo7uY

R ABEL1I6H1IC. S-7 L7 7 ) »HCYP2COEHE T
HBHTNT7 7Yy (25mg) OREREORGICBVWT, T
a9 3R (200mg/[El, 1H2E) ZHARERORS L
JoE&E, a3 I RIESKUR-TL7 7Y »DAUC K&
UCnaxICEEZRITST, TuburCrUBEE0T O
fo v rEMoEBEZEER (INR) ORKERED
AUCo-168nIC LR TS 227220 BFEAT—%),

16.7.3 BEEEIZMEELRENR

HARAKRUOHNEADBAKR I NEDOTANABRED S5
SNMERT IS I NRET - 2RV, BEFE
MBI 21T o7z, TOMR. CYPHFEERHZHET 2
MTAPAETHZHWIUNNTEE Y, 7= b U
TZz /) NVEY—LOHHICED. T39I FOEERK
ROAUCIE, BAKRONRT, &%25% K 17%HEA L
724 21),

16.8 ZDfth

a9 I FEES0mg [F3I7 7] 13, [EEVPELZLEOE
TERA QL2 RSEERBR T R IV ITEDE, T
a3 FEELI00mg [ 37 7| 2BERMEE LzEx, 3B
HZEF RS RSN, EMFNICRAFE AL ShiY,

17. BRPRRHE
17.1 BHURURLEICET B8R
17.1.1 ERHES IAERR BEFBEE. MA)

FRICUIRE T AP A RIS NI FE (ZIRIES
MbFEE &D) NIRSFEOLBERERRKEELET
BHI6BU EoBEEZNELE LT, 39 3 F§E200~
600mg/HEY iz LAY ¥ ¥ U #%HsE (CBZ-CR)
400~1200mg/HE2) #BHFNCCROKS Lz &, FH
SHIE H T & % Kaplan-MeieriE 12 & D #E7E U 7z B EH
FHEICB 567 FERBEEHERIITROEBOTHD .
BEZDOISUEHEXE O RRMEIETOHRE S NI LM
IREME (-12%) # E[l->7-2 &, CBZ-CREED6# AR
FEHRRICH T 2 EHEZEDISKEHEXE O FIRIED
(FHGZE) 13, POBRELIELERAME (-20%) % &
E-7z2 &5, CBZ-CRICHT 5T a4 3 REEDIES
DHEER S N 7222,



fRAT FIEMPHA |BIEEAR (%) | BEZE (%) KR
R | BER | FIE | L7zBEE | [95%EHEKX | [95%EHK (%) ©
£H (#E (%) ] @ ] @ b
7 :l:J‘ | 440 327 89.8
FASD R HERE (73.6) [86.8,92.8] -1.3 6.0
CBZ-CR| 15, 308 91.1 [-5.5,2.8]
B (69.7) [88.2,94.0]
J3aY 3 408 307 91.5
PPSe) R HERE (75.2) [88.6,94.3] -1.3 57
CBZ-CR 397 285 92.8 [-5.3,2.7] ’
B (71.8) [90.0,95.5]

a) Kaplan-Meien#ic & 2 3EEME (BE3» AMORIEEH 2ELT., 3
|l E) %EE L TMantel-Haenszeli% i & 0 %)

Z Y 3 FEEBEDOIHAER — CBZ-CREEDIHAR
THEROBRZEDI5%E X E O FIRE/CBZ-CREEDHLR X 100
Full Analysis Set

Per Protocol Set

g) HANEG1361% &t
B, BRMBITERICK ST 31U I FEEET400mg/ Hi
NOEENPBRELE > T2BEEZWRATSH & LT
BB DOFASICB I 2 RIEMHER LI BEH (Bla (%)
1230853 /4444 (69.4%) T&H V. Kaplan-Meierikic
FOHEE LARIMEHEEER [95%EEXME] 1384.1%
[80.5,87.6] TH -7z,

BWEARBSEE X, 3% 3 FEERET37.2% (165/444
Bl) ThHotco ERBUERAIZ. HFHEDETWVT.9%
(35/444%1). HE%5.6% (25/444%]). IHE4L.5%
(20/444%1) TdH -7z,

*1) REIOEZ SN2 HREREHRIZ400mgTH %,

H2) WAL U RBEEEARIPTIIERE SN T WAL,

1#3) 200~400mg/H#%5 THIENPHE L - BE K.

17.1.2 BRSEMEEHER (EFEE. RA)
1HIOBFOT AP AZEEZHRE LTV D165 EOERS
REXET L2 TCAPABEEWNREL T, T3V 3 FEE
200~600mg/HE) FO#512 & 2 BAIREATIDEZ
el &, 61 AMREHEERZEOEE1346.2% (6/1341)
TH-o7:2,

BIfEFAFIBE L. 84.2% (16/1961) TH -7z, EEl
fERIZ. FEMHEO E142.1% (8/1941). HER31.6%
(6/1961) . mEREDE V. ELAE10.5% (2/1941) T
Ho7ze

#4) RAIOAR SN | HREEARIZ400mgTH %,

17.1.3 EFfHERISE MR (HAEE. BA)
BFEOMTAPAETHA LRENIFIHRESBLNLE WV
WoFEEEET 216U EOBRARTFERADOTA N
ABESATH (AARANBE1L20%2&T) 2RRELT,
Z a4 3 F§E200. 400mg/BXIE 7R % 16 AMZED
B (BEOMTAPAIEI~3HEDOHE) L& &,
FEFVEIEE TdH 2 BEHE I I 2 MR HE 028H &
20 OEAFEERBELBIITROEBYTHY, 75
T ARBEE T 3V 3 F§E200mg/ H & U400mg/ HEE & O/
THEIENICEREREZPRD 6N, 28, FEICBT
B550% L ARy F—L— bk (28HH 7D O FEIEREL
PEEME &R T50%L FiE L2 BEOEIE) .
T REE19.7% (36/183%1). T I8 3 R§E200mg/H
B£38.5% (70/182f) XU'Z a4+ 3 F§E400mg/ H B
49.2% (88/179%) Tdr -7,

7T R T S
g | 28EH7D @f‘:ﬂ;ﬁ} piEe) =)
FIEMMOL( LR [95%E X ]
7ot KR | 183 -1.22
200mg/HE | 182 -3.33 <0.001 US%?§;7]
400mg/HEE | 179 -4.50 <0.001 Bo%?ﬁéé]

a) Full Analysis Set

b) HIRME

C) WML MR O28HH 72 0 O FELDH E RIGEK. #5

HROEZREF. SHER L -BERAMO28H &7 0 O FIEEE

(V= S P 5N iy

HOWON L DIEE S N-s/ N FIaED S5 L B FEEE

AR (%)
BIfEFRRBBEE L, T3V I FEERT47.7% (173/363
Bl) TH-oTzo EREMEAIZ, FHHEDE22.9%
(83/363#l). 1HHK8.8% (32/363f%1). #HHA4.4%
(16/363f) TH -7z

2

17.1.4 BIiftERAEIRSHER (RA)

EEHEISIERAE (MABE) 277 LHARUH
EoBHEATIHF (BRABEFI23F %2 &) 2RRELT,
Z a4 3 F§ELI00~400mg/H %= 1 H2[ENZ 73 CROK S
Li-&& (FEEE. BR767HHS). £ITHBOBE
AR 5 D28H @ 72 © O ER5 FE O ERA R O R E 1T
55.23%. 50% L AR ¥ —L — ~E56.3% (265/471
) TdH 7225,

BIERFIFSEE L. 739 I NEERET42.9% (203/473
Bl) THoto EFuBMERIZ. FEBHEDEN17.8%
(84/473#1) . 1HERS5.7% (27/473%1). FEE3.8%
(18/473fl) Td o7z,

BB MAEEER (MR

BEOTC AN ARE TS REENHEHNRIE S N
BAREE2BT 4R LI7TERBO/NRTAP AEE
343l EHFE LT, TaY I F (KE30kgRHDEH
138~ 12mg/kg/H. {AE30~50kgRiFDEE L6~
8mg/kg/H. {AE50kgbl EDEHIX300~400mg/H)
N7 7 REIGABRORS (BFEOHTANPASE] ~
3FIEDPIH) Liz& &, FEFMIEE T 2 BEMMIC
g B O28H & 72 0 O A FERME(LEIET
KOLEBDTHD, TILARBEETIVIFELEOMT
REHERNCE R B ZNRRD 5720,

17.1.5

28H B D OHS 7RSS
P | s temmoz gy | PE (i
[95% (B EP]
7oA EE | 170 -1.55
Za4% 3 FEE| 170 -3.05 0.0003 31.72
- ) i [16.342,44.277]

a) Full Analysis Set
TI e RBEO201E. MR ORIEEH T — & I RE (FEREDE
HO10%#8) DdH 7720, BificEozr-o7
b) HHR{E
c) In (X+1) (XIFHAFIEEE) THEEBR L -85 HEREE RV,
BEH., HELEREREREZRTFE L, SHER L -BEHAMO
28H®7- 0 OEIFIERIS 2 HER & L H 58T
d) 7T RBCHT 2EADE (%) =100x {l-exp (B/N_FFHDT
393 REET I U REOE))
BITEFRFBBEEIL, 739 I FEET33.9% (58/1714l)
ThH-ol-. EBIEAIZ. HEK14.0% (24/17161), %
B F18.8% (15/1714l) TH -7z,
17.1.6 EFEHESE I BREpGERSHER (MR
B S TR OBEEZR I NI/NETAD» ABE 136/
(BARAN46H61, SHEIAQOHI) ZXMHRELT, FIHIF
12mg/kg/H ({RES50kgbl Lo #E#E12600mg/HE) %
TrIA2ENIC T CRAKE Lz &, BEHE» 5D
2HERAMBICB T 2o RERNKERO P REIX
-52.73% (HARANT-27.63%. HEANT-60.56%) Td 727,
BIERFBSHE X, 56.2% (77/1376]) Tho7-. Fix
BIfER . HHEOF120.4% (28/13741). fHEE
19.7% (27/13761) . #&48.0% (11/137fl) TdH -7z,
F5) AHlOEFE SN BEEARIE. RAKROEESOkgH o
/NRIZIZ400mg. (AE30kgll E50kgAimD/NRIZIZ8mg/kg.
{AE30kgRHD/NRICIX]1 2mg/kgTH %
17.3 Z0fth
17.3.1 DEEICH T ZHE
EER 2146112 39 3 K400mg/H. 800mg/ HEo)
XE 7T A% H2ENCA T CoHBMEROKS, i
EF T 7uFY T r400mg/H% 1 HIESHBEREROH
EL7zeE, a9 I FEIQTCHBEER L AP o7z,
Z a9 I FHEOPREIROFEELRIIEHB OHRS1FE
BgIcEAE D, 75 RBEEDEIR, 400mg/H T
7.3ms. 800mg/H® T11.9msTd -7:20 (JFEANT—
%)
H6) RAIDAZ SN/ HEEARIZ400mgTH %,

18. EHFIE

18.1 {EFRtER

F 3% I RIFBMKREET MY 7 AF ¥ 2IVOBRERIE
HEAL 2 ZIRAICERE L, BEEREICH 2 i+ %
FELSHEBEZ I THITLWNAERZRT EEZ 6N
TW529),

ThHARIEICKT 21EA

SO I NRIBEFEREREYY 2, BkEF > R V7 51E
STUABEXFVRYVIRIET Y M. 6HZTADPAFIES
TARURKELR Y a v VRE (XTAL Ty ) OFS
%W&q&%%ﬁ%&%Lt%%%?»wﬁmfﬁﬁéﬂ
il L7239,

18.2



18.3 MMITADARIEIER
RHEBSEMT Y R 7Ty MBWT, FU R >
TR M L7230,

19. B ICEAT 2B ER2HIFR
—fRE9EFR a9 3 F (Lacosamide)
k%4 © (2R)-2-Acetamido-N-benzyl-3-
methoxypropanamide
{2 EE
Ci13H18N203
250.29
HE~RECOHNERTH B, X¥ ) —LILBETPT

<, I =)L (99.5) IZRRBEITFRT L, Kic®
RBTIZL K AT T EAEB T T,

21. IR
BRI A 7 EHEEEZ RED L. BYICERET S .

22. @&

(GOY=REES0Mg [F=T7D)
100%E [108¢ (PTP) x10]
1008 [RVTFL e . NT]

(GOY=REEI00mg [=T77])
100%E [108¢ (PTP) x10]
1008 [RVxzFL e . NT]
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