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U7 ThY, F—dbo 27 7 BRASH3 TR 26 45 11 A 21 B3RS 1121 55 2 B2 IS KGR HGE 21T
VN, 2018 4F 2 HITAKGR A BUG L. 2018 4F 6 A LV ks & BAsA L7z,
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TEN) . BRALIEHRIERE (Stevens-Johnson JEMERE) | &8, QT LR, [L=MHA (Torsade de pointes %
wie) . AMEEREE, MEMER. BUETK, ITERERETE, B, LMEREAE, BERRERAE ., i MEeE i,
M/ VEVENG S, AFBRERVEMG . IRV R NGRS O ML 2 £ 5 BRI, MUK MAE, (K
B 7 ARG TR S OREEE . FEEL. AR, #1190 OFEORGMEEIR, IS AE A BRI S E O
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2F %
LEVOFLOXACIN INTRAVENOUS DRIP INFUSION BAG 500mg/100mL DSEP|
LEVOFLOXACIN INTRAVENOUS DRIP INFUSION 500mg/20mL DSEP|
()& FFDHEX
WA PR 1749 H 22 H SERFERSE 0922001 5] ICESEHRE LT,

—hE2
(DF & (dgiX)
LRZ ax ok (JAN)
Q% % (&%)
Levofloxacin Hydrate (JAN)
levofloxacin (INN)
Q)R T L
FU VU ABERBIEIR « -oxacin

CBERXRIERERX

HSC\ CH%
N O/\r H
A
-1 H0

F CO:H

- PFRRUSFE

43 F3 0 CisH20FN3O4- %Hzo
/78 : 370.38

. AeFEHR (8%E)

(35)-9-Fluoro-3-methyl-10-(4-methylpiperazin-1-yl)-7-ox0-2,3-dihydro-7 H -pyridol1,2,3-del [1,4]
benzoxazine-6-carboxylic acid hemihydrate (IUPAC)

ER%A. Bla. BS. 585

LVFX (A AMEEERRIE R E O G EY s 75)
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7. CAS B8 &S
138199-71-0 (Levofloxacin Hydrate)
100986-85-4 (Levofloxacin)
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B B~ B A ORE SUTH RO R TH 5.
AT Ko TR A IR A B2 5,
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FEfE (100) IZIEITOF <, KUTAH ) —MZRORBTIC K, =& 7 —b (99.5) IZIEIFIZ W,
0.1mol/L MiFeakik \ 2T 5.

VLN K 1g USRS 2 72 ORI R
FEme (100) #) 4mL
7K ) 60mL
AL )= 9 95mL
=% /)—/ (99.5) 9 200mL

F)RiEE V
FESEHREE 11~93% 2B W TRIBHEITR S 2 hvo 72,
GEm (HfER) | A, BRES
#1226°C (4fiR)
(G)ERIEEfER T
pKai : 6.11 (I ARF I VE HEE)
pKas : 8.18 (BT VD 4 iDEH, k)
(6) P ECIREL
n-4 7 % /—/u - Sérensen #E#EHK (pH7.0) ; 0.553 (37C)
(NZ DD E L REE
FEHEE © (¥ —92~—99"  (BAMICHHE L7=Hd 0.1g, A% /—/L, 10mL, 100mm)

(
(

2. AMRDDBFREEHTICE T HREL?

O | ok ke T 5,
ot 1.0mg/mL KT, #OETIE T (30 77 Ix-hr) THKI 44% 503 %,

3. AMES ORERHERE
HASBHF LR 7 axV o oAk omRABREC LS,

4. AIRSTDEE!?
AR S VA7 a4 KO EREIC L D,



V. 8HNZBA4 2IHE

V. 2HI|(ZBHd 51EH

L E W
OB ORE . SR TR
- BB
e 7 4 pH (kB MRkt 1) " #

LRoOoxSS omEggs/ vy

3.8~5.8 1.0~1.2 s o~ MR 0 D VBB 720K

500mg/100mL [DSEP B~ R G OB 72 1
S T AER 5 . , -
[/7|' 0 #"j’ v /,.“/ﬁﬁ%/ji 3.8~5.8 %@0.9 7E) ﬁ@,’\/%ﬁzﬁ@@‘(ﬁﬁﬂfi‘(&

500mg/20mL TDSEP |
) Adh 20mL & AFRAEIR 80mL TAREE, 72, MRNLARWEGSE. AMLORSEHELIZN 0.3 Th o,
QBRRVBMEED pH, BEELL. HE. LE. TEL pH HZE

Eie Tv. 1. (1) #lRoRA., SHERERUHEIR) 2R
QRVEHFKDBFP DR LE[AKOEER NTESE

el

2. HEIDHEK
L)EPES CEERS) OEE
13y 73T AN TARICEN TR DR % &

W 72 4 BN W
LRZ72O0F9S U RifgE vy LAR7ZaxYo oK (HB) S [ il NN
500mg/100mL [DSEP] 512.5mg/100mL 900mg. pH A
LAR7aEx4s mmEiet LARZmXF ok (HF) H i)
500mg/20mL TDSEP] 512.5mg/20mL P FH D
()@
Eie TIV2.()ESES GEMRS) O&E) 2R
QRIERENDRE
VAR 7o %30 fiiiEN» 7'500mg/100mL [DSEP] (1 %72V ) : Na+t15.40mEq. Cl-
15.40mEq

LR 7 m %Yo SEEES00me/20mL [DSEP] : &% L7gwn
Q)RTBERBRDEBRRUVEBE

ML
(5)F Dt

ML

3. EHFIDHARE

8. WALDIEE

QFFEHE A -
KAND A T ARFNT, AT S THIRT S 2 ERNEE LV, B, HRGIESC TS L
(IO TE THRW EOEE) OHEBR)
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(2) AMEREHR L T D & RPAFEDBIRB L TS EX IR LN &y
B) BRI LisnZ &,
(4) BEREHIARETH D,
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2. INA T ILELE
Q) BT IERY &L, EHBRORRITEN LnZ &,
Q) BRLOMWEEZRFFT D720, A TIOVOME AR E TRE Lanz &y
(3) AWK E LT 24 FEEILINICELA LD 720 2 & D3R S LTV D iR & 7=,

WA B & (mL) N ER (D) & (mL) AR (%)
RGARTE 80 5 250 13.5
KEEBER 5% 80 5 250 13.5
Y& - T1 SR 80 5 200 11
VUK - T3 Bk 80 5 200 11
TIT v 80 5 250 13.5
777 v 7 G Wik 80 5 250 13.5
¥ N ik 80 5 — —

4. ZAE. A OLEEICHT HEE
BAR AR

5. HFDBBEHTICEITEREM
B EERL 2 W27 T By MRTREHEO R HIRFRER (25°C, MAXHEE 60%., 34 OFfEF., MK OE
BEIIHKEOFHNTSH Y, LART7 X% il E/ Ny 7 500mg/100mL [DSEP] KONV ART7 a4
SIEEE 500mg/20mL [DSEP) (Ll OHiGE FICB W T 3HEMLETH D Z L BRI LT,

LAR7ax4>  Ei#EieE/\v 5 500mg/100mL TDSEP] D& EERER

i PRI PRIFIEHE LRTF I R
MR EREB|25C/60%RH | 7T AF v 78y 7 a4 48D 36 » H 27 L
o R B | 40C/T5%RH | T AF v 7Ny A+ AE D 65 H ZibZa L
wrEEERER () 60°C PTG AT Ry T AL AR D 3% A 27 L

SRR e | PH- GROET
e wn | 25°CI60%RH |7 7T Y77 120 olx-he ) Sren ) oe e
s Of) D65 5o~ (Z200W-
TG RTINS D hr/m?2) 2k L

BIEEHE : MR, MR, RiEE, pH, MERER CEEmE) . =2 F 3o v, RIS, "R —%, Rty
RYBEMHMRL 1, MW, Gm. Kok
a: TITARAF v I T 4V h, Thte b: BBTTAF YT T VA



V. fANZBI3 5HE

LR 7 Ox5S U miEssE 500mg/20mL [DSEP] D& EHKER

# B (RAF A {RAFIEHE (R A7 R
B W1 0% 17 5K B | 25°CI60%RH | 17 A/NA T b O+ 5 36 » /1 ZAfern L
o R BR | 40°C/T5%RH | T ANA T L O+ 6 » f ez L
AR (REL) 60°C H T AL T D+ 3 A ez L
T T AINA T )@ FME O
st (o) |29C/0%RH [T =0y T A RVCHoR | L oL
TR D65 77 | HITANALT L hr/m?) —
AT ASA T v D158 Zie7s L

WEEH - MR, MR, pH, MERR E&PE) . = Fh¥or SR E, WAL REEEY.,
R, R, &%

a:\ETTA Tafe, FroS

b: BZEOTTAF VI 7 4V A

<NATILNHBEOFREDLEME>
LARZ7 x5S o Ei#EEsE 500mg/20mL TDSEP] (/3 ZIILEFK]) OFREODLEN
IR & LT 24 BERILANICRE B ZE LD 72N 2 & B ER SN TV AR & 7,

W A0 TR & (mL) APUEHE (F5) & (mL) ARG (5
REERE 80 5 250 13.5
KEHER 5% 80 5 250 13.5
V& - T1 5k 80 5 200 11
VU & - T3 Sk 80 5 200 11
TIT v IE 80 5 250 13.5
777 v 7 G Wik 80 5 250 13.5
¥ K iR 80 5 — —

TRAFSRAE: « Y, IR
WEHER - MR, pH, &R

NVI14BRALEDFE) . XAQOEBRTORKEVWLEDBERICOWNT) OHESM]

. BBROREN
Az L
NA TR OFRE OLEMIT LR TV S RFDFEEGTICHEITIREN 0HESMR

ChF EDEREEIE (MEFEMZEL)
LARZ7B x5S aiEgkiE/ v -'500mg/100mL DSEP]
XI. f®&) OEESHR
LARZ70x49 0 Ai#iE500mg/20mL TDSEP] (/X1 7 L)
AR & OREZIZONTE (VS HADEBERHTICHEITERENR OHESH]

. EMERRBRE
A% L7200



V. IR HA

9. WA DHEMAS DMHEEHERE
HASR T VAR 7 a4 o IR O BIEIC K 5,

10.RAIPOEMAS DEE:
HARSER T LA 7m0 AAEFROERIEIC K D,

11.77 fii
A% L7220

12B AT D AIEEME D & 5 T
BFIPIZ, 0.1%LL EIBAT 5 AlEMED & 2 B E 1R B AR B S Tun B,
ZDIENT, WAIGIIRAT 584 E LT, UToEwRIHE S TW5,

0 0 0
EtI:;Ijl] F COOH F COOH
| | |
ANy VYN NN
N 0 N_ CHOO HN 0
H:;C/ \) \)‘CH:’ H:;C/ “CHO \)VCHJI \) \)‘CH:;
e JRe F (A S fE-1 PRI K SESfFEY-2 A F AR
0 0
F COOH F. COOH
| |
/} N (N N
NH 0 N 0
e~ \’)‘CHa }hc/é\’J \/J'CHa

SRS U7 LMK R4 NA R YA 1

I3 EEMNRELGRR - NN BRGERRICHT D1ER
A% L7

14. 2 Dfth



V. BICEEd 5

V. JBEICEEY 5IEH

1. FEEXEFHE

GEIGH )

LARZm %P MO T FUKRE R, LoV EREE, MREKE, IBEKER, €7 7k87 (T A T)
ﬁ??WJX\ﬁﬁE\k%E\?7XE\N?f7Xﬁ\V%DN75*@\7V7V15E\17?DN7
A—Jg, BIFTR, 7T URE, EAHRT - FAT=—, FTubF Uo7 R, XANE, A7 oW
B, FRIRE, TR MR E—R, LIUAXRTE, TAETR, BRFEE, XS NA NI hayhRgE, S
RNTI7R/. QI oy FT (23T - TART 1) N7a—<7I7IV7 (VIIVT - bTavwT 4
) MR IVT (VT7IVT s ma—F=x) | RV AM AT T (A AT T Av - ma—F=T)
GEGEE)

MG« BME R OVFAITAISE 0 IR, Ifigk, 1B PEREL g ﬁ SO YRR G BEDER . B RE R ALK (TUEE,
1BPEAE) | KR LR% (RIsEHLZe) | A, BSERk, BER. BT 7 A, NTF T A FENERE. FEMES

Ry PRIE, TNBTIE, NA R, BRWE, QA

2. RERUVHAE
WHE. RAIIZLAR7ZaxY2 02 LT 1EB500mg 2 1 H 10, £ 60 M H T CEMERTET 5,

<AiZ - AZICEETHFEARLOFE>

1. RKANOFERIZHT-»> T, IEEOBBREZ<T2o, JFHAlE U TERSZMEEZ R L, BERORR BBk
NROHM O EIZE EHDH L,

2. JFF T A, NTFTACONTIE, LARTZaFH T ol LT BAANCY Y B X ZEAII3R 0 Al o # 51
MbEw) 14 AfEGT252 &,

3. BIHOIIE K ONER OIHNCIE, BONESRST (EMA) 728 60 HO#G-2HELE L T\ 5, SEIRDSEEME L7z
BT, ROBGICUIVEZLL 2L (([SpEE omEsl) |

4. REIHGNMEL 255612, BRBBlEE +0I1ATH 2 &,

5. AFNT A EEICORBHAT S Z L,

6. BRI AT CIEEWM IR ENRHET 20T, Tk - HEZ XL LT, LEISUTREREE
WU, BE5EMEEZH T TS THZENEE L (([ERY@ERE omEBR) |,

EHAE Cer(mL/min) ik - HE
20=Ccr<50 #JH 500mg % 1[A], 2 H BHLAKE 250mg % 1 A2 1 [E#& 535,
Cer< 20 #JH 500mg % 1[A], 3 H HLAKE 250mg % 2 A2 1 [E#& 535,
3. ERFRAIE

LARZ7B0%49S Y Ei#ERE 500mg/20mL TDSEP] RULARZAXHS 0 Ai#EHE/\ v 500mg/100mL TDSEP |
IERRHBRZEIE L TLVEL, ERIREEBRBEICET 28T T E v FORHERE 500mg/20mL, ¥ T E v FoRiH
E:¥/\y ¥ 500mg/100mL DA B Ea—TJ+—LMhB5 AL,
(DEERT—42 /8y r—
ZMERR L



V. 1BRICEId 5 EHHA

7RIS
1) HREHEHE
i) SRR R R Y
IME « BVE R ONFARTAISE O R B & iH 1T,
BIMER NZEEEREFT 2 2 2 B e UCHEM LZ3EERIETIERBROFRIT, RO LBV THhoTo,
PB4 AR (%) AMEBIHIER]]
SME + BME K ONTFARTRN S 0 kG 90.0 (9/10) ™
) AFI»S LART X U8 500mg 1 H 1 [EHG~08) Y B2 @ik 1§ Titbhi,

LARZ7a x40 500mg & 1 H 1 [BAGEERE L 72RO

i) PR 2R R SAE ¥
TR EE 2RI, AANOANER L eI Ttd 52 L2 A& LTHEM L7z BIEALIEE ML
FTRERIHBGRB ORI, RO LB ThoTo,

AR (%) CAZWEBIHAER]) BERSE (%)

VETaxy R | 7 R TRV OB | [95%(EHIKR]
88.5 (92/104) 88.8 (79/89) -0.3 [-9.3, 8.7)

) EHLELL
a: lLAR7odYr 500mg & 1 H 1[EFEESE
b: &7 NI T7xYV 1g % 1 H 2 B AEFHE

MR S e R st 12, LR 7 330 500mg % 1 H 1 [BSTEEE L 720 A9 L e et %z

BEtd 52 LA HIE LTHEM L EBRRRBROBRIZ, ROLBY Thotz 49,
PR B4 B (%) U REGIHIER)
92.8 (232/250]
100 [ 17/ 17)
100 4/ 4)
1000 1/ 1)
94.3 [ 33/ 35)

Mtz GEERMGZ% % & Te)
<A a7 T X<
75 VT ik
LA R T ik

8 PRI 2399 28 0D IR Jk Y

i) FRERERLAE ©
BEHEMEREIE R R OV R R BB EZRRIC, RFOFHIER LS ERFT 2262 E LTEHEm L

VR ALIEE M ATRE LERGRBR OFERIT, KD LBV TH T,

TR RO A (%) (A ZDAEFIHFRIER]) BERE (%)
LR X4 Bt SRR T7a W D [95% (S HEX[H]] ™
93.7 (119/127) 89.5 [111/124) 4.2 (-2.7, 11.0)

) ERUTEL
a: LA 7odxY500mg % 1 H 1[E 5 HBE AT
b: XX 7uXH¥ 2 500mg % 1 H 205 HBEHHE

PRIBIEIE B 254 RIS, LA 7 %90 500mg & 1 B 1 R EHE L7z ke DA 20 M OV 2 % it
THZEEAME LTHEM LLERABROBRIT, kOLBY ThHo7 67



V. BICEEd 5

HIE FHIR R DA R (%)

s A SME B 151

HEHEVERE e 92.3 (36/39) F1- #2)
EEALES 94.3 [83/88] "9

MBI J A 95.3 [41/43] "

PEHENERS B % 93.3 [42/45) ™V
SRR B PERTSZ IR 2R 83.3 [ 5/6) D
SRR EIRR 83.3 [ 5/6) "D

B VERE S i gk 66.7 [ 2/3)

77 I VTR R R R 100 [ 3/3)

HD AFNS LR 74 8 500mg 1 H 1 @&Ef«@tﬂ@*’%z%@%a@
@@ﬁzﬁﬁi MR RS 37 A1, %@ﬁﬁﬁ B 41 B, BEHENER
2% 43 ], 2PEREMERTSI RS 6 61, BB BRI 6 filTiThbnT,
%ﬂ)$ﬂ&555%®%ﬁ?%0\&5%T5~9H%@7&W6@W%]Tboto
3) KA S 5 A OHETH Y, HEHKT 5~9 HHEIL 77.3% (68/88) Th -7z,

iv) RBIERREE 9
APEIRSER L OAMEBE R EBE 2 RIC, LARTZ7aXY o0 500mg 2 1 H 1 [BEREEE L2 oA
RO a5 2 L 2 A E LTEMLZIEERIETRRBROMEEIL, kOB ThHoT-,

B4 HHE (%) CHEFIHKAERF])
A gE S 100.0 (5/5) ™
2 HAE 2% 100.0 [3/3]

) ABEIS LR 7 a8 500mg 1 B 1 B[S ~D8) 0 B2 JRIEN 1 FI Tz,

v) BERERIRLESE 9
JERRAR B 5t RIC, LR 7 a X3 0 500mg & 1 H 1 ELEREGHE Lo IR 22 Batd 5
ZLEEBEME LTER LIZIEERIEGHEHBROBRIZ. kO LB THhoTz,

PR B4 G (%) UHRVEBIHRIER)
NE NS 7% 70.6 [12/17]
NGNS (B RN RIEMERR BIC L D MR A R <) 61.5 (8/13)
BN RE R B X B B 100 (4/4)

vi) 3R AF R R E O
FENELE R OB BB E 25 RIc, LARZ7aXdo 0 500mg 2 1 H 1 [EAESE LA
SR O MR D 2 L2 AR E U CHEE LIEERIESIERBROERIL, ROLEBY THoTz,

R4 B (%)  ARWEFIFAER])
T Y 85.7 (6/7) ™
FEA R R 80.0 [8/10) ™

) AFS VAT oY 08 500mel B 1 [EEG~0Y) ) B2 L2 &, Y102 BIEIT. FENRY 5 6,
FEfBIEE 9 FlTiTbh,

2) EREAEBEAE

FHRGIERF 2RI, LART7 X0 500mg & 1 B 1 RLETREFHE L 72iF O A 00 o OV 2 2 1t
T EEEME LCHEM L EIRRBROEREHEIT, ROLBY ThoT,



V. 1BRICEId 5 EHHA

[E ) FEH R (%)

7 RO ERE R 96.8 [ 30/ 31)
LU ERE R 100 ( 14/ 14)
fifige EREE 98.3 [ 59/ 60]
A=Y R AR ER 100 ( 5/ 5]

5 BK o 94.3 [ 33/ 35)
T8 T (TTUNAT) BET—I R 100 ( 11/ 11)
PN 98.3 [113/115)
vhaATH—E 100 [ 4/ 4]
A AVESY 100 [ 31/ 31)
T TFunyrZ—g 100 L 9/ 9]
vIFTIE 100 [ 4/ 4)
A=AV 80.0 [ 4/ 5]
A TN 100 [ 60/ 60)
TRAREE 83.3 [ 10/ 12]
LA R TR 100 [ 1/ 1]
NTRARLT by AR 75.0 [ 18/ 24)
TVRT TR 100 [ 4/ 4)

) L= U UMM ERE - Ro P AR=2 ) L (PCG)D MIC = 2.0ug/mL

() FEREE AR

1)

2)

HEHRSHOREUERUVENBEO®RE (BEAL. TS5 RDE. EERILERER)

RN B 48 5] (H AN 250~1000mg #£45- 8 5], &1 40 . A A 8%l (500mg #¢5) . &> T 48
f) \ZLART7r Xt 250mg (60 43) . 500mg (60 %7) . 750mg (60 43 1% 90 %7) . 1000mg (120
57) HHEEEHE Lz, ZORRE. B R AEFRIIRBO ONTEENE. KOABEDRHER I N,

) AFIOKBME - A&, B, AL R7exds 0L LT 1R 500mg 2 1 H 1, 60 25T
MEFFET 5, | ThD,

R#E (7 BE) BEBFOREMRUVEVBRORE (BEALE. 75t RAE. BERIEEHR)

fEEER A B 23 6] (FAEELEE 9, 7T 1R 3%, 32461 (55 14IITkPTHIE) ) ITLR

7u X% 500mg, 750mg Z 1 H 1[5l 60 /2T T 7 HFAHEEE LR, #eBRsEe 18 il 8

BNZIESTERALALEE, ESHALZ D B OUTES AR GO b W OFSR  MALRE TEIfE L

776

500mg FED 1 il TR B AVT- S E DS 2 FERDISNE, R ST T R TREThH -7, H
SR D VEREILE O PRI QMR FE O S ALALBE 235880 H L7z 16Tl EE RN O] W CREZE D 1k S 7228,

fihd 7 Bl TIIGHBERFTRE Th o7, B, 77 BARHTITAFRERLRIIRD NN o7,

DER, N 2T A v BRREMEICEROICHEE 252 IO b hote, LIz - T, B4

PREICEKRZ2MEIT R <. ABRMHEITIRTH D Lflkr Lz,

1) KRFIOAGEME - A&, TEE., KAV R7edd2 0L LT 1HE500mg 2 1 H 1E, K 60 55 hF
RS ET 2, | ThD,



V. BEICEE3 5HE

(AIFFRMRER
FARPSA

(5)RALHIEAER
1) EEALILITHRERGRR
Y LR
2) HLEEER

EERR L

3) ReMHR
EERR L

4) BE - WERIRR
EERR L

(6);AERHIfE A

1) ERARERE - BEERBERE EHRE) - RERTHRERKRHER (MREERRKER)
M ERR L

2) RREHELTERFEOHNBEXIEER L -HBROBME
M ERR L



VI. HELh3KECBA 4 5 IE A

VI. E3EEICEHT 5I1EH

1. EEZFMICEAEHSILEMXITILEME
U R ARCmRIEY A 7axtr (OFLX) . /v 7eXx#vy (NFLX) , vy
(CPFX) . bAx7ux¥ v b vligtaxing (TFLX) . "X 7aXx¥ 0 2 uigih (PZFX) %

RIEER

(D)IERERLL - 1EAHERF
LARZ7aXxHouit, 8 IRKTHLA7axd 2 00— FEE(—) -(SIETH 5.
1) EEA 1029

2)

VAR 7m0k, SRR A G T 7 T AGYERERENR OV T ARRMEEREIC R L, IAHIPH AP A X7 b
NERL, 7 RUKER, LoV ERER, MREKE, HEKEE, 20 CICRBE, 7 L7vx=JE, &7
FTE, T T URE, EAAXRT BN =—, T T UV T REGTLHBNMER, RIEEE ST
RN OBEIEIEE Y T DEVERERE, A v TNV W, LA RTE, XS MA ML T hay g, FTa
=~ I TIVT (UTIVT - hTANT A4 RA) MR TIVT (VTFIVT s =a—F=T) | MR
YA AT TRV (WA 2T TFA~v - =a—F=x) R EICHEEEEZ R L,

Fio, FTRAE, NTF T AE, RAE, XA ME, 7T B, BRFEE. QAY v FT (arv=x
T TNRT 4) L TCHHIE AR Lz,

KR~ 7 A RYLSHHHERER ORI BRICB W T, LR 7o ®H 2003, B VARSI R 2R L
776

YE AR 10.11.25:50

VARZ a3, MEO DNA ¥ A L— AR ARA Y A Z—PIVIC/EA L. DNA #i% &
%o DNAYV v A L—AR N IRA Y AT —BIVHEEHIZ, 70X o 250ME Tholz,
PIEERITEFEN TH Y . MIC (1T ORE CIRE DB O H i,

(QEHE R 1T D RBAM
LR L

(3) 1 FASETUBER - FHRESRD
LR L



VIL_ W Ehie I B4 5 T H

VII. EYEREIZEY 5IEE

LR 7 8FH9 S D miFEdE 500mg/20mL TDSEP] BRULAR7AFH S U EiEEsE/\v 4 500mg/100mL DSEP
FTEMBELZALNICT IERERCERABEEREL TOAEL, REICETSEHITY S EY boRFEREE
500mg/20mL., ¥ 5 E v remiEEsiE/\v ¥ 500mg/100mL DA YR Ea—T+—LMhB5ALT=,

1. MREDHR - AlEE
)RBRLEFEDGMFIRE 29
YL DERAL, TR DR MEITRATT D,
(2) B ML A R B B B
T ke 5 - L[] i i PR
LARZ v dY 3 8 #HE 500meg/20mL [DSEP] @ 1.00+0.00 ] (n=8)
QRERRABR THRESIN-MbhEE
1) f@EAA 3
) HE%S
ENICB W TRBERAIC LA 7 a3 2 500mg % 60 5[ CHLE AMEEE L2854, P RZE LIk
JEHERS L ORI BIRE X T A —Z 13, RO LB TH -T2,

LARZ7BXH Y 500mg BE SiEEETEROMTEREEHT

(pg/mL)
12 r
9 L
i - L7 X4 500mg [DSEP]
ﬂg 6 (Mean=S.D., n=8)
=
£
3 H
oe !
0 4 8 12 16 20 24

5 %WrfE (hr)

LR Z7BF4S 2 500mg B REF TR OEMERE/ NS A —42

Tmax Cmax tie AUCO-72hr
(hr) (u g/mL) (hr) (1 g-hr/mL)
500mg i ffE 1.00+0.00 9.79+1.05 8.05+1.54 51.96+4.96
tue : FERAH O I (/rayv = RA 2 Mg, Mean®S.D., n=8)



VIL_HEAdEhielZ B4 2 H H

i) RE®S
ENICB W TREBERAICLR 7o %330 500mg 2 1 H 1[0, 7 HREKESHEFFHEL- &, 520
H LB AP RECAREITIZIE - EOHBEEZ R L, £ YBEmE I 2 —%H 1 HA L 7HETIEIE
—ETHH, KERGHICEETNEEEETRD R0 5T,

RE /TR OMBRREIKRERT

(peg/mL)
12
| i n=8, meantS.D.
9_
y
E’E
k3 81
4
3]
00— T T T T T T T T T y
0 12 24 48 72 96 120 144 168 192 216 {hr)
LSl
EMERE/INS A —4
& L—} Tmax Cmax CZ4hr tie AUCO-24hr
(hr) (1 g/mL) (u (hr) (1 g+hr/mL)
g/mL)
1 AH 1.00£0.00 | 10.00*=1.51 0.39%£0.10 — 48.14+5.53
7 HH 1.00£0.00 9.97+1.88 0.52+0.14 9.03+£1.12 54.11+t6.41

() varX— KA MENT, Mean®=S.D., n=8)
2) BEE(ICHITHARNFHRE

EWNICBW TR SRS (656~T79 %) M OMERIEE#E (20~45 %) (LR 7 rFH 0 500mg & 60
53 T C BB FE L 72356 O AT IR EHERS R OSSR ERE ST A — 21X, kD LBV Tholz,

HE S ESIRICH 2 EHERUIESNE O ME T REES
(gg/mL)
16
A FEHEBM=12)
o GEEmE B Gh=12)
® EFEWERME(=12)
O EiEEENh=12)

e

mean+3SD

T
0 4 8 12 16 20 24 (hr)



VIL_ W Ehie I B4 5 T H

BESKERVERIESHEICS TS LARTIAOXFY LD 500mg BE Ri#EFHEROENENFE/NS A —4
Tmax Cmax AUCO-24hr

i P (hr) (u g/mL) (1 g+ hr/mL)
=iy 24 1.00=0.00 11.19+2.26 75.98+11.51
FEERE 24 1.00=0.00 9.95+1.94 56.63+10.89

(/ varX— kA MiEHT, MeantS.D., n=48)
3) ¥OKE L DLLE
EPNIZB W TRBERAIZ LR 7 2 5430 500mg % 60 43 CHIELSHEERE L7-5A )OI R 05 L
7256, BYWERE T A —X X, ROLEEBY ThoT,
LARZ7O0FH 2 500mg EE S EEFHIITERZOKRSEOEYHE/NNT A —4

sz Tmax Cmax t1/2 AUCO>72hr
e (hr) (1 g/ml) (hr) (1 g+ hr/mL)
500mg L EHE 8 1.00%+0.00 9.79+1.05 8.05+1.54 51.96+4.96
500mg fX O #% 5. 40 0.99+0.54 8.04+1.98 7.89+1.04 50.86+6.46

(/) varR—p A2 MENT., MeantS.D., n=48)

4) BHEEEERE TORNERE
RBEEFEICK DHETEEYBB NS A —4
RHEMSEMEIE T A —Z 2\, LR 7 o4 0 2 BHRER TREICHERS S ML - HET, 7TH
IR A ERE L2 A ORYERE ST A — & Z2HE Uiz, BHEIEK T REICMETRED ERIETR 5
N, 57 BB O AUCo-24ne [ X BEHEREIE 7 #12 500mg 1 B 1 [AISCE ST FE LIZHE & K& R2EITR

ool
T ; e SR BN REARAT 2> D HEE L7/ 8T A — & 5D
( Tn%/?iin) itk - HRORAZ S - D
er Cmax (pug/mL) AUCo24r (ug-hr/mL) 2
50= Cecr 500mg % 1 H 1 [E[# 5. Cnax=12.26 AUCo-240r=111.75

#]H 500mg % 1A, 2 H H L% - <
20= Ccr<50 950mg % 1 H17 1 425 6.13<Cmax=8.15 | 55.87<AUCo-24n+=106.36

#]H 500mg % 18], 3 H H L% - <
10= Ccr<20 950mg % 2 F17 1 425 6.24<Cmax=7.15 | 53.18<AUCo-24nr=76.11

1) KE 60kg & L7-H4
# 2) FBHESTIX AUCo-480 X 1/2

(4HhEE
Y ERR L
C)BE-HAXDOEE
1) BEOEE
BAERBANA
2) VAFTY, TORKRY RIZLDHE
ENIZIB WD TREFERR IS A T2 400mg 21 H2 [F13 HEXIT7 2<% K 500mg #1 H4 [R5 HEE 5
L, YAFVUEE1ITHAXIZ X2y FEE 3 HRICLAR Z 23520 500mg % 60 43 C A rE
L7 Z A, VAFVUVOPFHIZE 5T, AUCo72ne 1E 1.3 f5IZ ES L, tuelX 7.6 KD 11.7 KEHIZAE
Rl Fr7o~xy ROz >, AUCo72mr 131.5 fAZER- L. tu2137.6 RS 12.4 BFRICIER LT,
=77, Cmax XOBRERPPEME (FeE5HE 0~T2 KifH]) [T AF VI m_R2 Y I L D K& 7e%
TR Lol




VIL_HEAdEhielZ B4 2 H H

LR7OFH S VERRUDAFOY

(ptg/mL)
he SAFTY
n=12, meanS.D.
1 o LRTOFHy
® OLAIOFY L+ LAF S

Oy FERBREROMERIREKS

(gt g/mL)

FORARLE

#Fn=12 n=12, meanzS.D.

®LAR7OFH

CLR7aFdiu+Fosisil

—0
84 72
P A (hr) i ] thr)
EYFRE/INT A —A2
TAF Y R Ty NiRBR
vahzuextor | LRAT7axt s (LAY (LR TaxYl s
B + ATV U BAAM +7a X2y KA
Conax 10.26(16.4) 10.35(13.6) 9.55(15.3) 10.60(12.9)
(1 g/mL)
('Ef) 7.55(27.8) 11.69(12.5) 7.56(19.2) 12.41(9.5)
AUCo-72nr 48.22(11.6) 61.05(11.4) 49.30(7.1) 74.59(12.0)
(u g+ hr/mL)
CLr 8.85(11.6) 6.78(13.3) 8.16(11.5) 5.16(19.5)
(L/hr)
F?gf;“ 85.32(5.5) 82.72(7.4) 80.41(12.2) 76.96(11.1)
(0]

A EEE (%l C.V.%)
VAFVURE, Ty REBE $I2 n=12
tue @ AR O I

Feo-ronr @ 5% 72 BFf £ <o BFEIR F R

O)BEE (KEaL—3>) BFICEYHUE L -ENENDEEDER

R EE R L
2. EMRERB/INT A—S
(LR AE
MR L
(2Q)IRILEEE
M L7
RNAFATALSEY T«
Y LW
Q)EREEEH

500mg % Hilal, 60 47 C iR O B EE (Kel)
0.0889+0.0170 (hr1) (B EAEAER 2=, BB A BME 8 4)




VIL_ W Ehie I B4 5 T H

GYIUTIVAR
9.69+1.09 (I/h)  (fEEERL A 8 51l 500mg B [m] s E =& 5-)

B)YN A
111.10£15.51 (L) (A 8 ], 500mg Hi[a SiEEr &R 5)
(MMBFEEKEE

EPNIZIB W TR AIZ VAR 7 2 %43 0 500mg & HRLETEEHE L7255 ex vivo TO MR A& 313,
R BGE 1~12 R IC B W TR AiTE TR 29~33% Th o 72,

MFEDFESE (ex vivo)

fEA R
(%)
Y 70
S B AR 4 R R 1 3 ) 192
(hr)
500mg Hi[H] 29.1t3.63 31.5%£3.91 32.31£3.81 32.8+5.00
(Mean+S.D.. n=8)
<5E>
mPFEFFEEZE (in vitro)
LART7 a4y U RE fEa R
(ug/mL) (%)
1 36.2+3.2
10 27.9+1.5
50 26.31+1.0
(Mean+S.D.. n=3)
O RUR
FZ L7
il
(1) Mm%k — X EA 9@ adE
MU ER e L

<BZEZ . .gMhT—42>
VI 4. (5) 1) K& - B~ DORBITHE] OHEZSR

(2)M & —ha BEEAFT @@t
Y ERR L
<BZE . gMhT—42>
uCfE#H LR 7 axY % 10mgkg OHETHE 13 BEEX O 18 HHO 7 v MIHEFHIRNES- L, #ik
HORBSEEE 7 VAN ) 777 4 —IZ X VRE LTz, BHOFHliRER Th 285 5 75 TR ~OHUEH
BED DT HALIZ DS, BRI I 33 2 e AR P SN RE OIREE LRI 0.21~0.67 LK o 7o, 7285
24 iR ITIE, Bl L7297~ T A% T EIRFRT I LTz,
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QR)FET~DFBITHE
MR L
<BE>
VIL10.324%. ERR. REIFE~DES5Q)) OHESH
DREFE~DBITHE
MR L
(5)Z DDA DFBITIE
1) ik - A~ OBITH
BEIC LR 7 XY 01 [ 500mg & 60 43 CTRUMFE L7296, WK (RiBIAG 0.56~4 IRpffl2 TXf
MR AL - 0.45~1.54, 5 %) | MHFEAEYF (RfEBHAR 3 P Cxt AR EE b  1.78~2.16, 2 f]) |
AR AR (AiEBRLA 3 W% CRAm AR b © 1.87~2.31, 4 §) . W (HiEBILS 3~7 W% T
SPMAEPIREE L 0 1.17~2.21, 7 1) | BEVEPIB R (GRIRBA AR 7~9 Ryf)#% Tk A% iR L« 1.35~2.30,
36) ITBATIEE R LT,
i) MR 3D
fEFER AN BYE 8 BlZ L AR 7 1 X422 500mg % 60 43 [l CHLUEL AR FE L, MER & e OREHES %
Bt Lice VAR 7 v 4o v ORI R B AAT: 1 RER CRmE & 72 0 | IRIK - MR T

NRD LT,
ERPANDEIT
- . wn W - A |
iR - 4k | n BB &%ﬁﬁ% Wﬂm;ﬁﬁﬁﬁ' S LA T i
Wi 8 | 500mg HifHl 1~24 0.39~6.999 0.72~1.03

a : FBLERIE RIS I0US B IR - SLA R I EE D S~ S i
X:lAhR7oxHho o LT
i) BESEAET. REERRT. EoWwY. BRENBH K 389
xf B AR OWERE 2 B, AMIE R OWERE 4 6], TENELEOWERE 2 Hl K OB RS
ROPEERE 6 B, NEEER OHERE 4 651
5ok AEEBREICLAR T X 500mg & 1 H 18] 60 Sy TR EE L, IRZEREH . RRAE AR
B W, REIEPNR IR . Je OV HR i BEHERS & Rst L 72,
FEEERR; ., REERET. EXBYMRUERRBHAE~NDBEIT

; 2o TR - HELRR . '
. J Ly S 5 o vl R
IRIG » KL n PR LT PR AR 1% RE T o ST A R R b
(hr) (Mean
(Mean=SD) R
ange] )
HEEJiEve 2 500mg Hiln] 3 19.2+7.5ug/mL | 1.97 [1.78~
2.16]
IEEQilERe 4 500mg Hi.[A] 3 12.0+3.1ug/mL | 1.82 [1.37~
2.31]
el 7 500mg Hi[A] 3~17 9.4%+2.2uglg 1.46 [1.17~
2.21]
HEIZE PS8 H R 3 500mg Hi[n] 7~9 12.9+6.5pg/g 1.95 [1.35~
2.30]

¥l1:LAR7axHhi 2 1LT



VIL_ W Ehie I B4 5 T H

<% gOksR>
BISTARAR I~ D FB4T 3239

o - AT I o
i | m | e | BTEREE O g g e Seh L e B
10 | 500mg HilA] 2~6 6.442+1.794pg/g CEHIfE) | 1.162£0.256
[EIRVA S ek i ., + ]
ASEBRAR | | s omg B 2~3 6.994 2'?&?‘1*‘3’*‘3 (R | 1 166+0.384

¥1: LAR7axHdo e LT
X2 CEHME) BRI IS T B I « R rh I B o RS Al ~ e e
(Frifil) & BERE D e =i AL PR FE OO S

<BE HNBEAT—2 BEOREE) >
R A SUTBFIC LA 7 r XY 0 500mg & HEIRR O &G L7256, RIEMER K (5% 0.56~24 Ik
Cxff eI © 0.2~1.5) | KUESCHEIR (Fe5-1% 0.5~8 Wi Txfm PR © 0.9~1.8) | K&
IR e (P51 0.5~8 FEf CTRHIMEFIRRELL : 1.1~3.0) | ilivr v 77— (BhH#% 0.5~24 IF
M CxmAEH IR : 4.1~18.9) | fififfik (B¢51% 2.28~25.43 W[ CxfmiE L : 1.06~9.98) 1T
BITHE R~ LT,

& - MRhIRE

o . % o \
Mt - 8 | n s &%iﬁﬁ P - SRR R | i P
o g 1.6~18.4pg/g
Kl 1 2 2.98~25.43 1.06~9.98
JitikEL ik 6 500mg Hi[A] ()
e fe s 4.8~8.3uglg
S 2 5~ 9~1.
SUE SR 35 500mg Hi[A] 0.5~8 (A [) 0.9~1.8
4 |500mg/H 5 HIE W 4~24 Ojﬁi'gﬁgmL —
Eesd qtial i - mBL/L
35 | 500mg HilA] 2 0.5~8 I 2 Y-Jugim 1.1~3.0
& (CF-91)
4 |500mg/H 5 AR 4~24 13'8Z$%?§)g/mL -
fi~rn 75— o2 46’:9L/ o
i[r] @) 5~24 -4~ %0.91gim 4.1~18.
35 | 500mg Hilf] 0.5 (T 8.9
4.33+0.96pg/mL .
B e i
500mg/24hrx3 [l | 0.5~24 (e )
0.8~4.0pg/mL 09~15
R AT | 6 (FEE)
6.79+2.05ug/mL .
e i
500mg/12hrx5 [] | 0.5~24 Ure 1)
1.2~6.7ng/mL 05~1.9
CE¥E) ' '
+
11'7(7;2'1%1)@*‘5 1.37+0.34
F2 AL 10 | 750mg/H 3 H 0.5~24 IR
3.2~11.9ug/g 15~4.17
(CF-¥)MH) ' '
AT R ARk 20 | 500mg/Hx3 [a] 0~24 - 3.09

a: 500mg SEA M. b : 250mg SEAMEA ., c : RHEEMIMATIC L FH

Ml: LR 7axHh e LT

M2 (FAPH) AR « R IR B~ SR R AR+ R R
CEIME) BRI T 5 FERIR - Rk IR B O S AR Al ~ fe i i
(i) & #BE O fi i kLR PR R B 00 S5l



VI Py Ehiel

S ERAREE

<BEFE . #gT—432 (Svk) >
uC kL AR 7 a Xt % 10mglkg OHETT v MIHEFARNE G L & & OF s, FHRE TR E
HeRB 2o IRFLATR LT, KEHL, AISCR. BEME. KROVINGZR £ &R 7% < @ﬁﬁ%ﬁkc{JODﬁﬁz% VXA DR E R
RCThOEE b HRITKREIRELZ R LIz, &5 5 HHOMMITIREIL. KM, /MR, BIRER, ~—2—J,
JEWG. tetafali. P&, KREMR, HREE, &Uﬁ%iﬁiuﬂmﬁﬂ%ﬁzfﬁwﬁzﬂ?@@%f%LIEID FRICE T K
O TR ST RE A HERR STz, 15 48 WFfHIE2 1132 < DR TR PR ARG AR T L7,
JIFR, FEFREE. MEEE. B, RISZAR. K OSKRABITARIRE O BUREEDER O b iz,

Sy MMZUCEBHELARZOXFY L V% 10mgkg DAETHEFIKRANZS L-BOMERTEE

2) MER~DFEAT (in vitro)

In vitro |Z

@ LAR7axd o oM ERE (ug eq./g or mL)
5 47 2 WM 48 W
i #fE 7.03%£0.35 1.18+0.17 0.00+0.00
1% 6.78+0.24 1.13+0.14 0.00£0.00
K 0.44+0.02 0.22+0.02 0.00£0.00
/NI 0.56+0.04 0.21+0.01 0.00£0.00
BREIRIN 16.24+6.83 2.39+0.57 0.00£0.00
AR ER 2.38+0.08 0.63+0.10 0.00£0.00
NS — iR 6.21+0.64 0.76+0.12 0.00+0.00
GIRIN 9.03+0.78 1.59+0.52 0.00£0.00
[ 6.84+1.19 3.29+0.67 0.04+0.01
FH TR 19.60+0.96 3.16+0.51 0.00%+0.00
TERY > NHi 9.91+0.98 2.27+0.52 0.00+0.00
i o 7.28+0.26 2.42+0.30 0.00+0.00
1Ll 15.04+1.39 1.90+0.21 0.00+0.00
il 10.32+0.27 1.38+0.17 0.00+0.00
JFli 22.10+0.53 4.13+0.27 0.01+0.00
i 42.69+1.30 4.96+0.93 0.02+0.00
BB 14.00+2.32 1.71+0.19 0.00%+0.00
I i 9.95+0.15 2.30+0.12 0.02+0.01
R 18.50+2.22 2.18+0.12 0.00+0.00
HER3 0.83+0.10 0.15+0.01 0.00+0.00
sl 4.33+1.73 0.95+0.07 0.00+0.00
K] 17.08+£0.84 3.49+0.55 0.00+0.00
B 4.10+0.11 2.54+0.21 0.06+0.01
B 14.40+1.00 2.42+0.44 0.00+0.00
PGS 6.74+0.41 0.90+0.14 0.00+0.00
FE B 1.69+0.15 1.91+0.12 0.00£0.00
R LR 3.78+0.13 1.85+0.19 0.00+0.00
RIS R 6.95+1.10 7.05+4.78 0.01+0.01
e 7.31+2.40 27.77+13.62 0.00+0.00
B 9.46+0.98 2.77+0.58 0.00+0.00
/NG 8.38+2.35 12.84+6.95 0.00£0.01
K 6.851.03 3.660.99 0.03%0.02
(Mean+S.D.. n=3)

Birs UCHEHLARZ7axY o oo MMER~OBITHRIT 37.0~39.4% Th - 7=,
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MER~DFBITE
LART m Yo R BATHR
(ug/mL) (%)
1 39.4+1.2
10 38.5+3.5
50 37.0+4.7
(Mean=*=S.D.. n=3)
5 & @

(D) RBHER L R L BR R

EPRICBWTREER AL AR 7 %420 500mg 2 1 H 1[0 7 HREHRS (60 453

FEBEIHT o G% 24 BHE E TOREY WA TFVUAEKRE N -AFHA FE) ORPHRER

LEREGED 1% R Th o7,

1) LARZ7B8F4S 00T RBTR
P UC R LR 7 a2 o A HEFFIRNE G LTZREN D, LR 733 3L T o X9 e E
REREICL YV R@#sns B2 NS,

0
K C0GI
HaCN_ IV
O\)\

F

H3C-N\_D|

COOH

l/'J'?EI*\-hL// \

CHs

T AL ERask
(Glu @ FILTOER)

2) FRAREY

BERER AT 7 8 il
Bh51% 24 B £ TORMBIR

{23 0.76% T - 72,
QRBICEE5T 58%F (CYP450 %) D Fig
LAR7ax YV UFEF, B b CYP Sy FRMFRNZ2TETAVEEEZ2E MFI /Y —Lb b v Fat—Tg

LR %+ 500mg 2 1 H 10 (60 4

COOH
HSC/-N N N

o\)»

N - %41 Kk

RIEERE) LG E
X, Wi

COOH

CHa

B A FI1E

S AT 7 AMNEREG L L &,
PRI, REALIR 5B D 79.26%. i A F/LAEN 0.94% ., N-F %9 A

YL, EYREBERIGEEZIE Lz, ZORE. LART7 X820 0% CYP /R EASEY R RS
KT B ICs0 1k, WTALH 100w mol/L K Y &hvo 7=,
CYP 4 7 % " R i~
pmol/L)
1A2 7-Ethoxyresorufin O -deethylase activity >100
2A6 Coumarin 7-hydroxylase activity >100
2B6 S -(+)-Mephenytoin N -demethylase activity >100
2C8/9 Tolbutamide 4-methylhydroxylase activity >100
2C19 S-(+)-Mephenytoin 4’-hydroxylase activity >100
2D6 (+)-Bufuralol 1’-hydroxylase activity >100
2El Chlorzoxazone 6-hydroxylase activity >100
3A4 Testosterone 6 8 -hydroxylase activity >100
3A4 Midazolam 1’-hydroxylase activity >100




VIL_EYyEhielc B4 5 HH

RHEEBHRENEREEVZDEE
Y LR

GRHVOEEDHERULLE 39
fEEER A S 7 8 BliC LR 7 a4 > 500mg 2 1 H 1[0 (60 4yl Aif#siE) 7 HRIERS L&, &
51% 24 FiH & TORMERPHRMERIT, REMED L ED 79.26%., B A FALD 0.94%, N-FFH A K
K23 0.76% CTh > 7=,
LAR7a Xty R OBLA TR, N-AXV A R, BLUREE KR OEMERIC 3 2 LEiEE 2 HE L
FER, A FARIIL AR 7 a0 o EEFEICE - TRV L V64 [FOREIEEZ /R L, N-AF %1 IR
(X7 T DM O — ISR L THWIEEZ R Uiz, —F ., BURBBKRIZIIHEIEHIXIZ L A LR b0 -
776

G)EHERBMDRERI/NT A —42
HMERR L

6. H it

(1) Bkt R4 e DR B
FEELTEMTH 2.,

(2Bt ==
ENICEB TR A LA T m X330 500mg %60 il CHIBLAEEHE L1256, AliEbiiatE 0~4 B £ T
DRI, 513.38 1 g/mb, SGRICHT LG 72 I 5 CORRICEORFHRIERT, 93.9%TH >
7o

(3)HFittt R
LR L

7. FSURR—E—IZET B1ER
CLr DRERIRAUEHE 2 EA D Z D, LA 7 X U 3RME TosnTnd EEx b5, OAT1
Y OATS OHEHITH H 7 3%y K, MATE1, MATE2-K X (X OCT2 OILEEAZ LoV A F V% 0F
M3 2%&, CLr BZNEI 36.8%KTN234% LT L, FEMBER L ( [VIL1.(B) QY AFPr, TARR
DRIZKEEE ) .
VARZ X% U ORMIE WA T = X DIRIEZEA S IVTW RV, In vitro iR TlX, P-FE&# 37 0%k
BThdIePHESNTND 3, Fio, B FHIMIEZ Wi IAZRERIZ W T, MATEL KO}
MATE2-K @ LA 7 1 4 o RGP 2 & G ST g 20,
FEEEIZ DWW T, in vitro T P-¥EX /X7 2% 9 % 1Cs0 23 1644 u M L3S ST 5 83D, 500mg % sl ¢ 5-
L7z & & D Cmax/ICs0 1% 0.1 Afiii & L S 4L, BRIR T P-PEZ X7 20 LTS AERNE E 5 U R 7 13K
LEZLND B, 72, OCT2, MATE1 & MATE2-K IZ%F4 % ICs0 1. Wohb LA T mFk43 2 500mg
ZHRGH%D Cmax LV EL< . ZREFN 1270 M, 382u M KON 81.7uM &GS TU 5 3639,

8. BNFICKDRER

MR ZEHT X% CAPD 13, KRNSO LR T n X4 UREAORBIIDRNERENH Y 104142 Flfrtk DB
MG EFARELEZ bNLD,



VI Zz2ett (B Eoikgss) (B4 55H

VIIl. €% (ERLOXESE) I3 HEHR

ERNAEFDHER
YL

%HW

N
‘;||3¢

SRREZTDER (RAEZRZED)

(22] (CROBHIZIEERELLZWNI &)
1. RAIORSy XdA 7 v x4 2 A%t LIMUE OBEER O & 2 B
2. IR SUTHIEIR L TV D TR E D & o AN ( Tikhm, PEkw, RILWE~OHK L] OESHR)
3. /N ( UNREA~0#EL ] KO (200 OHESHR)

DHMMEEEZE L TIRET 52 L,

TI2 U EIRSUTAENR LTV 2 ATREVED & 2 0m AN R OVNR SR LT, RIS O EBZRKEIZIRY |

fiep =

3. EERIFHRICEHET SERALOEE L TDOEH
YL

4. BZERUVAEICEAET 2ERALDEE L ZTDOERA

<Hi% - AEICHEYSFERALOEE>
RANROMOFTGIZE EDDHZ L,
HE b ED) 14 HRGT5 2 &,
EHAICIE, ROBGICUVEZ L (( [HRYBIRE] OEBHR) |
4. REIEGNME L 2556120, BRBBlEE +o0I147H9 2 &,

5.$ﬂ@ﬁﬁﬁﬁﬂ@&ﬁ%#é_ko

ZRC. BHEBBEEHITTHRETHZENEE L ( [3ERpEEe] oESR) |

1. AANOFERICH Tz - TE, MPEEORBEFEZ 72, JFAIE UTRESMEZ MR L, BIW OB LnEZz

2. MFTA, NTFTAZONTL, LARTZ7rXFHI L LT OFNCY)Y B2 5123 0 #Fl o5

3. RIEDIFEIE K OEROIHNT 1T, WINERLT (EMA) 2860 AR OG- 2H#5E L T\ b, JEIREAE L

6. BRREIR NTEE TIEEWIMTRENFHT 20T, TReoMik - HREZ AL L LT, LBISC TR &

B HEHE Cer (mL/min) ik - HE
20=Ccr<50 #1H 500mg % 18], 2 H BLAKE 250mg % 1 A2 1 E#& 535,
Cer<20 #1H 500mg % 18], 3 H BHLAKE 250mg % 2 HIZ 1 E#& 535,




VI Z24fh () EooEEss) (CBd 5IEAE
5. BEEHRERNELTDEH
1. BEHS (ROBHICIKEERICHRS5TS2L)
(D) BEOBHEREEDOH 2B [RWILTFREORREARBD LN TWD ( [HE - ARICEET 2688 Lo
HE . [HEpEE] omEsE) | ]
(2) 9 ol ARE, BAL, 37 a—BEGEHSE, 8N v AOBERDEEE 2588 [Ny 78K 3El T R
Vo AREENLTWD, ]
@) TAMNAEOFBRB I NS OBEROH 5 BE R EE TR D5, ]
(4) ¥/ v RPUE IR LIRBUE OB RO & 5 B
(5) /R DEE (REER, B EBE) O0bsHBE (QTIEEEZEZTZERHD, ]
(6) BIEMIEPFEDERE UEREZBASHELZERH D, ]
(7) KBRS ST KRENARAREE 2 A 0F L T 5 B3 KRENRE SUT KERAEEEOREE . FHEE L<IZY 27 A
I (P77 EGRE) 2AT5E8E M OEFHRICBWT, 7t e X ) o RPEER %2
KBRS NREVRAEEED T D A7 BN LT oENH 5 ( THEEREAREE) . [HRXZ2REIE
M1 oEZH) ]
() mlin#E [EEEND Db T W EORENRHD ( [FEE~OEL ) OEER) | ]
6. BEEREAMIE L TOEHRUVLES X

7.

2. EELGERWEER
D) AANC L D23V TFHI4FF—ORELHEFEICTMTE L HEN RO T, ROWEL L DHZ L,
D FANCBEEREE I OWTHa 2R A7) 2 L, B, UAEWESICL D7 LA —BIILT#EET 2
ek,

2) HEICEEL TR, 723 v I FICHT H2RENED LDz LT 2 &,

3) B HBAMAN DGR TR E T, BEEZLHORBICHRIE, +RBIEE1TH 2 &, RO GG EY
TEBEEBIET L2 L,

(2) BiEESEND LoD Z ENHD DT, ABEOEERLS G2 LD MR OBREICHERE T 2BRICITER
TOLEOBEICHSICHATLZ &,

(3) KEMIRAEE, KEARMEIEZ S ZR T2 EnHDDOT, BEEHMTI & & BT, B, B sUIsmic
JRAPFEDIERN o b LN HAEIITEBICEMOBREEZIT 5 X9 BFICHEET 52 &, REINRE UIX
BRAERE L S 0F L TV 2 8 REIRE SUTRENRMGEEDRETE . FIRERE L <13 A7 RFz2HT 25 8%HF
TiX, LEIEC THEGEREOEE L EETH 2L ( MEEKRS ) | TEXRRIERH] OEBR) |

tHEEH
(DBHRAZEEFNDER
EARANA



VI Zz2ett (B Eoikgss) (B4 55H

QTR L ZDER
3. HE#%H
BHEEE BHRICEETSIL)
EHB% EREREEIR - B A& W - BIREF

7T =VEBRRIITOE | s il - v B2 hiib b, PHRARRIZ 1S D GABAA SZ AR~
kAT A PR DEAIES RSN S & 5% b

e ra e % TWb,
93 URingEE ONLT7 7 U COEREEIRL, 7 | UL T 7 U o ORFRET AR, T
vTT s bk o B RO E AR B | BB RS AT O BIRIT £ 0
iz OWMERD B, LT 7 Y UREINT %L E 2 bR

TW5,

QTEE%@E?CtﬁWU QTIERZEZTHENNRH D, OFANC &0 QT AERAEA A IIAYIC
SN TS EH W sznnd s,

e

FIw=K %

BIBERERILEDE (BH | pEo ) 27 Sk T 5 &0 | BFERY
BB U 54

H 23 - SH }
S Reny LERNH D, s DA EDOPFH
E RoagFyy me UL IR B EMES fERMEE b
HMAGEDHRETHI L,

. BlfEA

(DEMERDHE

4. BlER
ARAN Ak pfs R A 2 o BV F S AR FE DS e & 72 2 R4 & 9506 L CUuh/euy,

QEXLEIER & MHER
4. Bl{ER

1)

2)

3)

4)

5)

(D) EX%GEIER

Tavy BEEARAEY) [ THFI45F%— BEERPEY) vavr, 7F74 7% — (91
JEMK : RLBE, TEFE, MRS N OLbNDd I EBHDDT, BEE 0TV, BRENRBDO LN
a3 G52 mIE L, @WURLEEZITY Z L,

hE R EIEFERARAE (Toxic Epidermal Necrolysis : TEN)  (BEEEARBATY ) | KIS HEIEARAE G2
(Stevens-Johnson fE{RE)  (BEEEAREA™Y )« R IERECESEMARIE . B RPREIARIEMEREDY & & o
NDZLBnHLOT, BELTHATH, BENRO ONHEIIT KRG 2 PR L, @R 0@ 217
5Tk,

E (BHERIAEY) EREAHLOND ZENHDLOT, BEE STV, BENIRD LN A
(G ERIE L, WEERLEZITO 2 L,

QTEERE HHERH™Y ) | IL=4F (Torsade de pointes 22 L) FHHERHTY ) QT LEE., L=
41 (Torsade de pointes # &1e) NHLHOLNDHZ ENRH DD T, BELFHITITV., BENR DL
AR EPIE L, EYRAEEITO Z L,

AMTEE BEEAWPEY) | MEEEX BEERATY)  SUEREE, WEEBRRAL b Z
EMBDHOT, BEE DTV, BRENEDOONZHAICIZRGEFIEL, @URLEEZITY Z &,




R

i

e EoEES) (BT DIEH

6) BIERFHR (BUERPITY) | FFEEEREE (0.1%ANM) . BE (EEARUITEY) « BPEAFR, FFHERERE,
PUE (FIIREIR - M5 - TRk, AR, BRRE, £ O FES) BHO6bhD ZENH LD T, BlEz 1
SITATO, BEDPRBO SN GEII3REG 2P L, @ORLEEZTY 2 &,

7 RMBEAME GHEEARBITY) | EEBRBGE BEAYITY) | BRmMERM EEATY) | m/MRE
D GEEARBTY) L EREAE, SERIERAE (UIPER - R WHER, BREE) | ~ES e
CIRFE AR D WL L, /RO D B D Z LR D DT, BB E T0IATV, REPRD S
NleGa I3k s 2Tk L, @R LELZ1T 2 &,

8) FIEMA% (0.2%) . FFEABKIERMNA (B ARWITY ) o ZEE Wnk, PRORIKEE, Hads X M 0es . ArEeEk
WAL 2t D MVEPERTR . AFERERMERTR N H oD ZENH DD T, 2D XD IERNBD bl
LA G2k L, BIERE S VE RIS EOMY B AT Z L,

9) REMREXEOMEZLESEELKEBR FEAUTY)  BEMRBREO ML D EE 2K
RBDHODOND ZLNRHLOT, . HRIO FRENGED bNIHE I3 REG 2k L, @Y LE
21195 2 L,

10) HEAUAHBARAE (BHEE AT ) - Wi, B, CK (CPK) LA MA R OYRT I A7 mer L5
AR L L. S BRI L 2t O MU RAFIE DN H Do D ZENH D DT, BEE 5TV,
REDPBEOONIHE TR EGETIL L, WYRLEZITO Z &,

1D EMAE EEAHTY ) (RIBERH LN D Z EnH Y | RMEESRECELH b HE S TWDH D
T, BIRZ 0TV REDSRBO OGN HE I3 REGETIE L, WORLEEZITY Z &, FERFEE
FRHCANBR =0 LT REERIRA 2 ) VFIFE 28505 LT 858) | BHREREEE. miE T
LAYo¥ oY ghais RN

12) 7HXLRABER. BAREOREET (HEAPY) « 7TH U AR, BHASOREENH bbb
LN DHDT, WL ORI, I, FEARFEDOIER DGO DN HE TR G2 Pk U, WY 0E 4
1792 L, IBESBHOBEREDH D HEE THLHLALT U,

13) #8EL. HAE. I3 DEOF/MER FEEAUEY) « gEEL. AR, 1D SHORMERN H Hbh
L2ENHLOT, BEETIATO, BENRD SNTGE TR EGEEZ IR L, @URAEEZITH 2
-

14) BEEME R BFEEAHTY ) REELERRSHbh D ZERbD0 T, BE I, MR, %
BiE, BER 20, B2RE A C A I BRRE AR i 8 28 5 DIERDFB D D e /A Ic i3 G2 ik L, d@g 72
EZEATH 2 &,

15)EEHB|EHEDEL BEEARBEY) - EEMHEEOBE TEROBEINHHDND Z LEBRHDHDT,
BEETH5IATV, BREPRBOONTGEIIEREG 2RI L, BURAEETTI Z L,

16 KEINRAE. KEWNRARRE (HEADIT2)) - KEWRE, KEIREHEASISE- T2 enbooT, B
DR LI AIITE Y R E LT > 2 & ( MEERE ) | THEELQEANET) OEHZH) |
IDRMEHEEET FEEARATY ) REMREERO LD Z R0 T, LU, KT, A

FOERNEBD SN E TG 2k L, @R REEZTH 2L,

E 1) F—aE&a ORE I SUIIEIMNCB N THED LTV D EWERH O 72 DHEE AR,
1 2) WA OE ARSI T D Wi D7 OB AR,




VI Zz2ett (B Eoikgss) (B4 55H

(3) Dt D E 1

4. BlER

(2) ZD D EI1ERA
TRORERARHGLLND Z ENHLHDOT, BENRD ONIGAICIILEIS LEGEZRIET S L
WO R EZITS 2 &

1%Ll E 1% K SEE BTV
B B E ZOFEIE, BL. EHRE | ANREUE
I D HEV, B, LUV, | HEIR, IR A0 | Bk
LI, AR AR R
W R miR., JREEBM. 7V | JREA. R, SEIR
7F = kH, BUN L&
T fi§ | AST (GOT) -5, LDH L&, mHevie

ALT (GPT) b5, v | »#0, ALP L5
-GTP L5, frtkaeR

(it
il | GFEREREC N T P ERECRA I ER AR

Dt MEEGAD U o8
R A1

Hoe  Zw| TW A, WErE, BRI | HIERR, BIBEE. DRk
AR, MR, HiE, I8
A N N

B R & Hug BITLRH . WRTEHAG, IR R
ORGSR
& = B, KimE, Hk

IR
E ST AR AL SIS | TESTEBACALBE, VESTES | TR ERALAERS . ESEALEL
L% D FERE, TESERAL | Rk, #RRA. MAE K. 4
FEEIR, TESTERAL AT LA, A PR, 2R

RFBALIE I
z O Bt e, CK(CPK) | A~ bk, Mo, PUIBR ., A
B5OFEBN AR, PSR | WEECER, B, FREE, B,

B, SR R OGN | ST, il
H 1) F—oam ORE X ITEMIB O TRD LTV B EIER O 7= DB E AR,
1 2) A OEFAIFEICI T 2 MG DT OB AR,

(HEBHEERRBEER VBKRREBRE K&

LR L
G)RHER. AHHE. BEERUFHOABSHERAORIEARRAL
LR L
OFEMT LLF—(S3T ZEBRURBE

[#2R] (ROBHIZITHRELEZLIE)
1. AFNORES T A 7 a 43 okt UIRBUE DR ERED & 5 B

1. BEHE (ROBEICZIFESICESTEHI L)
(4) %/ o U RPUESERIO UWiSBUE OBEERED & 5 B




VI 2zttt (B EoiEEss) (CBd 5EA

2. EERQEXRMIE
D AANC L D23 v I, TFI45F—DORAEZHFIITHITE 2 HERRONOT, ROWEZEZ LD Z

B
1) FRNZBHEREIZOWT o2 21T) Z &, 2B, FUAMESIC L A7 LA RIS HERT 5 2
B

2) BHICEL T, 47 a3 vIFICHTr2B0ED ENLHEHE L T Z &,
3) HEBEN O GKR TH E T, BELLHOREBICRI-E, TORBE%217H 2 &, BIcRGBIRE%ITE
BRBIET L,

4. ElEF
ARFN A R A A S O BIEFH S BB 23 e & 72 2R 2 S0 L Tuhig Ly,
(1) EX%EIERA

D Yavy BEERRAY) | 7FI245F2— BEHERA®Y) vavr, TFH747F%— (#I1H
JER : FTBE, EIE IPRINEESE) RNH SRS ZERHHDOT, BEETHIITV., BRENBO LN
GElidgG e L, @MURLEEZITO 2 &,

2) thEMREIEFMARAE (Toxic Epidermal Necrolysis: TEN) (BEERBTY) | K G IRARfE & EE (Stevens-
Johnson FEMEEE) (BEEEAREATY ) . REgEMER L BIERIRIE, RERIEIREEREA H b b Z L3 H
HDT, BIEETHIATY, BRERBDONLHEIIEIHRGEAPILL, @O RAEZITY 2L,

E 1) F—aad oA SUIHEIMT B O TR STV D EIVER O 72 O 58 % R,

4. BEA

(2) Z DD EI1EF
TROBERARH PN Z LB HDHDT, RENBOONTEHGAICEILEIS LR EZPIET LR E
WY ZRLE 2T D 2 L,

0.1~0.5%3 & 0.1%% i M OE A&~ BT
@ B fE FIFEIE. 3B, =B Sk T
V1) [F—R & ORE TIN5\ TR 5T D BIVET O 7= 58 A,

9. BE~NDEKRE

5. afE~DEKRE
AFNE, EE L THB O OHRt SN D ( HEYEIRE] OB 25, &g TIXBHEENMETFL TS Z
EMEZNTEH, mWILTIREDRFRRT 2803 H 5D THRERER L VIR EMBICHE L, HEICERKE
o2& (THE - HECEES M EoER] OEER)

10.034%, Eim. BRIABFAOKRE

6. 1w, Ein. RILBEFEAOERS

(D) 45 SUFETHR L T D ATREE DO & B i NITIFE G- L2 &, BEIET O & 51283 2 22 MEidMesr L T
VR, ]

(2) LT DIF NI AAE G PR SEH 2 L, [(A7uxP 0 T MFAT~BITTD 2 &N
wEIRTW5, ]




LL/NRE~ADES

VI Zeaxte (B EovEES) ([CBd 55 H
MNRZE~DIRE

IRHAEMRER, FrAl, fLIE
DOERE | OHESH)

R I NRIC R AR AR LW WO T, LW D L (T#F
12 ERBREERICRIZTZE
HAER R L

13.BERE

AR L

HERALEDIE

8. ERALEMDIE

(D R EREE - AFNIRFEFEICORMEMT D Z &,
(2) AR A -

ARFNOSA T VRGN, APRIERSE THRT 2 2 EBREE LV, 22k,
& (@RIEIZHOWTIE THHRW EoER ] OHESR)
(3) 58 -

[

AL [T T35 2

|

1) AH % fhAl & BdE LR

L, IRENRD ONTHEITE, B5LenwZ &,
2) AFENIA~SNY o F R U A EEAEEARRDENTWDEDT, FIRNA T —T VEBEEZIT IR, -~
T T) $HZ L,

ANY T PY U LS KD MmiEEEE BT (8w ey 7)) Fiig i, b— B A PR T (7

3) F—dxifN— bz L, AH LA 2k L TRET 25813, AR EREZEL Lk, 1RE
) NBOLNLEAR D DD, AL

15. ZDhDEE

RBRT— 2 2BRT 5L 9,
9. ZDMDEE

PR (S R, FFORKR (13 5 H i)

AT > b CRAHIR
16.Z D1t

BEBH BTV D,




IX. JERRAREAER(CBE9 5T H

IX. JEERPREERICRII S 1HE

LARZ7 %49 2 Si#EEeE 500mg/20mL TDSEP] RULARZ7 x4 v Si#EEsiE/\v 5 500mg/100mL DSEP |
(FEBOSHEZHSNICT HEMERZEREL TLEL,
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315

413

385

195%

>195%

(mg/kg)
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1) 4:8[E%E (v b, AZVA4H)IL)
7 v NROH =7 A YU 4 BEEFGIRNE G- L, —BER, ik, R, Iggs7e EA2~7=, 7 v M2
19.5, 58.5. 176mg/kg/ H &5 L7=%4A . 58.5mglkg/H LA ECIRICEDOHN & KEREFEICH T 5 Bl iE
JRA DGR, 176mg/ kg/ B THEAJER (B FEEK T, R M, 8k, Ml ROEIm) OB, HE
BROEEOBEA, R pH O T OGRS EMER EOZLnR—D bt
T2, BEFOLIE L EEMND 58.5mg/kg/ HLL ETH LN, LR 7 X4 v OHiEEEICER T 5
EEZ BN, (MEFzPh i MERE & 12 19.5mg/kg/H)
H=7 AP 9.76, 24.4, 61.5mg/kg/ %5 L7-H4 . 24.4mg/kg/ B LA CHEMR (Ba%R, #M8 X I1TKEE
) OB OFEKBEORERD NI, 61.5mgkg/ H Tl S HIZHARK T EORBD BNH LT,
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2) 13:BEMEE (Fv k)
Z v M 13 AEKEFIRNE S L. —BIER, ik, IR,
7 v M 9.76. 29.3. 87.8mg/kg/ H&5 L7-5A.
FEJTZE DRREE 72 S BlEZ S e,
9.76mg/kg/ H UL - TR® LTz,
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87.8mg/kg/ H Ti&. MEHEIZ KIREFHICIHIT 5 HIKE
LAR7axH v OFEEEIC L D EEbNS G EEOREINN

(MmEZEE &« MERE & 12 29.3mg/kg/H)
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WEIRN B G- UTe & & MEREBIEN) O L THEERE . IR R~ DB IEE® b o 7=, 97.6mglkg/ H O HfERE
BEM B 5L Td DR OMEIR K IR KREEN A B, S O ICHECTIIARE K B EORD N A LIV,
(Mg & . BlEW) O — XM T 29.8mg/kg/ H . BlEMW O A58 ) OGO #ME T 97.6 mg/kg/H)
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JERE, BRIRDBEAGEBIER VAR CTAH—T 07 0=V KT A MDOINH ER Y [RE OB BB, L
L. WTNOHBEIZEWTHEFEEIIRD biveroT,
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77,
(EsiE & . FEW O —EMET 12.2mg/kg/ H . BB O 458 )% OGO 3T 24.4 mg/kg/H)
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9.76. 29.3. 97.6mg/kg/H Z 4Tz 17 H 2 3tk 21 H £ CREFIRNE G- L7 & &, 97.6mg/kg/ H T
BN CTh 2 ROERK OB EOWD BA B, HERTAH—=T0 74—V RT A MO H B3 [EEK
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10 A MREFIRN R 58 w3t (74 %)
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BEERRO b Tz, (75 & - 48.8mg/kg/ H)
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9.76. 39.0 & 166mg/kg/H % 4 M7 >~ M 2 W E#EIRNE S L7 BRICR W T, mAED
156mg/kg/ H L:}'ob\“C%F%ED@@&UI%H@%%%@%ﬁé7275”) 7o (75 - 156me/kg/H)
<HEAX>

2.0, 3.9, 14.6 }*58.5mg/kg/ H ZHEMEShHE ©— 7 VK (4~5 » A ) 12 2 BB REFHIRNE S L=
HEIZRB W T, MR A Tl 2.0me/ke/ B DL E TR ORI, K LB o pkEGELE A
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500mg/100mL, 7 7 & v b afiE#HE 500mg/20mL (55— = kS th)
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ZDMOBEEEH

LR34 0 mils I AR S 2R

BRI - BRI A IR SCEICE > GREL, LA 7 B 392 0 flifE/ N~ 7 500mg/100mL [DSEP) L%¥E 1 %1 DF|
ACHAE L, BAER, 1. 3, 24 FHERICBIT24MEL & pH 258372, £7o, 25 L LT, REEAOBAI oM L pH
DFERBILH L7, SMBLUIRLE LT3R & EADOWBE T AN, BAaOHEREAWT, WIRTEBE Lz, SMIZL (BE
ITILE) HRRO BAe o T ERANC SN T, BlA 24 BERIBICBIT D LR 7 v v OEFEREHE L,

R LR T ax Yo miiEHE Ny 7 500mg/100mL [DSEP) & AMED @ EFHE] G SO aisEmA) 198 FfHIC
DWTHER LR E TRIOR Lz, VAT X3 U fifiiEE Ny 7 500mg/100mL TDSEP] & OEEIZ L~ T, 24
BRI LIS AMELZS L GRIBSUIIERY) 23380 b= iFiE 16 fE, pH 29k (A E% O pH 725 +1.0 LLEDZ L)
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