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(RDFBHEICIIZRELRNI L)
2.1 KA R U BOE OBEERE D & % B
2.2 EEOIFHEREDDS B [9.3.1, 16.6. 3]

3. AR - MR
3.1 $8Am
W54 | 5393 Rgs0mg [h—17) |5 343 R§#l00mg [h—17)
%%;Pﬁﬁoaﬁ SOH IR ceevereeennns 50mg| T AH IR ceeeeeenns 100mg
R O—X, REBRE KR O-X, KEHRE
tRoF>JovEl il RoF> ol
O— R, BEMEKT B, | O— A, BEMEKYT A EE,
tRoFJobEl bl RoFs o)l
Al | B—A, JOARERZ,|O—X, JOXRE KR,
ZFTV MR IT RV IATFTY BT R
Ly BICFZ 2. ZNT | L BIEFY >, Z7,
=T bgk. oM |EA= sk, FoMl
D%y
3.2 BH DMK
HR7E44 Z 3832 Rgg50mg [h—"7] | T 3% 3 R§El00mg [h—"7 )
PSR - Y2 EOERAD ORIEO | B ADOERRA D ORHIE O
7l T4 Ad—T 4 T TN Ld—F 1 2T
k| & 50 SaY3IR 100 a9 3 R
R | # | Sa%IR 50 h—D SaH3 K 100 h—1
# HIE
| e G
T —— —
, 10.4,74.9 13.3./6.1
1B (mm) (B (B R
JE & (mm) 3.2 4.1
& (mg) 125 249

4. WEEXIZHR
TADABEDRNRE (CRESBREREZSD)

6. RERVHE

R @, RAIIZT 393 RELTIHI0mgL D5 2L .
ZOHLAMELL EORMEZE BV THEL., HiEFHEZ21H200mgs 35
M WINHLIA2ENICT TROBST 5, 2B, ERICKDIA
400mg % A 72 WEIPH CRE T 508, RIS LER L Lo Z
HWIFTIHAEE L TI00mgA F 32175 Z &,

AN EE, AL EO/NRIZIZS O3 RELTIH2mg/kgk D #
H52BAL. TO%LAMI EOREZE H T TIHHEE L T2mg/kg
TOMEL. 5 HEERE3kg AR O/NZIZIZ1H6omg/kg, AE
30kglL E50kg R /NEICIZ1 Hdmg/kgE 9%, Wi H1H2ENT
M TROKEGT S, 2B, ERICK DERE3kgAmD/NEIZIF1IH
12mg/kg. KE30kgLh E50kg A D/NEIZIZ1 H8mg/kg % A 75\ il
P CHE T 50, MEIILARL Lo ZEZH T CTIHAEEL

7.
7.

8.
8.

* 8.

.6 B, BEHEOIREENEL 5 RN H 5D T,

T2mg/kgbA R DTS T &, 72720, (KRES0kgbA ED/NETIE, AR
NEFUME - ARZHAWwa Z &

BAERUHAZICEET ZIE
1 VL7 FZ2 7075 2 AH30mL/minbA F O K OK B HAE
FEEDH 2 BFITIT. RAITIH RS HAE%2300mg. /NEIZIH & A
BEHBMEEETHREMEEICKEGT DI L, £ MEENTEZT
TWHEETIE ITHHEITNA T, MEENTHICRA TLREHAED
FBOBEMRG2EETSHZE, [9.2.1, 9.2.2, 16.1.2. 16.6.1,
16. 6. 22 8]

L2 BESOIREE O EEERED H S EBE (Child-Pugh/yHAKR O

B) T, AL H B A EZ300mg. /NRIEL H s A & & 25%08
BETHREEEIRET S I L, [9.3.2, 16.6. 3]

.3 AHID1H e B3R Ekg A D/NE TIZ1H12mg/kg, KE

30kglA E50kg A D/NETIE1 H8mg/kgTH 5, AH|Z1H8mg/kg%
WA THE L T\ B IRE3kgRIED/NED, BREIZENWZERITIK
EN30kgPA L &2 o 2 GEITIE. BEOREZTICEERL, 2R
FOBHERORBRZEZE LA T, BYSHEZRANTS I &,
AP, A EITRET S Z &,

BEELSEANEE

1 EAFICBT2HE5RBORMABRERNWLESRIEICED, T
AMAUFEIEDHEE I TANAVERKRERD SOND T ENDH D
DT, #52HIETHHAICT. D EHLAML ENT TR
ICBET B EEEIZTD 2 &,

2 FEED TN, BHE. RK. BB - £l - KEGESRENSE
DERTNEZIZZEND S, HEHEOEIREGRE 2 M S R E
DA, HEFROFEBEBEY 2 o A b, EAIAMEEICH
Wrl. fGbizfEd EIREZITOBEICE T REENLETH
LI EEEMYICEFITIRETLZE, £ RAEDH DN
LEIC3. BB HOFEREEBRZ LS BMOBREICEELRNK
5. BEIIHETL &,

.3 PREROEENH 5 HOND I ENHHDT, RFOHEGHILE

“ELLOFEET Oy ZHICHEET SR GEIR. ARIEIRAD.
PRAFAEE, BHELAS S S5, R B, BUn%g) oRcHE
B2 &, AAOHFERIZZOLS ERDNH SDNHEIC
3. EMOZREZTDLDBERTZORBEFICHLETS L,
DMEEEECEEO MR (DIIEZEXLOAESE) OBFEDDH
DHE. FMUULF v XIVRE (TGRS OHDHE
H. PREBOIEEZEZTHTNDOHLEAZHHL THDEHE
LTI AHIRGBLGR R OAFB ST OBERREZIT 5 2 &,
BEORER WHEOALZEREBHE TSI &, [9.1. 1,
10.2, 11.1.1Z:]

4 SRR, B, RBIESFORMIERN S 5Hh. BRERIC

ELZLHHDDT, FHHFGHIIEE DORE R FEOELZ

FEE<SBERTDH &, [8.5. 15 12H]

.5 BHE R T ORI ICHRE, AR AR5 O R FE R FEH O 7]

BEMICOWT @iz fT N, BRI EREICEKZROAD LD
feid 5z &, [8.4. 15. 18]

BRI,
REZEICDONWTHZEZTI%EEREL. BEIREDSNZEEITE
WYRALEZFTD &, [15.2. 18]



9. BEDEREFTHEEICHT I EE
9.1 AftiE - BEFEEOHZEE
9.1.1 IMEEREPEEDLEE (ODHEEXTLALE) OBE
@2;%%‘ThUﬁATv*»Eﬁ(jwﬁﬁﬁﬁﬁ%)W%
Y-

AXKIOPREMERERICEVEZE T Oy VENRET 2200
5. [8.3. 10.2. 11. 1. 1B:E]
.2 BHEEEEEE
2.1 EEBHBEREOHSEE

[7.1. 16.6. 1]
. 2.2 MRBERZEZIFTTOBRIBRAEIEESRE

[7.1. 16.6. 25:H4]
.3 FrHEEEEEE
3.1 EEORHEEEREDHSEE

BELARNZ &, RFOMPREN ERTI2BZNNH 5, (2.2,
16. 6. 32 ]
.;ﬁﬁ&lﬂ¢%§@ﬁ%ﬁﬁ%@bé%$(mnmw@ﬁﬁﬂk
B

[7.2. 16. 6. 3%:#]
9.5 TR

I SO3IEIR L TW A AR D & 5 I EITid. BB EOF REN
falttZz EF2 SHB SN HH/ICOAEETH T &,

v MZBWTIHREBTENZRD SN T NS,
.6 RELIF

o ©O

©

o ©O

=

=

FikERET 2 2 &,
b MR ABITTZ 2 EnmE SN TV S,
LT INRZE
LT RHAERER, AR, AR RE O EITH T DR
FBRITEE L TR,
7.2 NREBRF O FIEITH T B BARRICEE T 5 R BRI E
W - st E BIZIThN TR,
9.8 EhE
— RIS T AR T L TS, [16.6. 4]

10. #HEEHA
10.2 HAEE HACEBETS2L)

o ©O

©o

1.2 Z0fDEIER
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% Feh
i, BRATE:

HH 4% BN - #EEGE | T - fERE T

PREIGOEE 2L 2 |FE T Oy 7 EAFE | HICE D PRI

BZNOBH B HHA BaB2N0b 5, |4 EMEM A H W
[8.3, 9.1.1, 11.1.1 ICHmIT BTN
B NH 5.,

11. 8ER

KROBWERDIS 62 2 ENH DD T, BEZTHIiTN, &Y
R NG5 2L T 572 E@EURAUEEITD T &,

1.1 EXAEER

1M.1.1 BEZAv Y. Bk K8 O INnd LA
PREBOIEEZR ZTRZFNNH 5, [8.3. 9.1.1. 10. 2]

1M.1.2 WEMHREIRERMARE (Toxic Epidermal Necrolysis:
TEN). FEZEHIERAE(RBEE (Stevens-JohnsonfEfEEE) (WINnd
B AREH)
FEE FLBEL. K¥E - S AL T, HER. REM. DHNR%E
DRENED NGB HEEEZRIEL, @YRAEEZTS Z
&

11.1. 3 FJIMIBBAEAEIREE (B AR
FHEIR & UTHSB., BEANA SN, HICHBERERE. U >/ Hi
JERR. HmERIG, GrEeERIG L. BALY OONERHBIE 2L D BF
HOEERBEIERSD SONDIENHD, BB, £ AR
AT IVA6 (HHV-6) DT I ZADFIEELEED 2 &01%
<. H#E5HIEEBFZ, FEE, FHRERESEOERPERD 50
BT DI ENHEOTHERET DL,

1.1, 4 SEERIERAE (B AHH)

13. BERS

13.1 fER

WERKS (B&K12000mg) 12X DR SN ERERIT. BB
OEWV, BL, BIE (RERERRREE. TADAERFIRE) .
DMrEEE, >av/ RUOEETH- 2, £/, TP IR
7000mgZ —EICRA L =BT ENHRE SN TN S,

13.2 LB
AFNIMIEBENTIC L OBRERETH O, BHL TWSEROEE
B U CIMENR OEixEEET 5 2 &, [16. 6. 221@]

14. BRALEDEE
14.1 ERIRMFEOEE

PTPEEDEANIPTPY — MWL TIRAT 2L 51FET S
Z &, PTPY— R OBEMITE D, WS ERAY L BRI AR A L.
Egg?ﬂ%ﬁ: L THERIARSEOEELRAMEZHFET D &
NdH 5,

15. ZDDEE
15.1 BRRR{ERICE D < 153K
BN TEBEINZEROPILTANAEIIBT S, T, K
REEZIRE L1990 7 51 R R R A BR OB RICB 0
T, BERSEMVCHBREXOFEBOY 270, FiTADAEDOMR
AT T I REE S L TR2MEE < i TAM AR EE :
0.43%. TS REE:0.24%). FITANAKDIRARETIE. 75t
REEEHENRI000AH =01 INZNWEGIE TN (955 EHEXME :
0.6-3.9). £/, TANABEDY TV —FTIE. 7o RE
EEHNRI000AH D2 4NEVEFESIN TS, [8.4. 8.58
1)
15.2 JEEERREERICE D < 1B
15.2.1 FEERFRSRMIBIRESABRICHB VT, T3 RiZT v Mok EKIC
5% HBEETHMUZD, T b O26EM & L04ER R E %5
FIRBRCIRICRWIIERD 5NT. 1 X OS2EM K IE %5 #ME B
BN TKERDEZFRD SN o T EH. BHEDOIRICE
THRMEHORBRRI TS RELDEL. 16AMERS O hFE
EMARBRDO 75 REETIEL 6%k U, A#%1200mg/ H #E T4. 9%.
400mg/ HBETI12. 2%, EHHE G TIZ5. 5% TH 0. WEIVEIAHRE: (Of
BREAD T T RBETIZA 4% L. A#I200mg/ H B TS. 9%,
400mg/ HHT18. 0% 600mg/ HEET30. 5% Th o 7=, [8. 68M]



15.2.2 REFEEETITHDWAG/RjZ v b Q. 105 U30mg/ kg% fif
Peis5) RURA ST 2 T—=)V#EEERETANAT v b (15.6/%
31, 2mg/kg & IEIENTR ) 1THW T, RMFEEDHENZED 5N
770

16. EMENEE

16.1 MAEE

16.1.1 BRA

(1) BREigs
@ BERL A BPELSHIIC S 353 K100, 200, 400mg 7 ZeME RS BilalE 4%
HLizEE, £51%0. 5~ TCnaxlTIE L. /23K TH > 720
AUCK UCmad 33 G-I LB L TN L 72,9

HL IS 5 O ST RE )N 5 A — 5

RhE 100mg 200mg 400mg
B 12 11 12
AUCp-0 (1£g +h/mL) 57.0 [20.4] 116.4 [18.2] 219.1 [16.1]
AUCo~¢ (1£g+h/mL) 55.0 [18.7] 112.1 [17.1] 212.5 [15.0]
Crmax (1t g/mL) 2.96 [15.2] 5.84 [25.0] 11.8 [15.4]
toae () 1. 00 1. 00 1. 00

(0. 50-4. 00) (0. 25-1. 50) (0. 50-4. 00)
tiz (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]

HEERE/N T A —%

HIEINT A—F BENTA—H
AUCo-72 Crax tmax tiz
(1£g+h/mL) (1t g/mL) (h) (h)

Z 39 3 R§E100mg

Mh—17) 56.98+6.56 | 4.495+1.046 | 0.60+0.46 |14.16+1.33

EL/Sy MiEl00mg | 56.4546.11 | 4.22241.228 | 0.74+0.62 | 14. 25+1. 49

BEEME [CV 0], tmeddPOLE FED)
(2) REH"RE
TERERE N BPESENC Z 35 3 R200mg/ A1 21 H 207 H I ER D5 L
ZE&E MRS a9 3 RBERR GG S 3AKICEFIREICRNE
U7z AUConD BAERENZ2. 4TH 7= GHEAT—%),9
16.1.2 /N
FEMSAB M O EHERIRBICBWT6H HED NS 17T E TO/NE
ThADEENAE (HANBFIZEE) Nofloin/zmiEh s as 3
R 2 W TRHEMSRY BT 2170, NEICBIT 5793 R
DEYIFNIEINT A—F ZHE Uiz, ABHTICBTS5a83 Roks
El32~12mg/kg/H Z1H2[E ¥ 5 ((KES0kgLA LD /NE T O EHE
12600mg/ HE?) THo7m. BN ONHEE (VAd/F) 130. 71L/kg.
ANFoes2707 5> A (CL/F) 3KE K OEBICKEL. KE
15kgD4j% 2 0. 88L/h (0. 058L/h/kg). {KE25kgMD 8% 2 T1. 18L/h
(0. 047L/h/kg) . 1AE40kgD125% )2 T1. 60L/h (0. 040L/h/kg). KE
50kgD16/% Y2 T1. 83L/h (0.037L/h/kg) EHEFE S N7=.Y [7. 1BH]]
D AFNTAEEL EO/NBICK LT E A LT3,
E2) AFIO BRI N1 HESMRIE. A K OKES0kgE, Lo /NI I2400mg, K
H30kgPA L50kg R D /NRITIE8me/ke. (K E30kg AR D /NRICIE12me/kg TH
3,
16.1.3 SEWFHEE AR
(3% 3 R§g100mg Th—71)
Z Y3 R§ELOOmg [h—"7) EE LNy FMgl00mgZz, 7O —
N—EIZEDZENZNLE (5T9 I RELTI0mE) AR TIC
MEREEREO%S U TiiEh R (LRBEZHEL. 55N 7230
HE)XT A—% (AUC, Cmax) 12DV TIOWIEHE K RHVE T THEEHRIT %
fFo-fER, Wi blog (0. 80) ~log (1. 25) DHIPINTH V. WFIDHE
WrPERRZE R I N,
(ug/mL)
6 -
—0— Y3 R§ELIOOmE [h—"7)
—— : EA/Ny MMELOOmE
SR + BT E, 344

ol

0 12 24 36 48 60 72
FeH%ORH (h)

S £ RERE(R S, 3461

RIS N AUC, CnaS D /8T A— 513, HBREOER, (ki ORI EL -

% DIRBR A I & o THRIZ D AR B B,

16. 2 TRYR

16.2.1 BEDOFE
R EERL A B VE24M1C 5 9 2 R300mg % ZefEis U AR I HEHE O 5
Liz&&E BFETIY I ROAUCH KL U Chmaxl TR E KIS Iano 7z
BEANF—%),D

16.2.2 NAFF7RAZEUT«
fERERL 240112 = 35 X K200mg 7 30 %% 16077 [ C B [A] s i 5 IR PN 1% 5-
IFHEREOKG LizEE 7393 ROAUCH- & P Cnaxl L [FIFEE T H
0. T3Y 3 REDHKNAFT7 XA TEY T 1 13UFIFL00$TH > 72,8

16.3 9%
R N 2445112 5 39 X R200mg 2 3043 [ © HL[E] s RN 4% 5 L
72EE pHEE (Vd) 1331 1ILTH D, 739 3 R200mg7Z H[q]
ROKELZEE, ANTORARM (VA/F) 1332.8LTH o 72,9
in vitro (3% 3 R1.5~60ug/mL) &kUex vivo (TIH3I R
0.7~5.5¢ug/mL) RBROKE. 5393 ROMEEEERILLY
R CTH o 77.9

16. 4 a5t
T aY 3 RIFBPEM R ORI K O ERR 5% L .
in vitro iBRDFER, FEHERICAIE R BRI TH 20-Hi A F
VR RRIC BT 59 5 CYPS T#1d. CYP3A4, CYP2COKR TR
CYP2C19TH > /2,10

16.5 kit

16.5.1 R N BM&SEIC [M4C] -5 393 R100mg (40 Ci) ZH
B8 0 P52 5 OV LIRER C B [B] S SR 5- U 7= & &, 3 512168
FTIT, RIS EOMS K BTt S . FEh A DHEIINK0. 5%
R THolze RANTTIHI R (#930~40%) . O-fiAFILEKR (K
30%) . MMEE S (K920%) K OMoOMERAHY 0.5~2%) &L THE
Mz GHEATF—%),10.10

16.5.2 fEEERABIEIC S 38 3 R100~400mg % HEHRE 5. U 7= & &,
BETR% E TORBPEMZRILZ, 5333 R29~33%. O-fli A F )L
R10~15%Tdh > 7z MIEFHO-FL XA FILKDAUC-dT Mg 7 34 2
R DKIL0TH > 72,9

16.5.3 fEEERLAIC T 35 3 R200mg7% 304 CHiE S EeIRNIR 5 L /=
Ex 257107522 (CL) 31.78L/hTH V. T I3H I K200mg
EHEROKELEZEE, RhT0o2H27 U7 52> Z (CL/F) X
1. 84L/h TH > 7.9

16.6 HEDEREFTHEE

16.6.1 BHpEEESRE
EHEHE DL D F7s % p N BRI T 2 Y 3 R100mgZ Hi[afk 0% 5
L7z & &, AUCHIIBEHEEIEH#H (CLer - =80mL/min) & kgL T,
BEEK T# (CLcr : 50~<80mL/min) TI327% HhEERKTH
(CLcr : 30~<50mL/min) T22%. HEE{ET# (CLcr : <30mL/min)
T59%E <+ CmaxlSEEEMN 5 BE OBHEER T H TLI0~14%E 71> 7=,
BREEN 5 B O BHEREIR F#IT BT 20 A FILKRDAUC)- (3 BHEHE
EHHZEDLS~6fETH o7z GHEAT—4).2 [7.1, 9.2.1%H]

B 5 QM TEE )N T A— S

EHERE EH BT KT HEMKT
%k 8 8 8 8
CLcr (mL/min) =80 50~<80 30~<50 <30
47.0 59. 6 57.6 74.8
AUCo-+ (g - h/mL) 20. 8] [17. 5] [19. 0] 26. 9]
2,69 2.95 3.06 3,02
Comax (11.g/mL) (35. 0] [20.7) [10. 0] 23.3]
1.0 0.5 0.5 1.0
fmax (0) 0520 | ©05L.0 | 0.5L0 | 515
te () 13.2 18.2 15.4 18.3
2 [17. 6] [18.7] [18.9] [27.8]
2.13 1. 68 1.74 1.34
CL/F /W [20. 8] [17.5] [19. 0] [26. 9]
0. 590 0.354 0. 2779 0.143
Clx (L/h) (37.9] (51. 3] [24.4] (31.8]

BT EME [CV (D], AUCo-d30~96IFRHIE,  tmaxid i JAE  (AiPH)
Clr: 7 U7 IR
a) 761



16.6.2 MRBREZ (T TNSRINEHEEETEE
MIEGBEMT 2520 T SR EHERERE D s A BB 12, FEBITRE Y
BHTBAA. SERRARTIC S O 9 2 R100mgZ HEE N5 L &=, B
HrIF I L AR R O3B T £ il Tl 5 39 3 RDAUCH-(1346%5R 4> L.
BT X B REDRIZS T8I R57% O-AFILASNTH O, EH
2707 5> AT 393 R140mL/min (8. 40L/h). O-Jii XA F L4k
149mL/min (8.94L/h) THo/z GEAF—%),12-19 [7.1, 9.2.2,
13. 2811]
A G OIEYBIE ST A — %

MEEHT FEBHTIRE ARE AT IR
% 8 8
JaAYIR

AUCo+ (/g +h/mL) 43.2 [20. 2] 23.2 [15.1]
Crmax (1t g/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-Jit A F )L Ak

AUCo+ (/g +h/mL) 6.63 [74.3] 3.43 [68.5]
Cumax (1£g/mL) 0.48 [69.5] 0.22 [69.1]

LA [CV (9], AUC)-(Z0~24M5MIE. tmadd HFIRLE  (HEFH)

16.6.3 ATHLHEfEEERE
ITFHEREDS FR 5 BEIC(R R L= A (Child-Pugh3%EB) 125393 R
100mg/ [0 %1 H2[a]5 H K ER D% G- U7z & &, R AR TS
a9 2 ROEFIREDAUC-120 % DCrmaxld 32 3161% Kz N50% 5 72 o
Jzo FEiz, RETHUENLL ZEFHIKREDAUC)-120&% FCaxl T TNZN
ATR R OBThE N> Tz BERTHERERE B (Child-Pugh/$8C) ToO#
BRI L Tz REIAT—4).19 [2.2, 7.2, 9.3.1, 9.3.2
2]

SEHARRE D EBRE )N 5 X — &

JHHRE EH Child-Pugh/)%EB
% 8 8
AUCo-12n (1 g+ h/mL) 53.3 [17.3] 85.9 [21.7]
Crmax (1t g/mL) 5.83 [13.3] 8.75 [18.7]
tmax (h) 1.5 (0.5-2.0) 1.5 (0.5-2.0)
tiz (h) 14.8 [19.7] 24.1 [23.5]

BATTIE [CV (0], tmadd TG (HiH)

16.6.4 SnE
655 LA E O Ed B 116 K a2 126112 Z I8 2 K100mg/[B1Z&1H
2[5 H IR R N 5 Uz & &, 4500 T O A BPE1261 & b U T,
R B R O BN T T a8 2 ROEFIREDAUC-1onldZ N T
33% K U50%E < v Conad ST NFN29% K UB3%=i o 1z Fiz. (AETH:
(b U 72 AUCo-12nl3 il BAE e S PRI B W TENTN26% K% U23% =
Mot GHEATF—4),19.10 [9 82:Hd]

16.6.5 CYP2C19iEIGFZE!
H A& A S O E AR A B & 1861 %, CYP2CLOEEFARIcH D <
@R EIC KD, 2uER#EEE (UM 14, &AEEH EM) 17
B, FRRERHEREE M) 1061, ROMERHSEESE PM) 8FIicT. 2
DHEMIC S T9 3 R100~400mgZ H[EfE 0% 5 L= &, Sa¥3IR
D58 OMRE THUEL L 72AUC)old. EMICHNTPMT24%. IM
TL10%E N> 1Y

16.7 EWHEEIER

16.7.1 EMHEEIERHER
593 Rid. IBRILSEh LR TCYPIA2, 2B6, 2C9. 2C19J UN3A4IC
U CHEMEMAE RS T, CYPIAL 1A2. 2A6. 2B6. 2C8. 2C9. 2D6.
2E1, 3A4KTRBASIZN U CRLEIER 2R S iano 7248, CYP2CL9ICHd %
FHEMERIVRB S Nz,
5393 Rid, P-EEAEOMBNAEE TI3a<, P-EEARICHL
THEERZRE M2 (in vitro) 1)

16.7.2 ERAREYMBEERHER

1) AINTEEY
TERERL A BEI9FIC, S O8I K (200mg/[El. 1H2E) OEFIREEICH
WT, TRWCYP3AFE K K L DCYP2COAEK TH 5 I E
> (200mg/[El, 1H2[E) #PHHAKEROHEEGELEEE, AN EEY
137 39 2 ROEFHIREDAUCK-120 % U Cmadl BT KT S e o 720 i
FERRABHSHEIC, LN EE > (200mg/[El. 1H2[E) OERIREIC
BWT, FIYI R (200mg/[El, 1H2[E) ZOFHKER DG Lz & &,
Z 392 RIIIUNTEE > OEFIREDAUChH1on K N Cmad T B E KT
Iizipnolz GNEATF—%),19

2 AATSY—I

TEEER A BIEMEIC, SOY IR (300mg) DHEHEONKTFIZENT, 3§
WCYP2CI9FHES THZA AT —) (A0mg/[Al. 1H1E) ZHFHXIE
BOKGLZEE, AATTT—=INET TP RDOAUCHJL U Crnax T 2
ERIFS 2o tz, CYPCIOMETHEHF A TS5 —)L (W0mg) DHi[H
BOBGITHBNT, a3 K 300mg/El. 1H2E) %0 F IR 0%
HLzEE 733 RIZF AT 5 —)VDAUCHJ NCrax B JIE
Aigmolz GHEATF—4),19

B} =HVYSA

fEERL A\ BIE33MIC, CYPARE TH DI T4 (7.5mg) DHAEREL
BeHIZHBNT, TV R (200mg/[El, 1H2[E) ZHHAKEROZREL
FEE, SOYI RIZI VYT A D Croa & 305N E B 72 ATAUC-(T fH
ERIFE otz GHEAT—%5). D

@ 977Uy

TEERE A BIEL6HIC. STV T 7 U O CYP2CORE TH DTN T 7 1) >~
(25mg) DOBEFELHFEGIZBNT, IIYI K (200mg/[l. 1H2[E) %
PERSIER O G L& &E, 5393 RIISKUR-V)L 7 7 U > DAUCK
RUOChxlC B ZKFET, JOobo VRO O B
R DERAZHELL (INR) D FRAE Kk CAUC)- 168012 582 B Sl o 1=
GHEAF—%), 2

16.7.3 BEEFAEMBNRERIT
AARANROAENDEARTNED T AN VEFENSE SN Mg S
I9 2 REEF—F 2HWT, REEMSEYBIREMRNT 217572, T OREE,
CYPHEEERAZAET D TANAETH L HINIEES, 7= b
SRIET T NIVEZ—ILOPHICE D, TaY 3 ROEHEIREDAUC
13 RAKOVNET, 8% 25% K% ONT%EA U T,9 2

16.8 ZDfth

(3% = Rigsomg Tb—7 1)
393 R#gd0mg [h—7 ) 13, SENERZROBERYUR O LY
FFRSEEABR T RI1 Ik DE. 5393 REELOOmg [ h—
71 EREHERIRIE U & &, EHEENFEE B I N, ERFED
WCRI% EAREINZD

17. ERPRRREE

17.1 ARV R LM (CRT 5HER

17.1.1 ERERFEIERR EHEE KA)
R U CANA EZB SN e (SRELRIEREEZ S
) XIRSEO 2B RERFEEZET D16%LL LOBRE 05 &
LT, 5343 K§E200~600mg/ HIED Z LN ¥V > hikse

(CBZ-CR) 400~1200mg/H ¥ & HANC TROKG Lz & &, FE¥

fifiY8 H T & % Kaplan-Meieri%iZ & D #EE U 7= & - il &1IC BT 56 4
HARIFEHERRIEITRDOEBOTH O, FEZEDISHEEE X D T IRM
FFPoREINELHRAME (-12%) % EE->7Z &, CBZ-CREE®
61 ARIFEVEH L RITH T B ZDISUHE X O FRMD L (FHxf
#) 13 TORELIELERAME (-20%) % EFE->77=2&M05, CBZ-
CRIZHMT 2 T I9 2 REDIEL DRI Nz,

fiEtT T (RANEES - —_— -
’ " w | FEMEHEE G TR () Liibsp:
W | mem | e | LemEm kR | EED A
wm | ey | OSMABIXMIY | SSURBRAID | ()9
o 327 89.8
TAYI KGR | 440 5%, | (568, 92.8) 13
FAS? (5.5 2.8] | 60
CBZ-CRpt | 4420 | 308 o1 o
©9.7) | [88.2, 94.0)
. 307 91.5
FAYIFER | A8 | 5 | 88,6, 94.3] 13
PPS? (5.3 2.7 | ™7
cBZ-CREt | 397 | 2 9.8 o
718 | [90.0, 95.5)

a) Kaplan-Meierii i & 2HEEME GBE3» ARBIOFIERER QEILIT, 3MELAL) @&
L TMantel-Haenszeli%iZ & 0 %)

b) T34 3 REEHDIHRHE —CBZ-CREEDIHARHE

©) THEHEOREMZE DISHEHEXH D FBRAE/CBZ-CREEDIH I X 100

d) Full Analysis Set

e) Per Protocol Set

D HANEFITHIZ ST

2 HANEHILFIZET
BB, BHRMITERICE S T30 2 REEHT400me/ HEA O EAH WA
EB O BEENRERTHE E LTS I25E OFASIZ B 2 FIENH
R UBEE GEH () 13308 /444f (69.4%) TdH V. Kaplan-
MeieriZIC K DHEE U = FEAFE L% [95%EHHIX ] 1384, 1% [80.5,
87.6] Thorz
BITEFFEBUBEENT, T a8 3 REERET37. 2% (165/44401) Th-o7z, E
REIERZ. FEIED F17. 9% (35/444HB1) . $%555. 6% (25/444%1). &
KA. 5% (20/444f1) T > 7.2

TED AFNDRGE S N 721 H e i &13400mg TH %,

*2) VN B E AR BEEE A TIIER I N TR,

11:3) 200~400mg/ H # 5 THRIEAH I L 1= BEE



17.1.2 ENEDHEFER EHEE KRA)
1K OBEDOH TANARKEZHG L TWBI6EU LD REEZET S
ThhAEEZSSRELT, 5393 REE200~600mg/ HIEY #2512
LDHAFENY OB & X, 61 ARMFENERE O A1246. 2%
6/136) TH-o /=
RIMEFSBUEE. 84.2% (16/19%) TH-o7z. FRANWEMAIT. FEIE
B ENA2. 1% (8/19%1). FHIR3L. 6% (6/19%1). [EEzIEDF N, ELNEK
10. 5% (2/19(1) T > 7z,

TE4) AHI O KA S N 721 H 5 E13400me T 5.

17.1.3 ERLRFETHEE BHREE KA)
BETF OFUT A ASETT o IR BIEMRIZNR DG S Wil 2 G
D16 LD HARN K CHEAD T M ABEATE (HA A EE1426
D) ERHKELUT, 7393 R§EE200, 400mg/ A X7 7R %16
AR O%S EFEOHTANARKI~FEEDOHH) LizEE, FEF
iZEH T b 5 BRI 2 MR I 028 H & 72 D O FE R EIEA
CBRIITEOEBVTHD, TR EEE T IV I REE200mg/ H LT
400mg/ H# & ORI CHEHFMICE B ZNR0 5Nz, 7B, &HICH
FB505L AR Y =L — b (28H B 7= 0 OE - FEAEREE D B &
FERTH0%0A FekE L 2 BEOEIS) 13, 77 REEL. 7% (36/18341) .
7 O 2 R§E200mg/ H#E38. 5% (70/182f1) K UT I 3 R§g400mg/ H
1E49. 2% (88/179() TH -7z,

in) 28HBD O o | 77RO B R
FIE | s etemsosmy | P (95 R IR ]
7o AREE | 183 -1.22
" 29.4
200mg/ H#E | 182 -3.33 <0. 001 [18.7, 38.7]
39.6
400mg/HE | 179 -4.50 <0.001 (305, 47.6)

a) Full Analysis Set

b) ki

© SR U 7= MERFII D28 H 35 7= 0 DB/ FEARIRI % SOURA K, P58 O % [
Fo T BRI D28 H 72 0 OES TR B A R & T B 3 T

A SO E O HEE S N I N ST 5 FHEL L 2 SRR R ()
BIMEAZRBBEEIR. 539 3 REERETA7. 7% (173/363%1) Th-o7=. *
TBIMERNE. FREIMED £ 1222, 9% (83/363%1). 1HEIRS. 8% (32/363%5).
4. 4% (16/363%1) TdH o7z,

17.1. 4 ERERRBRGEREHER (BA)
EIRE LRSS AR R (DRRSEER) 258 7 Lz HA KO HE O BEFAT3H

(AANBH123F 25T Z2RELT, 393 REEL00~400mg/ H

ZIH2ENC M TROKE Lz & & (PG, RE6THRE). KT
B DB 5 D28H & 7= D D ER FEAE E K A 2R o h g il 13
55.23% 50%L AR H—1 — Mi356. 3% (265/471%1]) T o7z,
BIEMFEMREE. 5 O9 3 REERET42. 9% (203/473%) THol=. E
REWEINE. 2B 017, 8% (84/473%1), (6IARS. 7% (27/473(%). HH
3. 8% (18/473%1) TdHo7z.20

17.1.5 BYMNEMARRER ()
BEF OFL T AMDAFETT o IRBIEMRIRNER G S Wy FiE2 G
B4 E1TS A O/NE T AN AVEFIBFENEEL T, SOV R

(R E30kg A D B FH1I8~12mg/kg/ H. 1AHE30~50kg A D HBE 36

~8mg/kg/H. RE50kgbl EDHEHEIZ300~400me/H) Xid 7 IRz
16RO %S MEOH TANARI~SFIEDOHH) L&, FHE
FEAE E T B 5 BRI T 2 MERF R 028 H & 72 D D4 FE RIS
ELRITFEDOEBOTHY., FIREEET IV I RBEEOMTHE!
FINCHBERENERD SN,

0) 2805720 D o | TTRRBCKT 2 RO
P | s setpmns oz iemy | P [95H AT )
TIRREE| 170 -1.55
Y9I RE 170 -3.05 0. 0003 [16. 342" 44, 9771

a) Full Analysis Set
T IR, MR ORIERRT— & IRl GEERFEOEE O10%58) 73
BHotzizd, RTICEDIRN o7

b) HfE

©) InXtD) KIFEBHFRIEELD) THHEEZEHL 780 FIEEEE AW, 58, el
FHEERER 2 K7 & Uy B L 7= BIS D28 H & 7= D OFR/y FEMERI R % 38
& Lo BT

) TTERBIHTHEDE () =100X {l-exp FR/N_FHEHDOFIH I RHEET 5
TAREED) }
BIEFFREBEEL, 5% 3 REET33.9% (58/171f) Tholk. Eix
RITERNE, fEHHR14. 0% (24/17161). FEPED £118. 8% (16/17141) T
Hotz.®

17.1.6 EEERE IERBRGREHEER (M)

GENSITRDOEREBRFEINZ/NTTANAVEBEEZL366] (HA A466], 74
EA0F) ZXMHREL T, T3V 3 Rl2mg/kg/H ((RE50kgll LD A
F13600mg/ HEY) X TRIH2ENCT TROFKE L&, B
M5 DRI FIFIC BT 28y RIEREE RO HREIZ-52. 73% (H
ANT-27.63%. FHEANT-60.56%) TH->7z,
BITERFEBIEIX, 56.2% (77/1376) TH-olz. TRENEMIZ. 78
P F 120, 4% (28/137%1) . HEAR19. 7% (27/137#1). HR#KS. 0% (11/137
#l) THolz.2

75 AFIOFEB S N1 H s A EIE. A K OIRESOkg A D /NEI2i3400mg. &

H30kgll_E50kgAdm D /NRIZIZ8mg/ kg, (AE30kg AR D /N IZI312mg/kg TH
)

17.3 ZDfth

17.3.1 LERICHT 572
fERERL A\ 2146112 5 I+ X R400mg/H. 800mg/H™EY X375t R&1H
2N/ COHMIRIER DR S, XdEF T 7 0FH >400mg/H %1
H1FEBHMXEROKS L&, 393 RIZQTcHEZEIZEE L7
Molz. 7Y I REOPRMEOFHEZLEIZEE6H H 05 1R%
KR ERD, T b REEE DL, 400mg/H T7. 3ms. 800mg/ HE®

TILImsTH o7z GHEAT—5),30
7E£6) AHI D& S 721 H e 1 #R13400mg TH %,

18. EWER
18.1 E R
Z3Y I RIFBMKEET MU T LATF v RV OREIRB ARG 2 %
WEIEE L, HEEREICH 2 i 22t g2 2 &I
o THITWHAERZRTEZ AN TNS,3D
18.2 TADARIEICKT S/ER
a9 RIZBEFEEREYT A, RS> RY D 7RIETT X,
WEFRUSIUREIES Y b, 6HZTADAFIER I AR ORAE
KRy avIRE (TR, Tv ) OWDFIER OERFENEZE Kk
L7ZBETIVITBWTHEZIIH L 72,32
18.3 i TADARMEER
EMEESHEF > RY TSy BB T, F2RU DT BME
L 7z, 39

19. AR ICEET SEBZNMEA

R HsC
Y=o
HsC/O\>\”/N
0]

—f&4 : 3P 3 KR (Lacosamide)

{b%#4 . (2R)-2-Acetamido-N -benzyl-3-methoxypropanamide

772 - CisHisN203

43FH 1 250. 29

% R AE~REEOHERTH D, AY /—IVIEITRTL. T
& =)l (99.5) IZRVEITRT <, KITRREITIZ W,

22. A%

(ZaAY I R§gs0mg Tk—71)
100%¢ [10$gX10 : PTP]
5008 [10%EX50 : PTP]
3008 [)NF]

(ZaY 3 Rig100mg Tk—7 1)
1008 [10$2X10 : PTP]
5008 [10%#X50 : PTP]
3008 [N F]

* 23, EEXWk

1) HARTANAES i TADAREERZRAL TOWSTANAD
HB5NTBNT, HENEERDGERZ S EBRREE T O BRO™
EHEIE (20264E3A17H)

2) BATEE  EERAEREENRHEY =2 7)) A BOE E
E3ia

3) MFHERL 1 : SEEEEJA¥E. 2015 ; 43 : 1307-1316

4) SENERERR NS 5 KEHRGREOEMTIRE (EL/%y Mg :
20164F7 HAH ARG, WEEERMEE2.7.6.3.3)
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6) fhNER : EWFRIFESERM ($E100mg)

) SHEANEFEBRANCBT 2EYFRICKIITAREOEE (EL/)NY
N : 20164E7 HAH KGR, WEERMEE2.7.6.1. 1)

8) FHIVEA i : EEPRKEPHEETE, 2018 5 21 : 1223-1234
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fENERE ¢ R ER R SRS (BE50me)

B> FE VR BLAIRE O [EI PR IL R SO RS (E L)Xy B ¢

20174E8 H26 HARFR, HFAMER)

B FEVEOF FETE D 5 HAEIE AN O YO B 2B (EL/8y b
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