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3.1 #Am
HR5ER FAYIRRSA2ay 7L 10% [¥1 ~]
BB lgdh a4 3 K 100mg
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BERRREECHT M TANAREEDHARE

6. FIENUHRE

AR EE. RAIIEZa I RELTIHIOOmE (RT1 Y
Oy 7FELTlg) K0REERIEL. 0% 1 EBM EoRREZ
HIFTCHEEL., HEHAEL 1 H200mg (Fo14>uy F&LT
2g) LT AN wihd 1 H2EICS T CHBERE L CROKS
T2, 2B ERICED 1 H400mg (K54 >0y 7& LT 4g)
ZHBZ 7 WHIE CHEERT 570 BRI 1B EOBEE H
JC 1 HAEBELT100mg (R4 2uay LT lg) UTT
DFTH T L,

NE B, 48D EO/NRICIES 3 I RELT 1 H 2mg/kg
(FI4>my7ELT 20mg/kg) KFVBEABKBL. 20K 1
BRI EOREZ 53¢ | HERE LT 2mg/kg (KI4 20y
7E LT 20mg/kg) 3OERE L. MR % (AHE 30kg KD/
Bi2i3 1 Hemgkg (K4 vmy7ELT60meg/kg). (AE
30kg B 50kg RMO/NRIZIE 1 H 4mg/kg (R 120y 7
LT 40mg/kg) &9 5. WIS 1 H 2 [H1C5F THRERE L
TROKET 5, LB, ERICK D EE 30kg Kio/NEICI 1
H 12mg/kg (K54 >mv & LT 120mg/kg). K& 30kg 2
£ 50kg Kimo/NRICIE T H 8mg/kg (R4 >mayFELT
80mg/kg) ZHBA 72 WHIF CHEEIEET 575, EEX 1AM E
OfEEHITT1 HARE LT 2mg/kg (R4 my FELT
20mg/kg) MUIREDTH &, 7272 L. K& 50kg LI ED/NET
& BAERICAE - ARZAVS &,

7. BERUBRICEET 53R

(RIREELE)

7.1 2V 7F=>27U7F > AH 30mL/min LN OEE KO KEA
BHAERED S 2 BEICIL. MAIX | HRSHARS 300mg. /|
BiZ ] BEEARY 25%HEET 54 CHEICRET AL,
7o, MEEREZICV2EETE, | BARICMAT, MK
BRBRICBAT | DFROFBOBMBES2EET S &,
[9.2.1. 9.2.2, 16.1.2, 16.6.1. 16.6.2 =&]

7.2 BEIIHEEORARED S 5 8% (Child-Pugh 5% A
RUB) Ik, AR | HEEARE 300mg. NRIZ | HES
HAE% 25%HEE I 50 EEIKRET A L, [9.3.2, 16.6.3
$08]

EnN

73 KAO 1 HEEHBI3M4E30kg Rkmo/hNETid 1 H
12mg/kg. 1&=# 30kg Pl L 50kg Ko/ /NETIE 1 H 8mg/kg T
»hb. KAl% |1 H8mg/kg # 2 TH5 LT\ 5{KHE 30kg &K
WO/NRA. REICHEWRENICAED 30kg LEE T - 72858
ik, BEOREZHHICEHE L. DRERRURIERORRE &R
L7cD 2T, BYILABREBET A&, 4B, BMGER L8
JaHZ &,

(RERINFEE)

*7.4 AEZRERARREECH L THERT 25810 o TAD
AEGRT 22 &, [BRABEICBVL T, REMRREEICNT S
AREI B 5 T OFE R 0o]

8. EERELRNER

8.1 HHFICB T2 REBOEEGEELZ W LESHIEICED., T
ADPAFREOBENIITAPAERBRENSHSDNDE DD B
DT, BEEHFIETZEAICIE. P &y AR E2 TR
RICHEBT 5% EHEEIITH Z &,

*%8.2 EHMEOH IV, BR RR EE - &0 - KEhEHENE

DETRPERI D ENH L. ABHEOEEE R Z S ERE
DHEE X, BEZSOERER 2 +9EFO L, B EEIC
U falaz S MERE 21T 2 B8 I3+ RERPBET
HBHZLrBYICEEICHEEIT LS L, T BEEFHL DN
1ZEAICIE. BREOBREEERZ A EMOBREICHELZL
&5, BEIHEET LI L,

8.3 PREIBODEENH5HNB I ENDH SO T REDHESHITE
TEMUEOEETay VEICEET 2R GEIR. IRIEERD .
IR, BHERS 5 5 68, KM, #1F. BYNE) OoRIUTE
B92Z&. KROHBREHRICED LD HERDP D 5N HEIC
13 ERIOZEEZRZIT B LI BERTCOREZIIEETHZ &,
MEEEEPEEOORE (DHEEIOT2E) OBFEDODH
BERE. TRV TLF v XIVEE (TVATERE) OH2E
E.PREBOERZECIBENDOHLEANCHHEAL TV L EH
FECIX KAR G FBR R OKRAR G P ILLDENBRE 21T & &,
BEOREBRREOZNMZERRBEST S &, [9.1.1,
10.2, 11.1.1 ZH]

8.4 ZHlEE. HE, HBEEOBMERYPH 5L, BRERIC
EBHZELbHBHDT, FARREGHIIEEDREN REOE(LE
FEECBET S L, [8.5. 15.1 SHE]

8.5 BENMUZOFHEEICH BN, HRENEFOBHERFEROA
BEMEIC OV T ZTV. R ERREICERZNDED &5
fHEd 5T & (8.4, 15.1 ]

8.6 HI. BRFEDIRBEEVELCLFIREEIHHD T, BERIC,
REZFICOVWTHZZITOEEEL. BEVPRDONIHEICE
BB ZITS o [15.2.1 ]

9. HEDERZRT SREICHT IR

J BHE - BIEEEDH3EE

9.1.1 MEBEEPEEDLRE (DEHEENIFDIFEE) DEIE
DHBEE. FhUDLFvRIVEE (DIVLAYERES) O
3EE
AEO PR EBERERICEVEET 0y 7EPRRT 280
BH 5. [8.3, 10.2, 11.1.1 ZE]

9.2 BREEREERE

9.2.1 EEEBHERENGDEE
[7.1, 16.6.1 ZH]

9.2.2 MRBEMZRZF TN D KREABHEERERE
[7.1. 16.6.2 ]

o



9.3 FHikeEEEEEE

9.3.1 EEDIFEEEEEZEDNH D EE
BELzWIZE, RFOMFBENP LR T I2BENDTPH 5,
(2.2, 16.6.3 BH]

9.3.2 BEXIPEE OITHEEREEDNH S EE (Child-Pugh 948
A KU B)
[7.2, 16.6.3 &H&]
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9.7.1 EHAMFER., #HAER. LR 4SRFBON RIS T 20
PRERERIZEH L T,

9.7.2 NEEEDEDFIEICH T 2 BAERICET 5 BIRRERIZE
A - E B IfThbR T,

9.8 Sk
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1"M.1.1 BEZJOv . Rk, K (WInd 1%Km)
PREBOEEZE T BENADH 5, [8.3. 9.1.1. 10.2 BE]

11.1.2 hSEHRKIFFERAELE (Toxic Epidermal Necrolysis:
TEN). RZEFSERERGEIREE (Stevens-Johnson fE(REE) (I h
HEEEAN)
FE B K - b A 2O, WIER. RAEm. ONXSE
DEFEFRDSNIIGHICIITRES2HIEL. BYRLEBEZTS
Eo

11.1.3 ZEZIEESIEEIRE (JHERH)
THER & UTHE., BEDP AL N, FICHHEERE, ) S
JEAR. HMEREEHN. AFERERIE S, BRDY O SERHEIRSE 2 fE 5 BF
HOEELBEERSHEDONEIENDHH. BB, B IALR
ATA IR 6 (HHV-6) D7 A LV ADEEEL 2> 2 0%
<V BEFRIEBLFEE., RE EERESOERIERD S
FBIE(LT A ENHAHDTEET S LY,
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13. BERS

13.1 fEIR
WEES (BA 12000mg) 12XV B 5 NzERERIZ. FE)
HEDHE W, B FBE (REERERAFRE. TAPAERERKE).
DMEERE, Yav I/ RUEETH-> T, /20 Y IN
7000mg % —EICIRA L2 CHREPRE SN TV 5,

13.2 &
ARNGMEBITICE DBRERTETH D HERL TWAERDEE
IS CCIEEN OEMzEZET 52 &, [16.6.2 2E]

15. ZDMDER

15.1 ERIREAICE D 1B
BN CEMSNIEHOTRTADPAEIIBIT S, TADA. B
FEREEZNRE L 199 O 75t RN HREE KRB DTSR IC
BT, BRSENUCERERIOFKBEDOY X7, ITANPAE
ORABTTIEARBEHBEL T 25 BRTAPAZRA
BE:10.43%. 75t AREE0.24%) MTCANPAEORAEETIE.
T RBEEHAN 1000 AH720 1.9 AZWnEEESNhZ (95%
BHEXRE : 0.6-3.9)0 £Tov TADABREDT T 7L —TTIE.
TS REEHNR1000 AH7-0 2.4 AZWEFHBEESN TV,
[8.4, 8.5 &]

15.2 FEERARERERICE D < BEHR

15.2.1 JEEEREMFERBRICBVT. 3T I RidT v SOKEE
ICHBE5% 35S HESTHOMULEN, Ty Mo 26 BREKRT 104
MREREGEEARB CRICEFE IR 5NT., 1 X0 52 8K
BERESEEHBICBVLTKREEOE(LIIRED NG P> Tz, B
H. BEEORICHEIZEIEHORRRII T I RELDEL.,
16 BRSO HRHEES I HEREO 75 v REETIE 1.6%I1%t
L. A 200mg/HEET 4.9%. 400mg/HEET 12.2%. EH#%
571 5.5%TH 0. EHVE NLERE (HFaHE) 07 v RE
TIE 4.4%I/t L. AFH| 200mg/HEE T 8.9%. 400mg/HEET
18.0%. 600mg/HEET 30.5% TH > 7. [8.6 BA]

15.2.2 REFEEETFTLTH S WAG/Rj v + (3. 10 RO
30mg/kg = BEENES) RUA b5 AT — LBEEERETANPA
F vk (15.6 RO 31.2mg/kg ZERERHES) I2BW T, RS
fEDIEEFRD 5 N7z,

16. E4EHRE

16.1 MOEE

16.1.1 BEA

(1) Bogs
RSB 18 F1IcF 24 X F 100. 200, 400mg % ZZREHEIC
BMEROKEG L X, 5% 0.5~4 K< Cmax IZ# L.
ti2 13K 14 B TH - 720 AUC KU Cmax I3RS EICHAI L
MUY,



HEREGROEYHE/ ST X -5

58 100mg 200mg 400mg
%% 12 11 12
?}iﬁ’)""’ (L& 157.0 120.4]|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)
tizz (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 RE®RS
BERRASBES FIICZ a9 I F200mg/[l% 1 H 2\ 7 HEX
BRORE Lz & &, MRS a9 3 NEEIXRSHG»S 3 H
BICERRRBICEE L7z, AUCo-12n DREFRKIE 2.4 TH -
720 (MHEAT—=%).

16.1.2 IR
FEMIMBRUO_EER 1 HBEICBLT6 » AEUR S 17 5%
FTONRTANARE 4140] (HEAN 46l &L) »oES
N-MEEFRS 39 3 REE 2 B\ T RSB RRRT 21T,
NRICBIT ST 38 I FOEMFHEINT A -5 2 HE LTz, R
FCBT 5534 3 FORSRIE 2~ 12mg/ke/B % 1 B 2 Bl
5. ({45 50kg Ll Eo/NETORERAEIX 600mg/HEY) TH-
7oo R ONHEEME (VA/F) 130.71L/kg. RpT0o257
7 Z v A (CL/F) 3EERUERICIKE L., (5F 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 & B 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, RARUEE 50kg B

F@/NRICIE 400mg. 1A 30kg Bl 50kg il MR IC
1& 8mg/kg. A= 30kg KhD/NRICIE 12mg/kg TH 5.

16.1.3 &EMRHIEEE
BRI BME 24 flico 39 32 K 100mg (KR4 >ay 7 10%
% 1g X3 100mg $8% 1 %) 2 ZBEREERES Lz &, SaY
I FOEMEEITA—F I RO EBY THo7zo FT101
v 7 10% & 100mg $EDEMH RIS TR S N7z,

HEREGROEYHE/ IF A -5

SR B AE Ko vay 100mg 3 %L%{EJ%ZODJ:E&)
5 A — 10% (Bl%=24) (90%(EHEX
(f51%7=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) | 562 1471 156.0 5.711 () o0y oy
tmax 0.25 0.50
(h) (0.25-0.75) | (0.25-3.00) -

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

16.1.4 £MFHIEZFEHER

FAYINRRIA2ay710% [F14 b 8Ly hRTA Y
Oy 7 10%%. Z7uxt—N—FEickbEznzsghlg (5343
R & LT 100mg) BERRA B ICHAREREO®RS L CmiEFER
EAUABEZREL. BoN-BYHENRXT X -4~ (AUC.
Cmax) IZ2W T 0% EREXENEIC THREMENT 21T - 7-/5#. log
(0.80) ~log (1.25) QEEANTH V. WA DEMFEHIRFE
PHEER S N/,

HENT A=Y BEINTA—Y
/\([i(;o:7z Cmax | Tmax | tie
hr/mL) (pg/mL) | (hr) (hr)
ZaAvINKIA
2uv 7 10% [4153.19£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%M 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 FE0/85 X =413, HEE 0%
R AREOPRINEIEYL - el DO FRBRSM 1T & > TR S AR
H5Bo

16.2 ORUX

16.2.1 REDFE
fRERRC A B 24 F1ICZ 24 3 F 300mg % ZEMER S BRZICH
ERFEO#FE L&, BFIE T39I FO AUCo AU Cmax 2
HEE RIS o720 GHEAT—4),

16.2.2 NAATFPRASEUF «
fRFRRLA 24 B12F 249 3 K 200mg % 30 KU 60 73 CHIE &
WEARNR S UIREREORES Lz L&, 735 3 FO AUCo+
KO Cmax (ZEBETH D, 73V I NEOHMNA F TS F
U T 1 13131E 100%TH > 729,

16.3 H1f
fRERECA 24 fflic 2 24 3 F 200mg % 30 47 [ ¢ B [ml S &k
WG L&, HmAE (Vd) 1E31.1LThD., Jay Ik
200mg #HEREO#SEG Lz &, RAPToamaE®E (VA/F) &
32.8L CTHh -7
invitro (T34 I K 1.5~60ug/mL) KU ex vivo (T34 3
F0.7~5.5pug/mL) HEEOMER. 739 I FOMPEAKEE
& 15%RHE T - 72910,

16.4 (L&t
ZaY I NIZBHRE R OB L0 EA D 5K LTz,
in vitro HEROFER, HHZCNEE R ERBEWTH S O-ix
FIVIRERICEICHFEET S CYP o FREIE. CYP3A4, CYP2C9
KO CYP2C19 TH - 71012,

16.5 HEttt

16.5.1 R AFBES 56 [YC] -Z 24 2 F 100mg (40 1 Ci)
ZHEOEORERO | BETHREEFRIRARS L& #E5
% 168 R £ TIT, RIS EGED 94% K U 7% Rt s 1,
HRAOHEHE 0.5% KM TH 570 RFANET IV IR (K30
~40%)+ O-Fit 2 F L& (59 30%) . BiEES (19 20%) KO
OMELRREN (0.5~2%) & LTHS DB (EAT—
%)

16.5.2 EEEMAE®EICT 29 I F 100~400mg = HEFFE DS
Liz& &, 85 72 & CoRPPRIERIE, 7343 F 29~
33%. O-BiAF AR 10~ 15%Td o7z, MEEH O-i X FI)L{k
@ AUCo- IZIMEEF T 35 3 RO 10%TH - 723,

16.5.3 fEFEEALAICT 2 3 K 200mg % 30 47 T B 0] S AR A
BELIEEX, 257U 7T (CL) E1.78L/hTHD. T
T4 3 F 200mg % BERIRE LEEE, RATOLE2 )T
S5 A (CL/F) 1&1.84L/h ThH - 79,



16.6 ENDEREZF I 2EE

16.6.1 BiHEEEEE
BHAEDREEDRL 5 MAWEBEICT IV 3 F 100mg = H[EF
O35 L7z & &, AUCo- IIBHEEER#E (CLcr © >80mL/min)
EHELT, BEHRKTE (CLer: 50~ < 80mL/min) T
27%. FEEETE (Cler: 30~ < 50mL/min) T 22%. =E
{ETF# (CLcr: < 30mL/min) T 59%&< . Cmax IZEE» 5
EEDOBEREERTET 10~ 14%ED > 7. BED S BE OB
HAETEICBT S O-fi X FI)UIEAD AUCo- 13 BEREEEFHD
1.5~4.6fETH->72Y HBEAT—%), [7.1. 9.2.1 ]

B GROEMERE/ ST X —5

B FE | EEET | T2 | EmET
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]
260 | 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
12 [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
CLz (L/h) [37.9] | [51.3] | [24.4] | [31.8]
SATFHE [CV (%)]. AUCo+ i 0~96 B¥RIME. tmax IXFhs(E
(#iFH)
Clr:&EZ7IUTI A
a) 7fl

16.6.2 MBRENZZFITVSKRABHEEBETE

MBENT %2 21T T B RIABRERERE O A ERE 12, BB
KOENTBLG 2.5 BERTICT 29 3 F 100mg % BEROHRS L
fo& & IEBEMRICHEAN 4 BEOBHEBRTIEITITI RO
AUCot 13 46%EAD Uy BITIC K B FRERIRIZT IH I N 57%.
O-AFNESI%THY ., BHIZUVT I ARZTAH IR
140mL/min (8.40L/h) . O-fii X 7 )L{& 149mL/min (8.94L/h)
THo W (FHEAT—%), [7.1. 9.2.2, 13.2 ]

B SR OEMERE/ ST X —5

A JEBHTRE 4 BB HTAF
Bl 8 8

AV 3K

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]
Ot 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]

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

16.6.3 FFEEERESEE

FFEE SR IR L7z A (Child-Pugh 7738 B) (25 3%
I N 100mg/[E1% 1 H 2 [\ 5 HEREZORS U & & B
ANIHART T a4 3 FOEFERED AUCo-120 XU Cmax 13 %
NZN61%BKNV 0% E D> 7z, Tz (KE TCERE(|LI-EFER
R&ED AUCo-12n XU Cmax 32 NZFN 47% KO 37%&ED 2 72,
EHEFHERERE (Child-Pugh 5% C) TOZEYEHRE I MET
LT (EATFT—%), (2.2, 7.2, 9.3.1. 9.3.2 &&]

EFIREOENFRE/NT A -5

e R Child-Pugh 57 B
Gk~ 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]
HAFEE [CV (%)), tmax (THFRME ()

16.6.4 EHE

65l LoEHEESE 11 IR EREEE 126738 IR
100mg/lEl% 1 H 2 [\ 5 HEIREZOERES L & & 45 KL D
BAFBE 12 flE B LT SRBEEROTEICBVWTTIT
ROEFEIRED AUCo-12n & Z N2 33% K% 0 50%r <« Cmax
WXZNZTN 2% R 53%E o7z Fio. (KETEENLL
AUCo-120 IZEBBEHE R OLEICBWTZENETN 26% K% 23%
B o 72018 (SEATF—%), [9.8 2]

16.6.5 CYP2C19 BInFZH
HA AR OHE AMERR A EEEL 18 1%, CYP2C19 #&E7H
ICED S REBEEDEICK D . 2R EESR (UM) 16l sRGEH
fed (EM) 17 ffl. FEMRHEESE (IM) 10 6. KOMERHEE
(PM) 8 BlIZ431F. COEMICT 39 3 N 100~400mg % HEE
A#%EGLEE, aY I FOREERCAKETEE(LL
AUCo-»ld. EM IZHAT PM T 24%. IM T 10%Eh > 723,

16.7 EZ¥HEBEEA

16.7.1 ZMEEERARER
Z a4 3 Fid, ipEmEHEER T CYP1A2, 2B6. 2C9, 2C19
KO 3A41Cx L CHEERAZRS T CYPIAL, 1A2, 2A6.
2B6. 2C8. 2C9. 2D6. 2E1. 3A4 KU 3A5 2%t L CHEE
FHZETRE -7, CYP2C19 12T B HEMEAATRB S Nz,
Z 3% 3 N, P-EEREOARMN L EE T3 < . P-EERE
IR U CIEMEA A2 RS 2> 7219 (in vitro) .

16.7.2 BRAREMEEEREER

(1) AlLNIEEY
BREMAEE 19 i, 39 3 F (200mg/[El, 1 H 2 [E) OFE
FIREBIZB LT, 8 CYP3A FEENUOHFEED CYP2CI 7
EHRTHHHNNNTEE Y (200mg/El. 1 H 2 [E) ZHHAKE
BOBELZEE, AMNTEEIET I I ROEFRED
AUCo-12n U Cmax ICHEZ RITS 2o 7z, BERABME
18 iz, HIUNTEEY (200mg/[El, 1 H 2 [E]) OEFEREIC
BWT, a4 I8 (200mg/ElL 1 H 2 E) %0FHARERCDR
ELAEZ, JaYIRBIAIULNTEEVOEFERED
AUCo-120n KU Cmax ICHEZ RIT SR> 71220 (SEAT —
9)0

Q) #XFSY—=IL
A B 34 flic. 383 F (300mg) OHEEO#KSIC
BV, 55\ CYP2CIOHERETH S A X TF V- (40mg/
El, 1H1E) 2HAKERORS LEE, X TFV =L
539 I FD AUCo+ & Cmax ICEHEL2 RIS ko7,
CYP2CIOEBEETH 24 ATV —) (40mg) OEEFEOHSE
IZBWT, IaY3IF (300mg/El. 1 H2ME) %HHKERD
BELEZEE, AT IRNEAATTV )LD AUCot K
Cmax &R RS>0 HEAT—%),

3) =TI9VYIL
fERER A B 33 filic. CYPSABEETHS IV T4 (7.5mg)
OBERFOFSICBVWT, 39 3R (200mg/E. 1 H 2 H)
PHARERO®RG L&, 539 I FIZI¥VS5L0 Cmax
% 30%EM S E 7255 AUCo ICEHEZ RITSLh - 722 (SLEA
F—%),

@) 9779
B AESE 16 FI2.S-T L7 7V U CYP2COBEHETH ST
V770 r (25mg) OREEROKRGICBVWT, a4 3IF
(200mg/[El. 1 H 2 [\]) #HRARERO®S L&, Ia43
Rix SEUR-7IL7 71 >»D AUCo+ KU Cmax IZ#EE% MIF
=9, FuburErEBECT O o2 Yy R o ERIEE
(INR) OFARMER T AUCo-168n ISR RITS 2 - 128 (4LE
AT—=%)

16.7.3 BEEIZEYIBRERENT
HARAKROHEANDBRAZLNEDOTADPABED SEBE SN
WMoy I NEEF—YE2HWT. BEFEYERETEZT-



Too TOFER. CYPFEMEHZ BT A2 TADPAETH L N
TP, Tz b U XIET 2 N EY —LOBRICK D,
a9 I ROEFRED AUC 1Z. RARO/NET, &% 25%%
U 17% A U752,

17. ERFRRGHE

17.1 BERUTREEICET 2R

(BRI FME (CREEMRIEFRIEZZEO))

17.1.1 EISHEFESMAERER (BRIEE. BA)
RIS IRATAPA L BRI S NI FE (ZRELIRIES
fEzats) NSRDEOLBEMEMAHKEEZET 2 16 KL
DOBEFEEXNRE LT, 734 3 FE 200~600mg/HEV I AL
NYEEUMHESE (CBZ-CR) 400~ 1200mg/H=2 % BA(IZC
FEORE L- & &, FEFHEEE T % Kaplan-Meier #12& 0
HE U7 miEHli B IC B 5 6 7 AMRIEEEARIITRO 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. TORELLIESERFE (-20%) £ EE-722Eh5,
CBZ-CRIZMT 5T a4 3 NEEDIEL D HER S NP,

s S | setrmsen mmz (o) | 0,
HR | BERE | BIE g” g10| (%) [95%(E | [95%(EMRIX | o
% (%)‘3 = %Elzﬁaﬁ] a) FEﬁ] a) b) C())
737 V444|327 89.8
» o | (73.6) | [86:8
FAS | #E8 . o0 81 o N
) 91.1 |[-5.5,2.8]]
Com |5 | @ [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£I12 & 2 HEEME (B 3 » AR DOFIERIE (2
EILIR, 3EBIE) Z8& LT Mantel-Haenszel 12 & 0 %)
b) 734 3 FEEFOIHAR-CBZ-CR BEDIHRER

C) HEAROBHZED 95S%EHEX D RNRE/CBZ-CR B DIHER
X100

d) Full Analysis Set

e) Per Protocol Set

f) HARNEHS 7 flz &t

g) HARNERF 13 1% &t

%P, BREBITRERICK ST 39 3 NEERET 400mg/ BB D
BNPRELR S BEEWREATSHIE LT - 72858 D FAS
BT BRENHEE L BER (B8 (%)) & 308%3 /444
(69.4%) TH V. Kaplan-Meier i£IC & D H#EE U7z FHIEHEAER
[95%E#EX ] 13 84.1% [80.5,87.6] TH-7z.

BRI FTSEE X, 539 3 FEERET 37.2% (165/444 f) ©
Hotze ERBWERIE. FEtEO F W\ 7.9% (35/444 ). Y
5.6% (25/444 ). 1R 4.5% (20/444 ) TH o7z,

E1) AHlOERSNz 1 BREEHEI 400mg TH 5,

F2) IUNTEE U RBEREARFETIIRR SN T,

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

17.1.2 ENEMEHER (HEEE. KA
1AOBFOITADPAFEEZEZEEG LTS 16 R EOESFE
EETAHTCANPABEEZNRELT, 539 3 F§E 200~
600mg/HENEOR5IC L 2 BAREA DB/ &, 6 » H
RAREIMAEZE DAL 46.2% (6/13 ) TH - 720,
BIFRIFIREEE L. 84.2% (16/1961) TH-7. EHEIER
X, FEIED W 42.1% (8/19 ). (R 31.6% (6/19 ).
EEEDHE V. BLAE 10.5% (2/19 1) Th-o7z.

Y 4) AROERES N | BREARIE 400mg TH5.
17.1.3 ESHFESEMAERER HREE. BA)
BEFE DO T AW AT 2 REIFIIR DG S N W ES FAE
2ET 5 16 MU LEOHARAROTFEADTADARE 547 fi
(HARNEE 142 flz &) 2RRELT. 7393 FEE 200,
400mg/HX 37T AR% 16 BEREOHRS (BEFEOHTANAEE
1~3AEDPH) L&, EEFHMIEE TH 2 BRMAMICHT

BHAERFHARBO 28 Hd 7 0 O S RIEEHERIITEROLEBD
ThO. TT7eREEE T IV I F§E 200mg/H XU 400mg/ H##
OB THEMENICER L EZEPRO 6Nz, 58, SEHICBITS
50% L AR Y& —L — k(28 HdH 7z D O FIE A B AR
EHART50%L EE L BEOEIE) & TR 19.7%
(367183 f5l). 7 a4 3 N§E 200mg/ HEE 38.5% (70/182 i)

KU a9 3 NEE 400mg/ HEF 49.2% (88/179 ) TH -7
27)

o

28HH720D TI e REIIT
% | FaRAEmHO | p EY B RD
Z{t &P [95% = #EX[H]
TIeAREE| 183 -1.22
200mg/ 29.4
B2 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 HH712D D
R FIERE e HER &I 5 H BT
d) HEDEAHT & D HEE S Wz B/ N RPIED SFTE LR 3
TEEIERAD R (%)

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

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

17.1.4 ERHERMMEIZSHR (HA)

ERRLRIS AR (GIARE) 2T 7T L BARRUHEOEE
473 5 (HARANBZE 123z &) 2x@RELT, IV 3 Nt
100~400mg/H=z 1 H 2 EHIZ3 3 CROKES Lz s (FPERK
& mE 767 HERE) ., BITHBOBRHME,» 5D 28 HH 720 O
R FAE OIS RO P RIEIZ 55.23%. 50%L AR & —L—
& 56.3% (265/471 ) TH 7%,

BIVEFSEIRBEEIL, T a9 3 FEEET 42.9% (203/473 ) 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 AZETH53 2 FOEIRIN R AE S s Wy
EET DAL 17 BRBO/NRTAD»ABE 343 il 2R
ELT. 393K (AE 30kg RO BE L 8~ 12mg/kg/H.
&5 30~50kg KifiDB#HE L 6~8mg/kg/H. K& 50kg DI LD
B&13 300~400mg/H) XiE 77t R % 16 BREREOKRS (BifF
DIMTADPARE I~ FEDHA) Li-E &, EEHEEECTH
5 BB T 2RI O 28 Hdb 72 D OESFIERMZE(L
BETROEBOTHD., I RBEETIV I RBEEOBITH
FENICERREZIRD 5NY),

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

a) Full Analysis Set

TR AREO 2 FiliL, R ORERE T — 7 ICREl (FEHE
DIEEHOD 10%#8) W -izl-d. fTIcED P o7

b) FRRfE

o) In (X+1) (X I3EOFRERE) THEEER L7550 FERE
ZHOV, BEH, HELEEEREEzRFE L SBERLL
B/ O 28 HH 720 O RIERE =z HEE & Ui a#nth
d) 7T RBEICNT HEDER (%) =100 {l-exp (B/N_FF
BTV I FELET I RBEOE))

BIfEFARBSEEIL, 734 I FEET33.9% (58/171 ) T -
7oo ELREWERIZMEIR 14.0% (24/171 H) JFEHED F 11 8.8%
(15/171 ff1) TH -7z

17.1.6 ERHESE IERIMEIRSHR (1R)

4D 1T ROBEBHRIN/NETAPABE 13661 (HA
A 46 Bl SAEIAN 90 ) =xtR&E LT, 3% 3 R 12mg/kg/H
(A% 50kg DL LD EE X 600mg/HEY) £T% 1 H2EIZHT



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

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

T-60.56%) T&H -7,

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

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

Bl). 8L 8.0% (11/137 ffl) TH -7z,

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

o /NRIZIE 400mg. 1kE 30kg DIE S0kg AiED/NRIZ
1& 8mg/kg. A= 30kg RiiD/NRICIE 12mg/kg TH %o

(RERAFEE)
*17.1.7 EISHRESEIEEER RARVMNE
BEFEDOHC A AT REIRRPE & s WigE—A
HEEET 5 AMULOTANPABRE 242 1 (HARABEE 30 fl
REL) ARRELT. T3P IF ((KE 30kg Kimo/NEEEH
I& 8~ 12mg/kg/ H. 1A= 30 ~50kg KimD/NEEHIL 6~
8mg/kg/ H . A 50kg DL _ED/NE RO RN BE I 300~
400mg/H) Y& 77t A& /i T 24 BEZOHRSES (BHEOH T
AP AEE]1~3 ﬁﬂc‘:@ﬁffﬁﬁ) Lick &, ZEFHMEEE CTH 2 24
MORREICE T 2 2 BB OREMARFEEPHIET 5L TOR
BIITEOEBOTHY. TILRET TV I REE OB THET
ZMICERRENIRD NI,

ARURERET]
wEp | HiEe | 0B (B) 0 | 2V p {9
(959 | > %HRER]
- 77.0
77eRE | 121|149 0 108,01 | 0-540
S - 0.377. | <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 OGBEIHE O FEFER ST SN
BTzl BITICED R Tz

b) Kaplan-Meier {12 & % 24 ABOBEHAMICE 132 2 BB O
HMERREEORIE CORBOHEME (hyfF)
[—1:5a9% 3 FETIX 24 BB OBRERRIC 2 B HORERICH
{5 50% DL EDRERFNCERD & Nz D> o 12 7= DIEEREE

c) BEHMICBY 3 28 HH /20 OMERRFEEDEIELA 2 [[2
To/NES 2 [EBIRORAL 2 BEHO/NEIIRAZE & L7z Cox
HHINSF = REFIICED L, WaldEIcE D EHES

RIERFRBISEE L. 39 I FETC46.3% (56/121 ffl) TH->

Too ERBIMEAIE. FEEDE W 17.4% (21/121 fl). {HEEE

13.2% (16/121 Bl). B 7.4% (9/121 1) TH -7z,

*17.1.8 EIfSHEIRAMGEIZSHER RARTNE
EEHESIAERE (RARONE) 277 LzBEROHZER
BT OMBIERERED S b MEMAFFEROREED A2l S 7%
Dol & 23961 (HRANEE 37 Hleé&d) 2uRELT, T
a% I N (fFE 50kg KiFO/NEEEIX 4~ 12mg/kg/H, (KE
50kg DL Eo/NREE X 200~600mg/H. B AEEE 200~
800mg/HE®) % 1 H2 BT TROBE L& & (Hhi#H
&, mE 1416 HiS) . LITHEBEOBRHM Y 5 OBEARICSH
7% 28 Hd 7z OsRERRRIERIFELRDOHPRIEIZ-88.52%
TH o727,
BITEFRISEE X, 34.7% (83/239 fl) TaH -7z,
EREEAIZ. FEHEDOE W 10.9% (26/239 #l). {EHIE 5.9%
(14/239 Bll) | [ElER1ED F W R OED 3.8% (9/239 i) TH - 7z
*6) AAlOAR SNz 1 HRESHEIZ, BAKUEE 50kg B

Eo/NEICIZ 400mg. {AE 30kg I_E 50kg AiEDNRI
1& 8mg/kg. 1A= 30kg RitiD/NRICIE 12mg/kg TH %o

17.3 Z it

17.3.1 DEEICHT B HE
REERRA 214 61125 24 3 F 400mg/H. 800mg/HED S ix
ZtAR% 1 H2EIIHTT 6 HEREZO®RS, XiZEF> 70
FH 2 400mg/H% 1 H1[E 3 HERERZORS L-EE, T
I INEQTCHEBEER LA >7ze 739 I NEEO PR
ROFHE(LEIIE 6 HHOKS | RBICEARELD, I+
AREEE 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 aY% I FIZBAKEEF MY Y LAF v R ILOBFRZRNEELZ
BIRAICIESE U, BEEREIC D 2 i 2 ZElts 5 2
EILE S THITVWNAERZRT EEZ SN TNEHM,
18.2 TAHAFREIEICKT B1ER

a9 I FIZBEEEREYY RIS R U 7HIEYT A,
WBEFYRY Y IHIES Y b, 6Hz TADAFIEY T ARVOERKR
BRYavIHEE (TR v ) OBOFEERVOCLBRFEL
KL 7B ETNICB W TRIELR IS L3,
18.3 i ThH AEMEIER

RMEBELSHE T Y R 75y MTBWT, F2 R VTR
Z I L 72300,

19. BARS ICRY ZIBERHAR
—f%f9&H . 3% 3 R (Lacosamide) (JAN)
{b#4 : (2R) -2-Acetamido-N-benzyl-3-
methoxypropanamide
HE HsC

e}

7R : Ci13Hi1sN203

F&E :250.29

B R BE~REEOBETH S,
XY ) —ICEITRT L, T ) —)L (99.5) 12000
IR g <, KIZRRBFICL LK, ATT VITIFEAEE
[SRASRY

21. EERSRMF
E#m) 2 7 EHEE 2 RKED L BNICERT 5 &

22. &
100g [, NT. EBEAIAD]

23. FEk
1) BRTAPAZE M TAPARIEREZIBALTWATANA
DHBHNIC lﬂ’( BB EIEE S fE e D BIRIR(E 21T O B
DEEHEIE (2026 3 A 17 H)
2) BEA7EE  EERIERREINIEY = 2 7 )L AN EEE

FEERE

FERt fth @ B &5, 20155 43 1 1307-1316
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ISy RE- RS54 ay 720194 1 A 8 HARR., HEEHR
ME2.7.2.2.2. 2.7.2.2.3. 2.7.2.3)

6) FEZt fih @ I 59, 2018 5 46 1 1331-1338

7) HNER  EMENESEERE (SIYI RIS ay S
10% 1 k1)

8) NEANBERACE TSI 3T I ROEYHREICKITTRE
DFE (EL8y ME: 2016 £ 7 H 4 HA&ER. HFERTE
2.7.6.1.1)

9) FHIEA fih : BERBHZERE. 2018 ; 21 : 1223-1234
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2012 ; 37 : 241-248

14) Cawello W, et al. : Clin Pharmacokinet. 2013 ; 52 :
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