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AUC MR — R FTEME (Area under the plasma concentration-time curve)
AUCq, 5 12 KHE#E TD AUC (AUC from zero to 12 hours)
AUC4, 5 72 KE#E TD AUC (AUC from zero to 72 hours)
AUC 165 %5 168 Kt £ TD AUC (AUC from zero to 168 hours)
AUC,.. EIRARE E TO AUC (AUC from zero to infinity)
AUC, BACHIE A RER R E T AUC (AUC from zero to last)
Crnax EElHETEE (Maximum plasma concentration)
CLcx 2VT7F=>271)7Z A (Creatinine clearance)
CL/F EnlTne570 77 A (Applied total body clearance)
CYP F 7 o—2LP450 (Cytochrome P450)
kel HREEE# (Elimination rate constant)
RH HXHEE (Relative humidity)
S.D. FHEfRZ= (Standard deviation)
Ty HAHEH (Elimination half-life)
T inax B MmEEhEERZERME (Time to maximum plasma concentration)
Vd/F BT mEE (Apparent volume of distribution)
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B (1 @ | @ | @ | ® ©) 7)
SEEEE | Ee (Ge) | ES | Es | Es | Es | Ee 99.1
1 »B% | Ea @e | — | oas | as | @s | a#s | 1000
3,B% |Es @e | - | ae | Ee | a&s | ES 99.1
6 8% |@Es @e) | as | ae | Ee | a&s | Es 99.2

(1) HE~HEBEDFERTH 5,

Q) WE7 O N 757 ¢ —  ERER A OFEEBER DO EE — 7 ORI IZ—H. HRHER
FROBHEFR DRI AR b )VIE—3

(3) %9 1g %7K 10mL IR L 72 pH 1& 4.0~7.0

(4) FEBYE : B4 DERYE 0.15%LA T, HIERYE 0.45%L0TF

(5) 1.0%LT (1g. BEMEE. EHEREE)

(6) 15 77fE. 86%LLE (EHERERSS 2 % 900mL. /N KLk, 50rpm)

(7) RRED 95.0~105.0%

REAEREzAWEAR (40C, HAREE 75%. 6 # A) ORER. BEOHEE T
BT I FHZETH D Z EHERIE NIz,

O mEZARE TORENMHER 2

HERSM - OREICNT 2R - 40£2C. 3 A GBX - IBEER)
QOEE TR D EWHER : 25+2C/75+5%RH. 3 » A GEY - BIR
OYeIzxtd DR EM AR | RIRE 120 7 1x « hr/25C/BER Db E (40001x * &
r—L+Iv7 (7%))
FERIEE MR, MERER, BHEER, 25

- » MR (%) - .
SBRIEE FEAR B0 | e wiate | o
i B @ 3) @)
SHEAPRIATS me @ | Tonr | EEER L e 101.1
oRE (3288 |Es@® | Toer | FEER | s 99.9
oEE (3,A% |Ee@E® | TEet | FEER | oas 99.9
ok (207 as @e | FEET | FEER | s 100.0

(1) HE~MEBEDOFER TH Do
(2) g : E4< OFERYE 0.15%L1F, #&EEWE 0.45%L0F
(3) 15 3fdl. 86%LALE (EHEFERSR 2R 900mL, /S RV, 50rpm)

_6_




(4) FED 95.0~105.0%

ZEMEDFME [$EH] - 717 )VAID AR TOREMFHBRIEITONT (FH) Fakll &F
8 A 20 B ITEEEH S N/ FHERIEE OFHIEIE IR > 72,

7. ARERUBREODREN
O BEBR DL E MR ®
AERSES © HiE. ENRUET. 24 K
HERTTE  JAYIFRIAay 7 10% [JG] 8 1g (a8 I FELTH 100mg) =
« K&K 50mL ZIEREICMA TIRDEE, #eHEwRE L, IR GHD D
BE. SEOHEZE]L 72,

R
%‘C\_%

B R 2 TR (MDD =8 (%)
AHER BH#EL Tz, 100.1
24 FyER BHiEL Tz, 101.3

8. ftFIEDEEEL MIELFIZEIL)

OBEZR{tER ¥

MERGORFH : SaYINFIT1>0v 7 10% [JGI #91g (Fa¥ I F&L T 100mg)
KROLUTIRLEE (BGE OEGHAZZNTHHEEITES k. Ihbo%
F—DHZ ABHNTRE L. Eaiike L,

RESEMA  ZRABEZDDE (EWAEDELT (LED) - BaK)

fRi7HIE - 60 H

FEBRIEE IR GMEL [TV, JaYIFDEE

CRER  RaE®Z 100%& L7z.)

b EeE | HBEE | EAE® | 308% | 605&
. EEOENE | BEOBEE | EEOBE L
780 IR 40% HRIDEEY) | MKIOREY | MALOREY)
Y Vvasl s DLIN #0668 T ] e e
BIFE (%) 100 98.1 98.9
i EEORHE | BEOBEL | EEOE
TUETFIBI0% | o, WERDREY | WROREY | HEOREY
i Tr=bAYv IZHL s fEE ‘R
S BHE (%) | 100 98.5 99.9
?C oy HEOBHL | BEOBKE | HBOBE
M| 7ruh—nso% | o0 MEORSY | MEOREY | MEOREY
HIVNIEBE Y S i3 =] mE pitid =]
BIEE (%) 100 98.7 99.6
i EEORHE | BEOBRL | EEOE
e L WERDREY | WROREY | BEOREY
VYR 2B it mE it
BIEE (%)

E) 717708 20%E DEEICEWTIE,. BERAIERKROY - nT7 a9 FOo—7 &
BEERLZ0,. SE0FHfi2&E L 720

_’7_




B & &I+

by RaE | HegEE Bl & 30 B 60 B
o HEOER Y | GEOER Y | HEOE s
2 A A 1% WRORSY | MEORSY | M ORSY
S ONF L #10.66g BN o] ] ]
BEE (%) 100 100.2 99.5
EEOER Y | Qa0 Y | a0 s
. ZLATVHR | ATV | T TR
R R Y — LM 0.5% ADEEDOM | AOBEGOM | ADOHEBOM
OB #70.26g KOREY | KOBREW | HMOBESY
BN L e e
BER (%) 100 99.8 99.2
o HEOER Y | GEOER Y | EEOERE
L 50 WRDEEY | MEDREY | BkORESY
| T ~) () . A
X TRRZVIR #0.60g BN bzg;ﬁ’* L] e
2 BEE (%) | 100 100.2 99.5
Al o pgg | CEOBHL | BEOEEC | BEOE
7V R HERL 99.5% WEORSY | EEORSY | MEORSY)
[HEL] W10 mn e e e
TUI RV
BEE (%) 100 99.1 99.3
i EEOER Y | GEOER Y | a0k
DS WRORSY | MEORSY | MK ORSY
g Tenroqr | 10408 BN e ] e
BER (%) 100 100.2 995
- N o HEOER Y | GEOER Y | HEOE S
‘/"7’“;’653’ f Eg 20 WRDBEY | BERORESY | HEOREY
rawy () Y 4. g N
) BN fEE e e
BEE (%) 100 995 1005
EEOER Y | GEOER Y | EE0Ek s
i SCHORE | DCHEOERE | 2 EWRE
T I N—)LE10% DHERDE DHRDIER DHERDE
o Tz IVES =L #10.16g &Y &Y Sk
i ST ) R R
% BIFE (%) 100 99.5 99.9
Al oy HEOER S | BEOERE | BE0ER &
YL B 1% WRORSY | MEORSY | MEORSY
ST #0408 53 e e e
BEE (%) 100 995 98.9
o EEOER Y | Qa0 Y | a0k
;1” AT 5 A 026 WRORSY | MEORSY | MK ORSY
n T8V Al T 5 5 w5
BER (%) 100 101.6 100.0
¥ o HEOER Y | GEOER Y | HEOEE
Bl vasy—vmi 1% WEOREY | MEORSY | BHORSY
ﬁ% Y2 Ry #0208 BN o] ] ]
=i BEE (%) 100 100.3 99.6




(BEHZEEORELIE]
[RFEEREGZDEMENRENSHBRT 1 I FO—HRECONT (283 A19H X
AFREFH 031958 1 5) 1 1T,

Pl

b EoE | smES | ®ems | 308% | 60H®
" wg | DEOEHE | BEOBNE [ BBOR
Bl zevrrrmin WERDEEY | HROREY | WROBEEY
ﬁ% TUETF =)l #0.60g 2B R R e
Cl BEE (%) 100 99.0 99.7
B0 s | BE0Ekys | OB E
3 ) _— g | TOOPVE | RDEDOSE | hEmK
| YAV YSEKaRh AOEEOE | AOEEOE | AOEEOH
B | TR R B R UL | 90768 KOBRSY | KORSYW | MORSY
gij IKFOM - L-70WE X > [EE e P g

BIEE (%) 100 100.7 99.4

- - wg | DEOEME | BEORN: | a0k
o 7'\71/0570/;;%7%%’?%@ 066 WEORSY | MEORESY | MEORSY
L (o) ™ U.00g PN
5 BN 2B e me e
i B (%) 100 98.5 99.5
J wg | DEOEHE | BEOENL | BBOmR
Sl kssz o 985% BROREY | HROREY | HERDREY
Al LR RS #1028 M0 e e S

BIFE (%) 100 101.4 100.0
9. B

BT | HAEFTS —RelBEEnEiE OSFnR)
pH1.2 | BAREFE BHEERS 1K
50rpm pH4.0 | #»7z Mcllvaine DIEEWR
) ORI pH6.8 | BARFF EHEERS 2%

aBasRE
7K HAZEEF RBEK

100rpm pH1.2 | BAREET; EHEERS 1]’

ABORE 0 900mL  BHEROE : 12 Xv )b

ST | Rk a5 T 1 —




- HIEEHE

Eﬁ% BRI e
pH1.2
pH4.0

50 eg | BURELAIZS 15 5 LIPS 85%L LT 2, XU 15 312l
PHO.S | 2 srmamusm o T 9y e A EHERIF D T ATVE TR £ 1 5% DRI 25 B
7K

100 pH1.2

KA R4 42T NF)VE, 100 [OlEs THEfE T NS alBiitic s W\ T, 7S RVE, 50, 75 OlEx
DEHHER T, 30 FDAICEERE], SBREAI & €271 85%U EEH T 255, /¥ KV,
100 EEOBEEFBRZEB L Th X LE#ESNTND I M, 100rpm OFEHHEZE

&L 7=,

- SUBRIER

(50rpm. pH1.2)

100 + . ® ®
80 |
x
€60 L
% 40
¥ o0 | /o 7a¥3FFI1a9710% 1G]
e WA (KL/8y FETA 2Ty 710%)
0 L L ]
0 5 10 15

K (92)

(50rpm. pH4.0)
100 | o o
80 |

BHE (%)
N
(@]

20 L —o0— ZAYIRRFI1¥uy710% [JG)
—e— HHERF (KL hRIA 21y 710%)

0 5 10 15
e ()

HERRTH D 15 TN T, RERTUFI N
¥ 85% LA FBEH L. /A RI 41 > DYERHE
IZHEE LTz,

HERRTHD 15 7B N T, HERRFI
Y 85% U EBH L. /1 RoA O EELE
IZHEE LTz,

(50rpm. pH6.8)

(50rpm. 7K)

100 + . e ) 100 + 8 8
o@ 80 ;\3 80 -
60 < 60 L
H 40 H 40

K 20 L /—o— 7IVIFFIArmyT10% [JG) a 20 —o0— FAYIRKI11y710% [JG)

—e— MR (KL% b RSA >0y 710%) |/ —e— A (KLY FESA Ty 710%)

0 L L ) 0 I | |

0 5 10 15 0 5 10 15

K (5 K (99)
HERRTHD 15 JITHNT, AABRBAIDT | HIERRTHD 15 JITHNT, ABREAIDF

) 85%LALBH L. /71 R4 DHERLE
WZEE U7z,

B85 ULBEBH LU, /71 RI1 D EELEE
ZEE LTz




BHEHOBELMEOHIE (HIEHE)

_ HIE FIEHE (%)
EES | ey = : — e
(rpm) | PR | R memn (L2050 B RS | SEREE (a3 KRS | HE

(min) Ay 7 10%) 1>y 710% [JG))
pH12 | 15 101.8 100.3 e
., | PH4O | 15 102.6 100.3 S
pH6.8 | 15 102.0 101.1 e
K 15 102.2 99.1 e
‘ﬁ"n%ﬁ%

ERHERIA & SHBRRF OIBEHRZ I U & 25, WINOHEBRFITHENW TS [HRREERR
DAYZRREEHBRAT A N1 > OHEEEITHEEG L T,
BAE& D, FHERFE & HBREA OB HEF OB R S N,

10. &8 - A&

(D EBEDRERES - 8K, IMRINIHRLEE - BRICET D15
BE=192440

(2) B
100g [ 2AF v /B8R, NT]

(3) FRBE
E=19244%

(4) BBOME
RYTFLY (B, R 7oLy (F+vY), #E

11. IR HINDEMEE
B2=19224%

12. ZDfth
B=19244%



V.

3

oRICEId DIRHE

. ShEEXIIFHR
TAIAEBEDRDFEIE (CREEREEEZSDO)

SHEEXR [N RICEIHET D=
FEINTHERWN

ERUHE

(1) RiERUREOREH

RN EE, RAIRIZZ IV I FELTIHIO0mEg (Fo1>ay7elLTlyg Lo#E5%
FAgA L. 20 1 BEL LORRZH I CEEL. #EHAE~Z 1 H 200mg (FZ1>ov7E
LT2 &350, Wind 1 H 2O CTHFEREL TROKET 5, &, MHERITED
1 H400mg (FZ1>ay 7L T4g) ZBALRWEFRTEEERT 2. BEZ 1 B
FORIBESIFT 1 HERELT100mg (RS my7ELTlg UFFOEF5 &,
AN L . 4 RRLLEO/NRIZIET 392 RELT 1 B 2mg/kg (R4 >0y 7E LT 20me/
kg) KoEE5ZFKEL. £0% 1 BEMU EOMREZHIIT 1 HAZL LT 2mg/kg (K51
Ow7e LT 20mg/kg) $OEEL. MHFHAEZAE 30kg Rim/NRIZIE 1 H 6mg/kg (K
4y 7 LT 60mg/kg) . A= 30kg Pk 50kg KimD/NRIZIEZ 1 H 4mg/kg (FZ+1
Yoy 7E L T40mg/kg) L9 25, Wi 1 H 2 Eica ) CHIREEL GROKET %, &
H. ERITEDEE 30kg KiFEO/NRIZTIE 1 H 12mg/kg (FZ4 2oy & LT 120mg/
kg). A% 30kg Pk 50kg FimD/hNRITIE 1 H 8mg/kg (R 2w 7& LT 80mg/kg)
ZBZRWEE TEEIBRE T 50, EEF 1 M EOMRZH T 1 HAZL LT 2mg/kg
(FZ14>my7e LT 20mg/kg) AN D75 2 &, 72720, AE 50kg LA ED/NR T,
A LRIURE - AEZAWD Z &,

(2) FIERUREDHRERRE - 1RIL

ZHEER R L

4. RiERUASICEET DFR

7. BERUBEICEET DIER
7.1 2V7F=>29U7 52 AN 30mL/min AT OEERUKRHBHERE D H 5 EE T,

7.2 BEEXIHEE D HEREEDH SEE (Child-Pugh 78 A XU B) [Tid. BAIZ1H

AZ 1 HEREAEZ 300mg. /NRIZ 1 HEEHAEZ 25%REE & I 50 EHEITKRET S
Z&o Fo, MRENZRZITTNDEETIE, 1 BABIZMA T, [MRENRITHRAT 1 [OH
BOHXBDENKSZEZRT DI &, [9.2.1. 9.2.2, 16.1.2, 16.6.1. 16.6.2 ZH]

R=aAE% 300mg. /NRIZ 1 HREEAEZ 25%RE L T 22 LEEITRST 5 &, [9.3.2
16.6.3 2]




7.3 XEID 1 HERHEI3MEE 30kg KmD/NETIE 1 H 12mg/kg. 142 30kg MAE 50kg
FED/NRTIZ 1 H 8mg/kg Th 2., AFI%Z 1 H 8mg/kg #HBA TS5 L T\ 5AE 30kg
FKED/NED, REITHEWEERNITHAED 30kg Dl E L2 ->728E1Tid. BEOREEZ 7T
BEL. WRRVEEAORRZER L5 2T, BUHAEZET 2L, ki, 2ER
HETE TS Z L,

5. BRFRAL
(1) BT —5 I\ T —
AR L
(2) PR REIESR
AR L
(3) RERGRTREER
BRI L
(4) HREEAYEER
1) PRI
ERAEE IEER (SRS, A
FIRICLRBE CADA L RIS NI (CIRMESRILREEET) LERIED LR
MERERRHEEET S 16 MU EOBEEXRE LT, 5393 F§E 200~600mg/HEY
AW EY U EHEE (CBZ-CR) 400~1200mg/HE? % 8AIIC THROMES L7z & &,
TEFEE T 5 Kaplan-Meier #ic & 0 #5E U - BEFHIFRRICHT 5 6 » AR
REFTROL BN THY, BWEED I5%BEBRMO FRETORE SN LM RRE
(—12%) % EE-7Z &, CBZ-CRED 6 » AMBIEMARICHS BEZD 95%EHKX
B FIREOL (EHE) &, FORELLFLERRE (—20%) & FES7I b,
CBZ-CR (29 %5 24 3 REEDIHIATERAS NI O,

ig s s %ﬁggg FFEE (%) BEE () | ERE
%[ e (o) | [OBWERXE = | [95%(EHXR] | (%) ©
o 327 89.8
J 393 REERE | 4440 (73.6) [86.8, 92.8] ~13
d . -
FAS 208 011 [-5.5,2.8] 6.0
— ) ‘
CBZ-CRE | 4420 | ooy [88.2, 94.0]
o 307 91.5
FaYI KR | 408 | ol [88.6, 94.3] _13
e) . -
PPS - 99.8 [-5.3,2.7] >
CBZ-CR # 3T | (718 [90.0, 95.5]

a) Kaplan-Meier T & SH#EEE GEE 3 » ARIOF/EEE (2 BT, 3EME) ZEL
L T Mantel-Haenszel 12 & D §8%)

b) 7 a4 I FEEEEDHAE —CBZ-CR B DIHAZRK

C) HRFEDEHZED 95%EHEXE D TIRME/CBZ-CR BDHAE X100

d) Full Analysis Set



e) Per Protocol Set
) HRNIER 7 BlzET
g) BHARNER 13 plzEds

RE. BERENMERICE ST 39 3 Fig#EC 400mg/ HEANDEENNE L > IBEZR
AFaHle UTHRS7HED FAS ITE T D2RIENHALIZEEH @ElE (%)) 1&308% /
444 B (69.4%) THH. Kaplan-Meier ¥ K DHEE U7 FHKIEHKAE [95%EHEXM] &
84.1% [80.5,87.6] Tdh o7z,

BIfERARISEREIZ. 73V I NIERF T 37.2% (165/444 %) Th o7z, ERENERIE. HE
M FWNT7.9% (35/444 1) $55 5.6% (25/444 ). EIK 4.5% (20/444 B) Th -7z

F D FAOEAE SNz 1 HEREHEIX 400mg TH 2,
& 2) VAR B RIIEE IFAFT TIFEE I N TR,
I 3) 200~400mg/HiZ5 TRIENHA L BEEL

EREINEEER (BEIEE BA)

1 AlOBFEDOI CTANAREZIRE L TND 16 MU DD REEZE T 2 TANPABEZNE
ELUT. 7393 FiE200~600mg/B®? BOKSITX DHBREANTIOE AL &, 6 7
AMRIEEREEDEIGIE 46.2% (6/13 %) TH-o72 7,

BIfERARBBEE L. 84.2% (16/19 ) Th o7z ELEWEAIL. EEIEDF W 42.1% (8/19
Bi) . 18R 31.6% (6/19 #i). EEsMEDEW. BOH 10.5% (2/19 6l) TH -7z,

i 4) A OERS N 1 HRSHAEIE 400mg Th 5.

EIRLEE B HEEE BA)

B DI CADAE T B RIENERNE SNV FIEEET 5 16 U EOHARA
RUBEAD TAMABRE 547 I (BEAES 142 fl2a0) 262 LT, 5393 RiE
200. 400mg/AXIE75tR% 16 BRIEOES EBEHEOTCANALE 1~3 F & D4t
Utz &, TEFEE Ch 5BEERICH T SHESIRD 28 Bz b OW5RIEESEL
BITROEBDTHD ., 75LRBEE T T4 3 FiE 200mg/HR T 400mg/BEE & DR
FE AR RENRD b, 335, BRSBTS 50%L AR Y —L—k (28 Bb iz
D DE 5 FAEEBH BRI & AT 50% MU LHELLZBEOHE) &, 75 RE
19.7% (36/183 fl). 52+ 3 F§ 200mg/EB 38.5% (70/182 ) KUS a4 3 Kt
400mg/BB 49.2% (88/179 fl) TH 729,

28 Hdb7=0 D 75 RBHT

kg » 43 FAEE D p i © it BER O

L1 D [95% EHX ]

75 bRE 183 —~1.22

_ 29.4

200mg/ H 182 3.33 <0.001 (187 38.7]
B 39.6

400mg/H 179 4.50 <0.001 (305 47 6]

a) Full Analysis Set
b) HR{E



C) MBI L AR A O 28 Ha 72 0 OMo RO = RISEH., REHELVOEZREF.
PR U 72 BRSO 28 B 720 DR DR HRE & 2 HITHGIT
d) HDEHT L O HERE SN BN FFIEN SFHE U0 R EEEREDE (%)

BIfFRABEEIL. 739 I FEEBT47.7% (173/363 ) ThH-o7zo ERENERIL. #H)
P FEW 22.9% (83/363 Bl 1EIR 8.8% (32/363 #). B 4.4% (16/363 #) TH

/)7’:0

EME N HEEER (VR

B DI CADAEE T LRREMEHRAE S NR WD REEET 2 4 Bbl L 17 Bk
DINRTAMABEE 343 BIERSEE LT, 53493 F (A% 30kg RO EHE 8~12mg/
kg/H. {kE 30~50kg KD BEE & 6~8mg/kg/H. A% 50kg M DB 300~
400mg/H) a7 5tz 16 BRIREORS EEOTH TAMAE 1~3 AL OMF) L7z
v &, FEHEEE Ch BRI T DHEIIRIO 28 Bz D D FIEERELRIE
TEOEBDTHD. 75LREEEL T T4 I FBEE ORI TREFZINICEERENRD SN

7z 9)0

28 720 O 7S5 RBHT
By 85y S F ALY piE® i3 DR O
DE(LEY [95%{SHEIX ]
75 bR 170 ~1.55
e 3 31.72
543 R 170 3.05 0.0003 | 6349 44277]

a) Full Analysis Set
7o REED 2 Bilid. MERHABORIELOE T — & ITRE FRIEHZEDOEED 10%#) 2
boTzlz8d. BBITIZEDRh -7

b) HRR{E

oln (X+1) X FHIFREELOE) THEEHL-HOREOHZRAN, 58, Halk
EHEREE 27 & U, N L BIRRO 28 Hbh 720 O DR EO#z L E
& U708

d) 77 ERETH T DD (%) =100X {1—exp ENZFHIDT IV I NEELT Z
LRBEDZE) }

BIfFFFEERMEER., 73V I FBFT33.9% (58/171 #l) THh-olz. EREIERIE. MEIR
14.0% (24/171 #1). E#MtHFW 8.8% (15/171 #l) TH o7z,

TR

EiRHRERA#EIZSHEE (BA)

ERFHFESSIHEGE (FFRRE) 2% T LEARUOHTEDEE 473 f (HAEAEZ 123 6l
za) ZNRELUT, 7393 FME100~400mg/Hz 1 H 2 @I TREOKS Lk
& (FEEREG. &R 767 BiRS). STHBROSEME D50 28 Hb 72D DRy FAE O
DEOHPREZ 55.23%. 50%L AR>S —L— M 56.3% (265/471 Bl) TH->719,
BIfEFRAEREEIEX, 739 I FEEFC 42.9% (203/473 #I) Th-o7z. EREIERI. FE
PO FEWN 17.8% (84/473 B). 1EIR 5.7% (27/473 #). 58JE 3.8% (18/473 ) TH

/)7‘20



EFRHESE | R S8R (VR
405 17T MOBESFININRTANLAEE 136 6 (HAA 46 6. SHEAN 90 #) %
WEE LT, 7a4 I N 12mg/kg/H (K% 50kg LA EDEEE 600mg/H*Y) £T% 1
H 2 BT TROKS Uiz & &, SRS ORIBRIARIC S T DE ) FIELBZELED
HRfEIEZ—52.73% (HAANT—27.63%. HEAT—60.56%) TH->7z 1V,
BIEFIRBVEEIL. 56.2% (77/137 Bi) T > 7z, FREWERIE. FEMEO FU 20.4% (28/137
B, IR 19.7% (27/137 #). =¥ 8.0% (11/137Hl) TH o7z
& 5) ARIOEE SN 1 HEREHER., MAKUHBE 50kg A ED/NRIZIE 400mg., 4=
30kg DAk 50kg K D/NRIZIE 8mg/kg. 4E 30kg KRiFD/NRITIE 12mg/kg T
B %o
(5) BE - fRRERIEIER
BRI L
(6) i RAfER
) ERNERE (—ERRERE. FEERANERE. ERAMRELEERRE) . HERTET—
IN—-AHE, RERTEERABRODAS

ZHERZ L
2) EREMHE UTEEFTENRBRIIEME UI-RAE - SHERDOEME
E2=19244%
(7) ZDAth

IDVERIC T DRE

@R 214 BlicZ a4 3 F 400mg/H. 800mg/H® XIZ7'Zth%z 1 H 2EITHFT6
HEREROKRS., XiFEF>70+4> > 400mg/H% 1 H 1 [0 3 HERKERO®KS Lz
&, 7aUYINFIQTcHRZER L Bh o7, 7Y FEEO PR EROEIRLEIZSE 6 H
HO#E 1 KE&IZERERRD. 77 RELDEIL. 400mg/HT 7.3ms. 800mg/HHT
11.9ms Th -7 12 HAEAT—%),

) AR OER SN 1 HEEFARIE 400mg Th 5,



VI. EFEIEBICE I DIRE

1. EEZMICEELDILEYINIILEEE
HIWANIEE Y, NEIY—F, 2OV OBF MY A Jz=b1>, JEMNIF VT4 F
SN
EE BEEOH HILEMDIEE « $IRE L. BRHORNYE LSBT HI L,

2. FEIB(EFR
(1) {FRAERAL - YFFAtERS
739X RIFBAKEFNE S b U T LF v 2)VOERBANEE L2 EREIC(EE L . BEERRRIC
H5EREMREE 2 ZELSE D I LITL > THUTWNAERZTR T LEZHNTND 19,
(2) EN7=EH T DElERALIE
O CTADAREIFICITT DIFR
Z a9 FIFEREREY VA, R%F > R D IRIEY VA, BEF R Y IRET Y
by 6Hz TADAREEY TV ARUBRKER Y 3 v 7 RE (YVA, Fv b)) OEDHEERD
ERFEF 2 R U 7B E 7 )UIT W CTRIEZHIHI L 72 19,
Q@M CANAIRHEIER
RMZESRNEF > Y > 7Ty MZBWT, ¥ N U ITREREEIHIL 72 19,
(3) (FRRAIREER - FmbsE
FZHEER L



VI. EYEREICE T HIEE

1. MAREDHER
(1) BELEWLMPEE
FABERR L
(2) BRPREIER ClEER S NIcMPiRE
(EOHz5]

RFRARASM 18 flicZ 29X K100, 200, 400mg 2Z2BIFICEOEOKRS LIz L&, &5
% 0.5~4 BT Cpax [TE L. T2 3K 14 BRI TH 720 AUC KU Cppy (FREEITHAIL

THMLTZ 19,

BEIE SO RMEIE S5 X —5
rRE58 100mg 200mg 400mg
% 12 11 12
AUC,.. (g - hr/mL) 57.0 [20.4] 1164 [18.2] | 219.1 [16.1]
AUC,, (ug-hr/mL) 55.0 [18.7] 112.1 [17.11 | 2125 [15.0]
Coe (Lg/mL) 2.96 [15.2] 5.84 [25.0] 11.8 [15.4]
Trnax (r) 050400 035150 050400
Ty, (hr) 14.0 [20.2] 146 [13.0] 13.7 [15.3]
CL/F (L/hr) 1.75 [20.4] 1.72 [18.2] 1.83 [16.1]
VA/F (L) 35.5 [13.4] 36.3 [13.0] 36.2 [12.8]

AEAAE [CV (%)), T (FHRE (EEH)

[kiE#&5]

RFRMRASBMIES fli2Z a9 X K 200mg/bBlz 1 H 2 [0 7 HEREREOKRS UL &, MEEF S
a9 I NREZRGHGENS 3 HRICEERREICEEZE LUz, AUC, , DEBEREIL 2.4 TH-

7210 AEAT =),

(EXYEZDIEIEZED |

EEERA BN 24 BIlc5 393 F 100mg (RS54 >0y 7 10%% 1g Xid 100mg §% 1 $%)
BEMREEES L8 X, 5O 3 ROBMBIE S5 A—F L TOEED ThHol2e RIA

w7 10%& 100mg §&DEMZMRIEE DR S iz 19,




B[O SR DEMENRE/ AT X -2

EWEhRE FI4>my 7 10% 100mg & RGO @
INTG A= (Pl%=24) (PlE=24) (90%EHEX )
Cinax 1.05
(g/mlL) 4.46 [23.5] 4.24 [29.5] (0.93-1.19)
AUCy, 1.00
Tinax 0.25 0.50

(hr) (0.25-0.75) (0.25-3.00) -

Crax XV AUC  (IRMAEE [CV (%)]
T e (FHPRME (EEF)
a) K1 >av//8E

(G2 EIRSESE )
[BRREZRDDEMZREENABRAT 1 FF1 VEDO—HBEITONT (HR2F3H19H
HEREH 03195191 1T/,

SaAYIRRIA>av 7 10% [JG] £y b RI14>ay 7 10%%, Z7OAF—/N—
EiZEhEnEn 1lg (a4 I F&LT100mg) BEMABSHICEEREERORS L CMmiEE
ho a4 FEEZHIEL. So6NEMERE/ ST X —% (AUC. CL.) IZ2WT 90%EFEX
BRI TRREHRIT 21T - 724853, log (0.80) ~log (1.25) DO&EFANTHO . MHIDEMFH
BRI Nz 19,

(pg/mL)
5 —O0—FaAY IR RISy 7 10%[]G]
LAy FFEITALaY S 10%
Mean=xS.D., n=26

s S VIS AU B =

(@]
N
(0]
[\®]

24 AR 72
P =3 iz

KE&RORRE (hr)




<EMERE/NT X —5 >

HIENTG A= SE/NT A=Y
AUC0,72 Cmax Tmax T1/2
(ug+hr/mL) | (ug/mL) (hr) (hr)

FAYIRFI1Yay710% [JG 54.0+6.8 3.84+0.79 | 0.46£0.21 | 14.42+2.21
By b RT3y 7 10% 04.2£6.2 4.02£0.96 | 0.51%£0.65 |14.40%+2.00

(Mean+S.D., n=26)
MAFFREWNT AUC, Crux FD/NT XA =413, HEREOBR, FBROREE - BEEDR
BRMICE > TERSOJEEMDND D,

<EFEMDHIERER>
AUCy7, Crnax
2 "R DB ZE log (0.9953) log (0.9644)
90%EFEXH] log (0.9795)~1og(1.0113) |log(0.8798)~log(1.0571)
(3) i
FZLERIR L
(4) BRE - HHEEDRE

1) BEOXE
RFRAAASEM 24 #2729 X K 300mg 22BN IIERICHEOROKRE L L&, BEEZ
Z 34 I FD AUCy, KU Cpoy ITHEBEZE RIS 227220 BHEAT—5)0

2) HEAEORE
VI Z2tt (EAEDOERSE) ([TBEd 2IEE - 7. HEFA] DESR

EYHEHEER

O EMiEE EREER
Z a4 3 N, BEMRTEERTCYP1A2, 2B6. 2C9. 2C19 XU 3A4 \[Txf L&
B{EHZRIT. CYPIAL, 1A2. 2A6. 2B6. 2C8. 2C9. 2D6. 2E1. 3A4 KU
3AS [T U CHEBERZ RS o7z, CYP2C19 12X d BBEEBAERANRB I N7z,
Z3aY% 3 R, P-EEEEOHEBINZEE T3k, PEEEEICH U CTHEFHAEZRS
inotz (n vitro) 2V,

@ ERFREMIHEFAREER

AN EBEY

fREERASZME 19 4lic. 239 I F (200mg/[l. 1 H 2[@) OEFEREIZHENT, L
CYP3A FEREKUHERED CYP2CO FEHETH 5\ vEE Y (200mg/El. 1 H
2E) ZHAREROKRS L&, WVNYEEEZT a8 ROEHEKRED AUC,,,
KO Cray ITHBE RIS D070 BEMASYE 18 iz, 7)WL (200mg/M[Ol
1 H2ME) OEFREIZENT, a9 I K (200mg/El. 1 H 2E) zHAREROR
5U7zE&E, 73 NN EECDEERRED AUC 1, KU Cpox ITHEZ RIS
BIno7222 AEAT—%),



FXTSI—IL

[REERASEEE 34 Flic. 5343 F (300mg) DEEROHZEICHWT, 8\ CYP2C19
E%TH D4 AT5—)b (40mg/E. 18 1H) ZHARKEROERS L, 4
75— )UdT 3% 3 RO AUCy RO Cone IO BERIZS 2572, CYP2C19 BET
HDARATS =)L (40mg) DEEFORSICENT, 343 K (300mg/H. 1 H 2
) EHARERORE UL S, 5393 RIZFATS5 =D AUC, K Cpuy 105
BERITS ino72 29 PHEAT—5),

=9YSL

fERERY AN 33 Bilic. CYP3A BB TH 53454 (7.5mg) DBERROESHN
T, S3¥3IF (200mg/E, 1 H2E) #HAREROKS LS, Sa¥I RiE3
575 1D Coone % 0% S 7255 AUC,, ICHBERIFS ino72 20 BEAT—4),
TPV

RSB 16 filic. S-7)L7 7 »h CYP2CY BETHD LT 7> (25mg) D
MEREORSICHWT, 5343 K (200mg/E, 1 B 2E) 2HRREROES L
X, 5343 FIZSKROR-TIVT 7Y D AUCy, B Cp KHEERIFS S, 70 b
Oy EVERKROT7 O oy EROEREEL INR) OBAERT AUC 4« IC¥
ERIZE o722 HEAT—5).

@ BEHFEYENRERET
HAAKRUNEADBARNED TAMABEI OREONMEFETS 29I FEET —%
HAWTC, BEARMBIRERT 2T o7z, ZOERE,. CYP BFEEHZET DI TANAE
ThHHNNIELEY, Tz XRIET = /7N EY —=)VOHREICED, a5 FD
EFERED AUC 13, BRAKROVNRT, &4 25% KT 17%%m L7z 2627,

2. BYERERIVNSA—Y
(1) BIRFE
ZUERLL
(2) IRLEEEE
ZUERRL
(3) HEREETEL
RFRRABGE
A= ®’58 w57 kel (hr?)
ZJaYIRNRIA>ay lg AR B[]
10% [JG] (739 I F&LT100mg) HO#RE
(Mean=+S.D., n=26)

0.049+0.008

A TIPSR
BEARAIZT 29 3 F 200mg & 30 Ol CHEREFRARS L&, 2857V 5 2A
(CL) (& 1.78L/hr THH., 734 F 200mg 2HOREORELLE, Brd0£857 U7
7 A (CL/F) (Z1.84L/hr TH -7z 28,

(5) PHBE
fRRRRRA 24 B1ITZ 2 Y 3 K 200mg 2 30 2 CHERFEFRMNRS Lz L&, 2mEE (Vd)
3 31.1L THHOH., 7343 K 200mg 2HOEORS LS, BRATOOHREE (VAd/F)
l& 32.8L Th -7z 2%,



(6) Z At
B) =2

3. B&H GREaL—>3v) @

(1) BRI 73%
FZHEERL L

(2) NS A—IZENER
UhR]
HEM IHBRUTESER 1 sBRICHNT6 » AT b 17 R ETO/NETADLAEE 414
Bl (HAAN 46 flzsy) HofoniziifEdh S a4 I MEE ZHW CRERISEYE BT 217
W, NRIZEIT DT 3V I FORERMERE/ ST X —F ZH#EE LTz, REENTICE TS 738 FO#K
583 2~12mg/kg/H% 1 H 2 M5 (K% 50kg YU EO/NRTOREHAZIE 600mg/H®?)
Th-olzo ATOHWERE (VA/F) 130.71L/kg. BrFO£E2VT7Z A (CL/F) &
HRERUERITHKFEL. K& 15kg D 47®%%2 T 0.88L/hr (0.058L/hr/kg). A% 25kg @ 8
#E T 1.18L/hr (0.047L/hr/kg). K& 40kg ® 12 #RT 1.60L/hr (0.040L/hr/kg).
(5% 50kg 16 BT 1.83L/hr (0.037L/hr/ke) &HEEXH17z 20,

&F 1) AAENE 4 LA EDO/NRIZH U TERZE L T,
& 2) KEIOERR SNz 1 HEREHEIZ. BMAKRUEGE 50kg U EO/NRIZIE 400mg. 4=
30kg Pk 50kg KiD/NRIZIE 8mg/kg, A& 30kg KRiGD/NRITIE 12mg/kg TH 2.

4. TRIR
A APRISEUT 1
REERA 24 Bllc 7 34 3 F 200mg % 30 KU 60 43R CHIESREB IR 5 3 B ER 175
Liz& &, T34 3 RO AUCy, RU Cpo EARETH O . T34 3 REEOHER /A 4T RA 5
BV 7 1 IEE 100% TH -7 29,

5. 3fh

(1) IMmi& —AREF &1
FZEER L

(2) Mm% —FaEERAFT @@t
VI Z2t (EHALOEES) T IIEE -6. HENERZH I L2EEHICHIT TR, (B
it DIESR

(3) EitN\DBBITIE
VI Z&M (EHLOEES CTEJSEH-6. HEDERZET 2BEIHITLIERE. 6)
AR DIESHR

(4) BERNDBITIE
ZEERZR L

(5) ZDfthDIFRANDIBITIE
B) =2V



(6) MIREBHETEER
invitro (3% F 1.5~60ug/mL) & ex vivo (T 343 F0.7~5.5ug/mL) &lEED
fEoR. 7Y NOMTESKEERIZ 15%KiETH o7 29,

6. X3t

(1) BB R UM EHE RS
7 a9 3 FI3BIRE R OREIC L D EAD SHK LT 30,

Q) KBRS ITDEBER (CYPH) DRFE F5F
n vitro BB OFER, FBEHZHIINEELERBN TH D O-A FIVEERZEICEFS T D
CYP 7¥HiE. CYP3A4, CYP2C9 KU CYP2C19 THh -7z 30,

(3) VIEEBMRDEERUZDIS
ZEER L

(4) KBMODFEDEERUEMEL, FELR
FZEER R L

7. HEt
R A SR 5 Flic [C] -Z 3% F 100mg (40uCh) ZEOREOHKSRO 1 K CHEE
REEIRANIR S L & &, 5% 168 B £ TIT. RPITHRSED 94% KU 97%H kI X4
HhADFHI L 0.5%KiE TH 5720 RENEZT IV IF (# 30~40%). O-BiXFIViE (FY

30%). B (8 20%) KROMOMEBLRAH#Y (0.5~2%) & U THRHitaN7z 3030 FHEA
ij'—y)o

BEMAEMEICT 39X F 100~400mg 2B OREORS Uiz &, &5 72 FRE®R X TORHPHE
HRF, 739 F 29~33%. O-BiXFIVE 10~15%TH > 7z, MEEH O-Fi X FILIED
AUCy, FMEEH T 3Y I FOK 10% TH -7z 19,

8. hSVAR—I—ICEATDER
R L

9. ENFICLDIFER
VI. EYEREICBIT HIEE - 10. HEDHERZHEI 2BE| DESR

10. FENDERZHIDEE
1) BiEEEEERE
BEWEEDEEDR L DBABEREICT 29I N 100mg #BEEROKE L&, AUC, 3B
BEEIEHEZ (Clcg : 280mL/min) &HBEL T, BEEKTE (CLg : 50~<80mL/min) T
1$27%. PEEEKTFE (CLg: 30~<50mL/min) T 22%. EEETE (CL : <30mL/
min) T59%m <. Chu (TEENSEEOBBEETET 10~14%Eh 7z, BENSEE
DBEEEE TEIZBIT S O-FiX FIUED AUC,, ITBHAEIEHEZD 1.5~4.6 f5Th o732 (9t
BEAT—%),



B[O SR OEMENE/ T XA -5

e i BEET | hBEET | EEET
I 8 8 8 8

CLer (ml/min) -80 50~<80 30~<50 <30

AUCy.. (ug-hr/mL) | (5061 78] 16.0] (260
Crax (kg/mL) 3501 5071 10.0] 935
Trna (hr) 05.2.0 0510 05,0 0515
T2 (hr) e 1871 15.6] 78
CL/F (L/hr) 508 178 To.0; 260
CLy (L/hr) 57 SiA | a4 | Bis

BAEEE [CV (%)]. AUC, (& 0~96 BFEHE, T (dHRME (EEF)

CLg : BZUT I A
a) 74l

2) MREFZZITTCVDRAEHERERS

MEFENT 22T TN DRABERBEEEEORABERE T, IESEHTR L OZENTFS 2.5 KT 3

Y3 N 100mg 2BREREOKRS Uiz & &, FFSHIFICIEAN 4 FRIOSENTEER T Z a4 I KO

AUC); 1F 46%BH L. EMIZLDERERNRIEZT IV IR 57%. O-Fi XA FIVES3%TH O,
BT V75 AFZ 3% 2 K 140mL/min (8.40L/hr) . O-fi X 7))Lk 149mL/min (8.94L/

hr) TH-723239 HAEAT—%),

B[O SR DEMENE/ T XA -5

[M¥RZEHT FEBEHTIRS 4 IRsTEEAT
Bl 8 8
ZavI R

AUC, (ug-hr/mL) 43.2 [20.2] 23.2 [15.1]
Crax (ug/mL) 3.18 [22.4] 2.79 [22.1]
Thax (AI) 0.50 (0.5-4.0) 0.75 (0.5-2.0)
T, (hr) 19.6 [19.4] 19.2 [26.8]
O-fi X F )UAR

AUCy (ug-hr/mL) 6.63 [74.3] 3.43 [68.5]
Crax (ug/mL) 0.48 [69.5] 0.22 [69.1]

BAEE [CV (%) AUC, (3 0~24 BEEHE, T (SHRE (EEE)



11.

3) HteEREERE

FF#EED P EREITE T L7z A (Child-Pugh %% B) 12724 F100mg/ElZ 1 H 2 [E 5
HEREROKRS Lz &, BERACHENTT 29I ROEBERED AUC, 1, KU Cux 1d%
NZN61%KV 50%EMN o7z, Tz, METEELLZEFRED AUC) 1, MU Chux lEZFN
ZNAT% K0 37T% =7z, EEMEEREERE (Child-Pugh %8 C) TOEYERE IR
FLTWZRW3Y AEAT—%),

EHREDENENE/ T A =5

R 5 Child-Pugh 478 B
i 8 8
AUCy,, (ug+hr/mL) 53.3 [17.3] 85.9 [21.7]
Conae (11g/mL) 5.83 [13.3] 8.75 [18.7]
Tpe (hr) 1.5 (0.5-2.0) 1.5 (0.5-2.0)
T, (hr) 14.8 [19.7] 24.1 [23.5]

AAFEME [CV (%)), Thax [FHRIE (HEH)

4) StnE

65 MU LOEERSM 11 fIRUEEHZM 12 6licZ 34 X F 100mg/b% 1 H 20 5 HEKRIE
ROREG L& Z, A5 RUTORRASEMSE 12 flE R L T, SimBHAULEIENWTT Iy
I FOEFERED AUC) 12 13ZNZN 33% KTV 50%E <+ Chax FENZN 29% KT 53%1=
molz, ey RETREELLZ AUC,  , FEIBERULEITENTENZN 26%K% T 23%
‘o7z 35360 MEAT—5),

5) CYP2C19 EfzF3&

HAAROHEAERBEASES 18 filz, CYP2C19 S FRITED S R#EEEIcL D, &8
SUEAGHEE (UM 16 SR3#EE (EM) 1761, hrEA#EEE M) 10 6, FOERH
gEE (PM) 8 #licarld, ZOENIZT 34 K 100~400mg ZHEORORE L&, 73
Y I FOBRSENOGETREEL L AUC, o1& EM ITHANTPM T 24%. IM T 10%&5

27z 16)o

Z DAtk
ZUER 2L



VIl

Z2E (ERLDIES) [CEIDIEHE

=z

ZEASEZDERH
HEIN TN

ERRBEZNDER

CER (ROBAEICIFZS UV L)
2.1 AANIDREGTIZ3 UBBUEDBEED H 5 B
2.2 EEOEEREDH 5E8F [9.3.1. 16.6.3 2]

MEEN I RICRHET DiFR & ZDIEH
BEZIN TN

RERUREICREET SR E ZNDEH
V. BRI 2IEE - 4. AERUHARICEET HTE] OESR

EELRERERE ZNEH

8. EERERIER

8.1 EAFICK T 2R EGEDTHREER W LRSHIECLD . TALARIEOEENIEI TAN
ANERIREDNH HOND D HDHDT, &E52HIET HEEITIE. Pirled 1 BEMU LM
I THRAITHE T 2R EEEITTO &,

8.2 H#EMwE., BHR. IRX. BN - £ - REEFHRENEDETHEIDZLNH DD
T, FARSHOEEITIIEHBHEDEGSE, GRZH I EHOBREIRBESELRVWLIERT
5T &,

8.3 PRERODEENH 5N DI EDHDHDT, AEIDESHIFIE_EULOEET Oy 7%
IZBEE Y DR GEAR. Afiafasd. BRiEAE. BEELL S 50K KM, 8fE. BUlng) O
RRITEET 52 Lo FAIDKREHITZD L D BRIERDND 5LNTHEITIE. EBEMMOBZEER
35 & 5 BERVZOREEIEET 52 &, MBEREPEEDVEE (OAEEXIIOR
£%) ODBEDOHHBE. NV AF v RIVEE (TIVATIERES) OHHEE. PRHE
FROIERZR ZTHENDH HFFZHHAL T\ LEEETIE. AFRSHBREUERAERS
HIZOBEMNREZTORE, BEOREBRORBOZ L ZEERCBEEIT LI L, [9.1.1,
10.2, 11.1.1 28]

8.4 ZHlEE. HE, WEBEMZEOBMIERLD 5bh, BRENIIEDLZLHHDDT, KA
’:}'4361@%0)47(%‘&0{“%‘@ ML2EEER BRI LS &, [8.5. 151 2]

5 BENUZOREEFICHEE, BRENFEDBMERFEROIUREMEIC OWTHIHBAZITU,
EEW&E&&CLE?@%E&D a5 L51E8T L L, [8.4. 15.1 ZH]

8.6 B, BREDIREENEU DAL H DT, BRI, REEICOVWTHZ %2

FREL. EEVPRDSNIBEITITEVRLEZITS 2 &, [15.2.1 2]




6. HENER=ZHEIDREICEHIDER

M

(2)

(3

~

4)

(5)

(6)

7

SHIE - BIEBESFDHDEE

9.1 G - BIIEBEFDHDEE
9.1.1 IMEEREVPEEDINVER (DEMEEX(IDAEE) DEHEDHDEBE, ThUTLF
+RIVEE (DIVAIIERES) DhDERE

AEID PR BRERFRICEDEZET 0y 7 EMHERT 28 ZNHH 5, (8.3, 10.2, 11.1.1
Zid]

BHREEEEE

9.2 BHEEREERE

9.2.1 EEEBHARENHDEE
[7.1. 16.6.1 B&]

9.2.2 MiFERZZITTVDRIBHAEEEEE
[7.1. 16.6.2 Z&]

THREEEERE

9.3 HaEEERE
9.3.1 EEDHHERENHDEE
BELRNZ &, REIDMHREN ERITDBTNHH D, [2.2. 16.6.3 BH]
9.3.2 BEXIITFEDIHERZENDHDEE (Child-Pugh £ A RU B)
[7.2. 16.6.3 ZH]

HlEgEZ=HB I &
BREINTHRN
HERIE

9.5 43w
IR R U CWSOJREME D H 2 I3, R EOFE@mMEAEREZ L0l & ¥
HEEICDARET D Lo
7Y MZBOWTIREBTENED 5N TN %,

279w

9.6 R3LIF
R EOERENURARBOERE 2ERB L. RADMFXIIHIEZRETT DI &,
b R HITHABITT D 2 EMHESN TN D,

INREF

9.7 INRBZE

9.7.1 BHAEMGKER., FAER. AIRNIE 4 RO IRITH I DEERERER IFEM L TR0,

9.7.2 /NREZDERYFIE TR S BEFE: 2R 3 DEERAERIZEN - 5 & b ITiTbh T
A




(8) S
9.

8 SEnE
—fRICE RS TIZEEEREMET L Cnd, [16.6.4 ZH]

7. 1HE{EH
(1) HEZZREZNDEH
HEIN TN
(2) HEFE & ZNDEH
10.2 HEFE HBICSFETDIE)

HH| 2% BRI - BB W - fEREF
PREMBOTEEZKLZT | EE/ 0 v 7 EMNRE | #HHICL D PR HEREEIERHHEIIN
BZNDH HEFH| ITHEEENLD D, BT 2B ZFNDH 5,
[8.3. 9.1.1. 11.1.1 &

]
8. EIWEMR
11. BWER

ROBIWERAD D 5LND I ENHDDT, BEEZ DTV, BENRDSNLGEITIIHRS
ZHibd o7 EEYIREZTD 2 &,

(1) EXTIZEIER & ¥IHRAEIR

11.1 EXIIEIER

1M1 BE70vT, #ilk. K@ (\WIThd 1%KiE)
PRRERBOEEZE T HZNDH D, [8.3. 9.1.1. 10.2 Zi&]

11.1.2 P HEHREIRFEFERIE (Toxic Epidermal Necrolysis : TEN). REHSIRIRIE 8%
(Stevens-Johnson fEf&8f) (W3 N EHLEERA)
FHE, KB, K- UbA. £HF. [HEEE. BRM. ORREOEELRD 5N/ZHEIT
3RS ERIEL, BURLEZITS 2 &,

11.1.3 ZAIMBHAELEIRE GEETH)
PIHAMEIR & U CTHRE, RELA SN, BITHEREREE. U >/ EER. BMmBEm, Fs
e, ERY 2 IRHBESE 2D EREDERLBBUERDN S 5bNd Wb b, BE.
ERANVRRATA VA 6 (HHV-6) ED VA )VAOBEELZLES 2R, #5hiE
BHFRZ, RE, FEERESOERNERD D2VILEBIENT 52 LH DD TERET S
L3,

11.1.4 SBFEAIKE (EETH)




(2) ZDfthDEIEFA

11.2 ZDOftbOEIER
— 39%LIE 1 ~ 3% 1%k SRR
BE D E | TEEE, B 5 Om. R e
(17.8%). @ | @ e LN DAL
. B RCRLSUAR. S
B ZAEE.
=aTH),
KRR g% fgg §
R, R
HEEREE. IR,
B R
IA7O0—X R
MET Putni
R . B8
% MRS
=0, B | TA WIRE. OM
Htes 851 555, [
fEm OIS O
e IR
RBF O AR
%5, BRD., NEHE
K 7 > AT
I BT
BEER REEAE
s OEEDHE | BB
2 SIEE. Sl | A, M. 2| REA
ot Wi (5. EIEE 4.
e 4E S
BOETIR

. BRREERICRIIIE

WEIN TR




10. BELRS

13. BEEKRS
13.1 fER

BERS (BA12000mg) ITX DB oNTRERIE, FEEDFEWH, Bo, FE (B
MRERRREE. CADPAERRE) ., MEEE, 23 v I RUBETH Tz, £, 739
I F7000mg Z—EITARA L 7Bl TIREMHRE SN TN D,

13.2 W&

FANSMBENTIC X OBRETIRETH D, FHLU TWDIERDEE 1T U TIIRENT DEfi 2%
Bd 52L&, [16.6.2 B8]

11. BELOFE
BEIN TR

12. ZOMDER
(1) BERFRERICED < B3R

(2

g

15.1 BERRERICED < 15

BN TEBSNIZEBREDOIITCANARITE T D, TADA, BREKEEZXNHRE L2199 D
77 LR RERREROBRERICENW T, BREBNRUBREMDORETHDY A7 1, 1T
ANIPAEDRRRBECY Z bR E IR L TR 2 fER < L TADAFRAEE 1 0.43%. 75
LAREE : 0.24%) . FITADAREDIRAR TR, 77 hBeHX 1000 Ad7zD 1.9 A%
WeEtE Iz (95%EEXM : 0.6-3.9). /oo TALABEDY T 7 )V—T7Tld. 75
LREE LN 1000 AD720 24 ABWEETESN TS, [8.4. 8.5 ZH]

FEERARELERICE D < B3R

15.2 FEERFREBRICE D < Bk
15.2.1 FEERPREMBIREGER ICHE W T, T3P I FIZT v b OKEEIZRER 35 HEX TH

L7ed 2y b0 26 BRKXU 104 BERERSEEFHBRTRICER IR0 T, 1 XD
52 HREINERSEMFRICENV TUKBEORLIEIED o ah o7z, BER. BREDIRIC
E92EWFAHORRRIT 7Rl 0E L. 16 BRRSDOHBHEASIHEGARD T 7+
IEETIE 1.6%1Txt Uy AFI 200mg/HAEF T 4.9%. 400mg/HAEF T 12.2%. RS T
(& 5.5%TH 0., WHEIEHAR (HEiE 077 REETld 4.4%I12xf U, AFl 200mg/
HEET 8.9%. 400mg/HA T 18.0%. 600mg/HA T 30.5% CThH -7z, [8.6 ZH]
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