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Thb,

G) ERAREWEHE LT, vayv sy, 7TFH7 4 7% — PElEREEERIEIE (Toxic Epidermal Necrolysis :
TEN) | FREREEARGE #E (Stevens-Johnson JE@ERE) | f&#E, QT iR, LEMHH (Torsades de pointes
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(HF & (ff%)
LARZaxY ki (JAN)
(2% 4 (&%)
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HSC\ /CHB
N /ﬁa
K/N N
- H20

F CO:H

4. P FRRURDF=E
4513 0 CisH20FN304- 15 H20
= : 370.38

5 {tZ24a (i)
(35)-9-Fluoro-3-methyl-10-(4-methylpiperazin-1-yl)-7-oxo0-2,3-dihydro-7 H-pyrido[1,2,3- del [1,4]benzoxazine-
6-carboxylic acid hemihydrate (IUPAC)

6. ER%. A&, BS. K5ES
LVFX (H A ERRIE LS HE O DU SEIE )
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7. CAS &85} &ES
138199-71-0 (Levofloxacin Hydrate)
100986-85-4 (Levofloxacin)
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FEfE (100) IZWEIT09 <, AKXUIAZ 7 —MZRRETFIT K, =& 7 —b (99.5) IZ¥ITIZ< 0,
0.1mol/L Ml lZ 1T %

B Ribh 1g Z BT 5 720 OV R
FEf: (100) £ 4mL
K # 60mL
AK )=l # 95mL
x5 ) —/ (99.5) #J 200mL
(MR »
FARHEE 11~93% 2B W TS IF R S 2o 72,
@GR (DR | HR. BER
% 226°C (43fiR)
(G)ERIEEfRRETE S 2

pKai : 6.11 (BVRFILHE FHETE)
pKaz : 8.18 (B X5 D 4 \iDEFH., WHELE)

(6) D ERIRE
n-4 7 % /—/L - Sérensen #&fi% (pH7.0) ; 0.553 (37°C)
(N ZF DD E 7 RIEE

FENCHE © (a)D: —92~—99° (BA#ICHHE LD 0.1g, A% /—/L, 10mL, 100mm)

2. AR S DREEFHTICEITAREK?
WMt (pH) | Tk M OME M KA CTIXLETH 5,
b 1.0mg/mL KAERIT, TR T (30 )7 Ix-hr) TK 44% 03 %,

3. B S OEZRAEE
AR T LA 7 ax3 s v K OMERRABREIC L5,

4. AT DEE:
AARIER G LA 7 v x4 KA OERIEZL S,
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1. & #
DFFORXEF., SRR
. RBIE L
& 7=
R PH st He) ks
LARZ2OFHS o miEmieTneyg - - gy VSRR 73 e
500mg/100mL [ DSEP) 3.8~5.8 1.0~1.2 B0~ Hr Rk R (0 D VB IR 72K
LRhoOx4S y Hifest - w9 D S VB 720
500m/20mL. TDSEP | 3.8~5.8 #0.9 B~ B kR (A D VIR 72K
1) Abh 20mL & R AR 80mL TAHEE, 2B, R LAWEES. RLDORGBELIZN 0.3 TH 5.
QB BRRVAHEED pH, 2BEELE, ¥E., LB, TEH pH EE
kg TV (1) HEORA., MERUHER] &1
E)EFFINERBIOERLRADEERVIESE
2L

KFI DAL

OEMES CEERS) OEE

18y 7T A T ARICENENIRD RS %5
Wk 72 4

LARZOFH S U RigTnNy g

CEID%) wom
VAR 7 a Yok (BR) 512.56mg/100mL| LT NV o A
500mg/100mL DSEP] (LARZ7urxH L LT500mg/100mL)  [900mg. pH il
LARIZAXFHS UE@E#E LAy ok (BR) 512.5mg/20mL .
500mg/20mL TDSEP] (LRZ7m x4 b LT500mg/20mL) pH i)
()@
kit TIV2.)BHES GEERS) OEE] &K
QREFRENDRE

VAR 7 v d %o v milEE N » 7500mg/100mL [DSEP) (1

P
VAR 7 v Yo A EES00me/20mL [DSEP) -
B)RTBRBEODERRUVEE
BRI

H7=Y) :Na*15.40mEq, CI~ 15.40mEq
DR L7
(5)F Dith

AL L72

. OESTHID R ELE

8. EREMDIFE
QFFHE A :

A

AL TR 2 &

|

i

KEND AT NVEGENL, AERERE THRT 5 ZLREE LY, kB,
(FREIC OV T TR EOTER ] OESM)
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(1) ®ROHEERFET D720, KbZEA TO DM AR £ THE LA &,
(2) AMEDHEHR LT D & CRFBMBIRH L TV A E X IR LN &,
(3) FRIITM A L2 &,
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(B) REOBHKVIIBLIZTOEZE L THHATLZ L,
2. INA T ILELE
(D EAIXLERY &L, fHBORRITER LRno &,
(2) WD EERFFT 2720, A TAOHBE IR E CRE Lz &,
(3) AR E LT 24 RERILAINICELAZE DN T & MR S TV D ik & 759,

Wi 4 TR AR (mL) FEREE (5|88 (mL) | AREGER (75)
RKEARE 80 5 250 13.5
KIZRERR 5% 80 5 250 13.5
VU & - T1 =g 80 5 200 11
V& - T3 ik 80 5 200 11
U7 v IE 80 5 250 13.5
777 v 7 G Wik 80 5 250 13.5
X R UK 80 5 — —

4. BAE, IFDOLEEICKT BEER
BA=RSANA

5. HEIDBREEFHTICETSREN
A ISR 2 W2 7 T By PR RHEO R (25°C. FXHZEL 60%. 34) DOREFR. SMBLLOE
BEIIHEOFEHANTHY . LA 7 x4 0 filifHiE N> 7 500mg/100mL [DSEP] KONV AR7mFHv
S ERE 500mg/20mL [DSEP] (L F O i FIZB W T 3SFEMLETH D Z LR I,

LARZ7AxHT o EEesE/\v 4 500mg/100mL TDSEP] D& EMEFRER

L PRAFESRM: TRIFIEHE PRAF WOR
EHRAERE | 25°CI60%RH | 75 AF v 7 8 7 0L S48 | 36 5 A 2
B A0CITE%RH | 75 AF w0 7 /5 7 04 41450 | 6 % A Eibr L
HrEEERER (EAD) | 60°C TIAF IRy T +HEY 3 4 H Bl L

i, PH- B ROE T
e | 25CIBO%RE | T T AT YN T 120 7 lx-hr | SE5GWE ORI
w0 | pes 50— \ 1 (=200W-hr/m2)
TITAF IRy T AL sED | T Bl L

WEHEA : Mok, MRS, R&EEr, pH, MERE EBWE) . =0 R 2oy REEE, BAR % REERY.,
AUV, BB, B, KOHEE
a: ITTAF T T 4, LR b: EOTTAF YT T L)V



Iv. #HIZE4 HIHE

LARZ7O0x4 S v miEssE 500mg/20mL [DSEP | D& E MiKER

B TRAESAME AP RE {RAF IR R
MR RER 25°CI60%RH | 1T A XA 7 )L o+ #1455 36 % A B2 L
JnE AR 40°C/T5%RH | T A4 T )L 9+ HK58 6 % H 2e7e L
Wl RER (REE) |60°C T T ANA T D+ HGE 3% H ez L
H T AL T )L ) G O
- e 25°C/60%RH | > =2 U7 7 4V ADTHEST| 120 17 Ix-hr b7
AERE OO |pgs 5o | HT AL AW (2200W-hr/m) | 2%
H T AL T L D+ HEGH e L

WEEH @ MRk, MR, pH, MERR EGPE) . = Fh¥or, BREE, WAS M, REEEY,
AU -, R, & E%

a:MEHTIT A AL, Ty T

b: EHBOTTAF T T 4V

<NA TIILNHBDFREDLEM >
LARZ7 x4 o AiEesE 500mg/20mL TDSEP] (/31 ZILEHK]) DOFEREBEOREM
ZiRik L LT 24 BREILINICER S B b D72 W 2 E R S TV AR 27,

L E A & (mL) [@REE (F) AR (mL) ®&REE ()
RFERTE 80 5 250 13.5
RIGHEIR 5% 80 5 250 13.5
VU & - T1 5l 80 5 200 11
VU & - T3 Sk 80 5 200 11
TIT v ITE 80 5 250 13.5
777 v 7 G iR 80 5 250 13.5
¥ R Ui 80 5 — —

TRATSRAME - D0, IR
AEEE MR, pH, SRS

VI.I4BEAEDFE) . XAQEBRTORKEVWLEDBERIZDOWLT] 21

. BBREORES
AL
N T NENO 7RG OREME FRE (VS HEIDEBEHTICEITE2RENE 21

. fhFl & DEEEZEE (MEIEFEMEL)
LARZ70¥x%49S 0 Si#skiE/ v £'500mg/100mL DSEP]
[XI. fZ LAR70X4> L AEIARSEERR] 21
LARZ7OF4S 0 miEssE500mg/20mL TDSEP] (/XA 7 L)
TR & ORAZE(LIC OV TIE LR (VS EFNREBEEFUETICETI2RENE 31

. EYMFHEHERE
AL



Iv. fHIZE4 HIHE

9 itﬁuq:la)ﬁ)‘j]ﬁk \O)EEDL. nt%ﬁjﬁ
HASR T LA 7 a3 R OMERRBRIEIC

10.BBFPDEIRSDEE
HARR F LR 7Y o IEREOTEEEICL S

11.7 f{fi
ARV

12BN D ATHEME D & 5 33 Y)
BT, 0.1%LL EIR AT % rTREMED & 23 B I3 R R S i S h Tn 5,
ZOWEN, WAITITIRAT 284 & LT, U TFofbamrmitisnTtng

@)

(0] 0
F F COOH F COOH
| | |
SR SAE A
H:xC/N\) O\)‘CHg H3C/N\CIgCI)_IO O\)‘CH:S HN\) O\)VCHs
I % P 4 S -1 VR R Yo fin-2 A F R
(0] (0]
F COOH F. COOH
| |
Xy
ch NH \)VCHii g\) \)‘CH&

K-8 U7 LU S RRI-4 N YA FiE

1IBERMSDELGES - SMENRRERRCE T S1EH
%Y L7

14. Z Dfs



V. BRI 5 5H

V. JBEICEEY 5IEH

1. BhEEXITEER
GENGEE)
LARTZ o MO T FUKRER., LoV EREE. MR, IBEKEE, £7 78T (T A T)
ﬁ57~)2\mﬁﬁ\k%ﬁ\%7xﬁ\ﬁﬁ%7xi\v%mﬂi&~ﬁ\7V7VI?E\IV%DA7
Z—g, BTFT)E, TuTUvRE, EAIRT ‘AN =—, TuETUUTE, XA ME, A7
W, IEE, TR IR E—E, LR TR, T TR, BRFE, XS hA N T havhRE, L
RTITRB. QBN oy F 7 (22T - TNXT4), hTa—<7TIV7 (VIIVT - bT7axT 1 A),
iRk 7IVT7 (V7IVT c=ma—F=x) | fik~vA a7 X~ (v/ 23T TF7 X~ + =a—F=x)
GRS E )
HME; « BUG K ORI 0O R, I, 1B MEREIR SRR ZE O R, RS B I K. BISZIRAE (BMRE,
MBEE) | R RIRZE (RISERZE) | MEEKR. BFER, ER, BT 7 A RTITFT A, FENEE, FEAE
R, R, 7B TRE, XA M BRIE, QE

2. AERUVAE
WE, RAIIZ LR 7oL LT 1EI500mg 2 1 H 118, # 60 42T CTHEBEHET 5,

<Rt - HEICEET S2FEALDIE>

1. BAIOHERIC BTz > L, MEREORBREZL 7o, JRANE U TEE AR L, FIR QIR BB i)
RO OFEIZE EDDH T L,

2. JBF T A, RTFTRCHONTIE, LART7axhi b LT EAANCY Y B X 5AaII3 0 Fl o 5140/
bHEY) 14 HREET 52 &,

3. PRIEDIIE K O R OMHNIIL, FONERST (EMA) 723 60 B OG- EZHELE L TV 5, JEIRDSEMR L7235
BT, ROV 252 k(r%%@mj®ﬁﬂ%)o

4, RMEERLE L 2 255120 B E F40TAT O T &,

5.$ﬂmﬁﬁﬁﬁt®éﬁﬁﬁé_ko

6. BHBRIK TEE CIEAEWMHRENFHET 2O T, TiloMk - HRAZHL L LT, LEIIL U TR EZ
U, #E5MEEHITTHRGTD2ZENEE L ( [3EpERe] OEEMR) |

EEEE Cer(mL/min) Hik - HE
20=Ccr<50 #H 500mg % 1[0], 2 H HLIKE 250mg % 1 HIZ 1 RE59 5,
Cer< 20 #H 500mg % 1[a], 3 H HLAK: 250mg % 2 HIZ 1 REET 5,
B PR A

LAR7O0Fx4 S U AiEssE TDSEP) (XERERRRERZERME L TLVELY,
VERRT—2 1\ ir—2
MR L
(QF&RZNR
1) RENEHE
i) MR R E
G < BE K OB O IR R 2 R IC, LR 7 %930 500mg 2 1 A 1 [EAEEE L7-’o

igi



V.

BB HIHH

AR OG0 2 2 AL UTHER L2 HEERIES RO RIT. RO LB ThoTe,

BA R (%) CEIEGIFKSIES])
MG+ BME R VTR AN D — Rk 90.0 (9/10) ™

) AFS VA7 XY 8 500meg 1 B 1 [EFRG~0U) 0 2 0%k 1 #cirbhi,

i) PEIRSRRESAE 9
R L A XD AFI OB R O e 2 BT 5 2 L & B E L CHNME L - S5 L A
FREBEBRIRORE R, KO LB Th -7,

AhR (%) U DIE B E B REfmlZE (%)
LERT7axYg B 7 N T xRV UEED [95% F X [H] ™
88.5 [92/104) 88.8 [79/89] -0.3 (-9.3, 8.7

) IEHEE
a: LARZ7aXYr 500mg Z 1 H 1 [EEEHE
b: 7 ITXV 1g % 1 H 2 [EAHEEE

PP SRR GYE B E 250 RIS, VAR 7 m %20 500mg & 1 B 1 [BLETEFHE L 7R OG0 M OV e 2 1
ML RS UTEM LRKRBRORRIL, ROLBY ThHho7 49,

R4 BE (%) UERMEBIFRIER])
mihg GEERM% 25 T) 92.8 (232/250)
~A 27T ARk 100 [17/17)
7 VT % 100 [ 4/4)
LU T Mgk 100 [ 1/1)
P TP 28 0D YRR 94.3 [ 33/ 35)

i) PREGEKLAE ©
BHEMEREIE AR K OV R R EE 2RI, AAOFMER NEEEEZRGTHZ 2B E LTHEm L
HEVEAALIEE M TR L EGRBR O RS RI1T, kD LB TH-oT=,

M PR DOFRIER (%)  AREFIFIER]] BERE (%)
A ES S RRATa X4 L FED [95% 5 HH X [A]] ™
93.7 (119/127] 89.5 [(111/124) 4.2 (2.7, 11.0]

) IEARUTEL
a: LAR7uXxY L 500mg & 1 H 105 [ K AT
b: /X7 uXHY 2 500mg % 1 H 2[5 HFESHEE



V. BRI 55H

PR IEYE B 2 X, AR 7 e %% 500mg & 1 H 1 [8L%
THZEEARE LTHEM LR

TSR TE L 7 D A 2 R OV2e 4
REROFEEIL, ko LtBY ThHhotz 6D

P& Fad

, THEFZRZEROF IR (%)
s CE A 1/ 1)
T eI 2% 92.3 (36/39) . F2)
BB 94.3 [83/88) *9
AP EE RSB 95.3 (41/43) ™1
@%i%ﬁ%% 93.3 [42/45) *v
A MR R ST ARAS 83.3 [ 5/6) "1
| RUEREE LR 83.3 [ 5/6) "V
SR E R N 66.7 [ 2/3)
7Z I VT MR IRk 100 [ 3/3 )

&D$ﬂm%vﬁ7m%#vyﬁ5mmgla 1@&5&@@@“%%&%a&
37 .,
A E MRS ARZE 6 1,

10 2R, MR S
A% 43 i,

SR HATVE R FE AR 41 B, BUHEVERE
%@ﬁ%LW 6 Bl TIThbNI,

H2) AAEE 5 HEOHETHY . BEHKRT 5~9 H%IT 73.7% [28/38) TH-7,
H3) AFEELE- 5 HLOHETH Y, BEHKT 5~9 H%IX 77.8% (68/88) Th o7z,

iV) HE BL=Ra *r_ 3

PEAHFER B ORI IB A SR 25 BRI

AR T7eXY v r 500mg & 1 B 1A

SR B U T2 RF O A 20 K

U? PEaRard 5 2 &2 HIE LTH L7EERIETRABRORRIT, KO LBV ThHhoT,

B4 B (%) B REGIHKAER])
SUCHEE TS 100.0 (5/5) ™
AR g

100.0 (3/3)

E) KBS LERT7 %Yo 08 500meg 1 B 1 ERGE~OY) Y B REN 15 TiTbii,

v) BERERRRE
HEREAR BB & Bl

., VA7 et 500mg & 1 H 1HE

ZEZARE LT LIZEERIEIRBRORRIT, kO LBY TH-TZ

RIEA

AshR (%) A RDE Bl i)

fE RS

70.6 (12/17)

RS (B AR RAEME SR B
R 2 BR <)

W& D

61.5 (8/13)

BN FAEVEIR BT K D IERRE R

100 (4/4)

vi) 3R AR R O

TE NG OB A R a8 B3 BRI

I, LARZ7rX P+ 500mg & 1 H 1 [H]

SR FRHE L2 R O AN IE R O e 2 BREd 5

S Lo F

IIVER OVt 92 2 2 BRI L UTHER L72EERI IR OMRIT, RO LB ThoTe,

R ABL B (%)  AEBIFAES])
B Y 85.7 (6/7) ™
FEAT RS

80.0 (8/10) ™

1) ARAIS LR 7 a3 U8 500mgl H 1 G~ 0 2 iLk%E & T,
TERBER 9 Hl i,

BAFEIT, FEPREY 5 Fl,

I



V. I8EICEY 55H
2) HERBEHAE
FREYIERE 2512, LR 7 e X2 500mg & 1 B 1 BLSGEEHE U 72RO G001 & 0% 20 4 it
THZEAEME LTHENM LR REROEHBEHE AR, KOLEBY ThoT
HRE - #E FHEE (%)
7 R KR 96.8 [ 30/ 31]
LUV ERE R 100 [ 14/ 14)
Wi 4 BR 98.3 [ 59/ 60)
A= U AR R 100 ( 5/ 5)
i BR 94.3 [ 33/35 )
ETIRT (TTUNATYNET—I R 100 ( 11/ 11)
NI 98.3 [113/115)
VAN EAYE 100 [ 4/ 4)
VA AE S 100 [ 31/ 31)
TrFunyXZ—g 100 [ 9 9]
tSFTR 100 ( 4/ 4)
VA=AV 80.0 [ 4/ 5)
A TN W 100 ([ 60/ 60)]
ok M 83.3 [ 10/ 12]
LU XTI 100 (1 1)
RTRNARVT hay A 75.0 [ 18/ 24)
TVUVRT TR 100 [ 4/ 4]
) A= U U ARERE - v Ubi=3 U L (PCG)D MIC = 2.0pg/mL
(3) R PR S EH G BR

1) BEE#HREROREURUVENBEORE (BEAL. T35 RHR, BERIEEHR)

2)

R A B 48 5 (H AN 250~1000mg #£45 8 5], &1 40 f5il. FA 841 (500mg #¢45-) . &> T 48
fi) IZLART7r X 250mg (60 43) . 500mg (60 %7) . 750mg (60 43 Xi% 90 77) . 1000mg (120
53) ZHELREEE U, 2 ORER, B L R 2B FFRITRO b TZeM, ROBAEMENHR ST,

) AAIOERME - AEIE. W, AL R7eXHo 0L LT 108 500mg % 1 H 1[E, # 60 4T
TEMEET 5, | THD,

RE (7 BE) REBOREURUVENBEORE (BEAL. ToERNE, BEERLEKER)
fEEER A B 23 4] (B L HEE o, FTvR 34, 32461 (55 14liITgPThik) ) ITLR
77Xt 500mg, 750mg & 1 H 1[0, 60 /f2NT T 7 B M ARERE L72AE S, #EBRERE 18 il 8
BNZESBALALEE, AL Z 5 RSO TESEATERE 23580 B ALY, W oS4 b MALE CHIE L
7=

500mg #ED 1 fl TFR O B AV 4 L D TESHALE 5 FEREISME, TEREL SN IT T R TRETH -7z,
SEPE DVESRALE 5 PR QMR FE DO PESHTACALEE 23388 B V72 1 B CIIEER OB TR ik S 7223,



V. BRI 5 5H

oD 7 HI TR GG TTRE CTH o 72, 2B, 7T B R TIIAEFEERIIRO NPT,
DB, NA YA v BRREMIZIRARICRE & R 52T e o T, LIi-> T, Ba
PEICHRZ2BIT R <, BAMETRETH D LHlr L7,

) AAIOERME - AEIE. W, AL AR7eXH 0L LT 10E500mg 2 1 H 1[E, # 60 4T
TEMEET 5, | THD,

DHEFRHER
Y L7
(B)HREL AR ER
1) |EAILIITRERGHAR
Y L7
2) LEEEER
U ER R L
3) RE&MHER
M ER R L
4) BE - RENRER
BRI L
(6);B R
1) ERABERE - FEERABERE EFRRE) - 2ERFGEHEERAR (TREBRRKRAER)
AR L
2) ARBEFHELTERFEOHNEXITER L -HBROME
MEERR L



VI BRI B9 H I H

VI. E3HEEICEHT 5I1EH

1. EEZPHCEEHSILEWMR IS LEYEE
v R VR BRIEEY  A7axY v (OFLX) . /v7axdyr (NFLX) . 7o rvoaxdo v
(CPFX) . hzx7uaxH¥ v F kg (TFLX) . X7 ax$o 0 2 oLl (PZFX) %

REER

(DERERMGL - ERBSF
LARZaxHvuit, IR THLIA 7 axH o o o— o EEE(—) -(SIERTH 5,
1) JiEERA 1029

2)

VAR 7 m P 03, MR 2 B Te 7 T AR RER OV T SRR U, IRFHE 2R HIE A~ 2 B
NERL, 7 RUKEE, LoVERER, MRRE., IBRERE, 20 CCKREHE, Z7V7v2I R, ¥7
FTE, TeTURE, EAAXRT BN H=—, T T U TREGLHBNMER, RIREEZ ST
ROBEIETEE 7 5 LAEERE, A v 7V U WH, LU RTE, XA ML T hay g, T
—~JIIVT (VIIVT - hFavwT 4 R) MR IIFIVT (UTFIVT - =ma—F=x) | iR
~A AT TR (A 2T TA~v - Za—F=x) RECHEEEEZ R L,

Flo, FT7RE, NTF 7AW, BRIEE, <A M, 7reT R BRFE. QB v TFT (arvx
T TNAERT 1) KL THIE &R LT,

FEBRI~ ¥ A RGP EER OV SRR IC B W T LR 7 a Y U d, B R ORI R A R LT,
1E AR 10,11,2530)

LAR7axdvif, MO DNA Vv A L—A KON MARA Y A Z7—BIVIZ/EA L, DNA % %2fH%E5
%o DNA DV v A L—AKOERA Y AT —BIVIHEFMEIL, T70%H 2 O 2E50RI Th o7z,
PUEERIIEERNTH O . MIC i DR E THE AR bl

QEME R+ B HERRAE
ZMER R L

()VEFR RIS - FFimEFR
MR L



VI Ehie B3 5 IH

VII. E¥ENREIZEET HIEH
LR8B4 o miEmesE/\v Y 500mg/100mL TDSEP] RULAR7OX45 S U mifEEsiE 500mg/20mL IDSEP ]
FEMEREZHA ST HEBREERCEKRABRZEZEMR L TULVEL,

1. AP REDHR - BIEE
Q)BRELAEMGMARE 29
YL DOTENL, SRR OB EIIK T 5,
Q&M REDERRE
RSN 55 - BB R
LAR7 v dY 3 v SilHE 500meg/20mL [DSEP] @ 1.00+0.00 FFfE] (n=8)
QERKRHABRTHE SN RE
1) BEEERA 3
) BERS
FENIZB W TR AIC LR 7 243 500mg % 60 4y CHIR SR EE LA, mgEh R bR
FEHERE K OV ENRE N T A — XL, kD LB Thoiz,

LARZ7Ox4 S 500mg BE SFEETHFOMBTHREHRR

(pg/mL)
12 1
g L
i - LR 7 eH%% 2 500mg DSEP]
%E 6 (Mean=S.D., n=8)
=
523
3 H
N : . * ; ' '
0 4 8 12 16 20 24

5 %R (hr)

LARZ7 034 500mg BB RHEFHIROEYEE/ NS A —4

Tmax Cmax tie AUCO-72hr
(hr) (1 g/mL) (hr) (1 g-hr/mL)
500mg A 1.00+0.00 9.79+1.05 8.05+1.54 51.96+4.96
tse : REARAH DY SR 200 (/vay =k Ay MEHT, Mean®=S.D., n=28)

i) RIE®RE
EWNIZEBWTEERAICLAR 7820 500mg 2 1 H 1[0, 7 HREKESHEFEL-EX, &5 2H0H
DI OIMSE R CRREIXIZE—EOHRB Z R L, Y EE T A—4%t 1 HE L 7T HEH ClEIE—



VIL_ W Ehfe B4 % HH H

ETHY, KERGRHIZEE TS EREITRO birho T,

RERFFIFOMBHAREICKREERS

Lug/mL)
12
n=8, mean#S.D.
y
9- o
@] o
E
')qr;.
p fi-
: o
: JX 1
00— G T \v T T T T :) T :"h“i‘}_{)__‘;)‘_(;
0 12 24 48 72 a6 120 144 168 192 216 (hr.
#
EUBEE/INS A —4
EP_XL Li. Tmax Cmax C24hr tie AUCO-24hr
(hr) (u g/mL) (u g/mL) (hr) (u g-hr/mL)
1 HH 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*+6.41

(/ rav =k A2 MEFT, Mean+S.D., n=8)

2) BEEIZHITHIENEEE
EWNIZIB W TR RS (66~T79 i%) M OMEREIEEEE (20~45 %) IZLA 7 ¥ 500mg % 60
3T CHA[R] SR EE L 723558 O A iR EEHERS L OSSR ENE R T A — 21X, RO LBV ThH-oT-,

HAQEHIRICE T LEEHERVIESEHE OMEFRERS

(ug/mL)
16
A GEE
.l
® i
EEE Tt (n=12)
1m
il
i
3
meanzS.D.
04 T T
0 4 3 12 16 20 24 (hr:



VI Ehie B3 5 IH

BREHERVRRFESHEICSITSHLARTOF4 L L 500mg

HEREFIFROENHE/ NS A -4

Ei {ﬁd;ﬂ( Tmax Cmax AUCO-24hr
(hr) (1 g/mL) (1 g * hr/mL)
=y 24 1.00%=0.00 11.19+2.26 75.98+11.51
FEEEE 24 1.00%=0.00 9.25+1.94 56.63+10.89

3) B¥OKS L DLLEK

(/) vra =k A MEST, MeantS.D., n=48)

ENICB W TREEERAIC LR 7 o 4920 500mg % 60 43 [ CHLA L L2358 T HEER O£ 5 L

=8%4a.

HMBINE T A—F 12, KOLBY Thol,

LARZ7BX4S 2 500mg BEA#EFHFIXSEEZEOREHFOENHE/NS A —4

g Tmax Cmax tue AUCO-72hr
e (hr) (u g/mL) (hr) (u g+ hr/mL)
500mg s EE| 8 1.00+0.00 9.79+1.05 8.05+1.54 51.96+4.96
500mg £ O % 5-| 40 0.99+0.54 8.04+1.98 7.89+1.04 50.86+6.46

4) BREREZEEETORRNEE

REFIIC R DHEERMBE NS A -4

(/) var_X— kA2 MEPT, MeantS.D., n=48)

RHEFFEMENE ST A —Z Z AV, LR 7m0 2B T EE ICHER s o1 - IR T. TH
IR AR ERE L7256 OFMBNRE T A —Z 2 HEE L, BHREIR FEE ISR E O EFIIERD 6
T, &5 7 B HO AUCo2ane [ X EHEREIE R #12 500mg 1 H 1 [MIAE AR L L7256 & RE 22130

LIRS T,
b RE , SR BN REFRAT 2> DHEE L7/ 8T A — &Y
(Cﬁ%?.) Jik - O A% IR a —
er ML/MIN Cmax (pg/mL) AUCo2ar (ug-hr/mL) *2
50= Ccr 500mg # 1 H 1 [E#% 5 Cmax=12.26 AUCo-24nr=111.75

#1H 500mg % 1[F], 2 HHLL

< Cer<
20=Cor<50 1o e % 1 HIz 1 EHE 5

6.13<Cmax=8.15

55.87<AUCo-24nr=106.36

%1 H 500mg % 1[0, 3 HHLA

<
10=Cer<20 lux onome & 2 Iz 1[5 5

6.24<Cmax="7.15

53.18<AUCo-24n=76.11

& 1) RE 60kg & L7254
E 2) EH#&ETIE AUCo-a8h X 1/2

(AP EE
EEER L
G)BE-HAROEE
1) BREDFE
M LR

2) VAFTOY, TARKRYFIZLDHHE

ENIZB W TR IZ S A F 22 400mg 21 A2 A3 ARSI 7 m R K 500mg #1 A4 [F5 AL
L, YAFVUVEETHREXIET a2y RELE 3 BRICLAZa x4 500mg % 60 5[ C AL
L&A, VAFTVUOPFHIZE T, AUCo72ne 1% 1.3 f5IC B L, tield 7.6 FERIAN D 11.7 REEITIE



VIL_ W Ehfe B4 % HH H

EL- Fr7 a3y FOFAIZL > T, AUCo720 131.5 FEZ FH-U, tie 137.6 FFEAD 12.4 BEEICIERE LT-,
—J7. Cmax X OBHER P HEIEER (5% 0~T2 FF[E]) ICV AF Vo I 7 a2y FFHIC L A K&
RO B0 - T,

LARIAFHY S VEMBRUIAFOY, TARRY FERAKRERHOMTHEEHRY

(pte/ml)

(e/ml)
10 SAFTY 10 TARKUR
& n=12, meantS.D. &F n=12, meanzS.D.

m ® L AT7OFHL m ® L R70%H,

ey OLmInfHi s AFin ey OLAR70%How+T0AR0K
© ®

i= 5| ik

& &

T T &
s6 64 72

thra

CAF VLA Tasxy FRBR
LAR7 XY LR7ZaxYo | LR7axYy |[LRT7oxPir
Bl + VATV CHM ety B
Crna 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-72hr 48.22(11.6) 61.05(11.4) 49.30(7.1) 74.59(12.0)
(g« hr/mL)
CLr 8.85(11.6) 6.78(13.3) 8.16(11.5) 5.16(19.5)
(L/hr)
F?g;;hr 85.32(5.5) 82.72(7.4) 80.41(12.2) 76.96(11.1)
(¢]

A EE (%l C.V.%)

VAF VB, T rAxy R E B2 n=12
tug o FEAKFH T KPR

Feorone : #5-1% 72 Wi F CO REEIR Pk

O)BER (REaL—3y) BIICKYHEBALEZEMERNEEEEER
MR L
. BYRERIINSA—S
(LRt A%
MR L
(2) IR IR R [ TE 3K
%Y LR
RNAATRAZEY T4«
%Y L7



VI Ehie B3 5 IH

(4 HREETER

500mg % Hi[al, 60 57 M T A i g O Rd B (Kea)

0.0889=0.0170 (hr1) (AN EAEAERZE, BB 8 44)

G IVTSVAR

9.69+1.09 (I/h)  (fEEERk A 8 1], 500mg B [m] s i & V&% 5-)

(6) B

111.10£15.51 (L) (fEEEEA 8 5], 500mg Hi[a] S s E& &)

(MmEEBHEER

ENIZB W TR LA 7 1 ¥ 330 500mg % BRI EE L 72355 . ex vivo TOIMBEE A& 213,

RIS 1~12 FFEZ ISRV TIRSN AiETE T 29~33% ThH -7z,

MmFEAFEEE (exvivo)

faR (%)

AL B A R IRF ] (hr)

1

3

8

12

500mg Hilal 29.1-+3.63

31.5+3.91 32.3+3.81

32.8£5.00

<BE: YT 42>

<BE>
mFEAFEEE (in vitro)
VAR T B R PRI (pg/ml) BEE (%)
1 36.2+3.2
10 27.9+1.5
50 26.3+=1.0
(Mean£S.D.. n=3)
. %R
LN
. T
(1) M % — B BE P9 @
MM ER e L

(Mean+S.D.. n=8)

VI 4. (5) 1) A& - lEB~DHTHE <5F - BYWT—4% (Sv ) > 2R

(2)1t0 7% — B BR B P BB 1
LRk L
<% WhT—5>

UCHEFR L AR 7 o X% 10mg/kg DHETIHNR 13 HHLX O 18 HH D Z » MIHEIFFARNE G L, ik
HOIHEE 7 VAN ) 7T 7 4 —IC X VHIE LTz, BYOFMR R TH D85 5 /5% TRV F~o
RED AT HAVTZ DS, RHARIMIRIZ 33 2 Ma AR P AU RE OIREE X 0.21~0.67 LK o7, £ 5
24 FERIFZICIZ, 3 L7234~ T ok < & B R A A 1= L7z,



VIL_ W Ehfe B4 % HH H

@FH ~DBATHE
R L
<BE>
[VIL10.334%. M. REFE~DERE5(©2)) OHEZSH
(ABEHEA~DIBITIE
MR L
(5)Z Dt DB~ DFITIE
1) K& - A~ DBITHE
BEICLVRT7 e XY 1[H 500mg & 60 /7 TR L Lcha, %K (RRBALA 0.5~4 KfE#% Txf
AR AL : 0.45~1.54, 5 41) | MHFEMEVF (RURBALE 3 WFEIEE Tt iR L « 1.78~2.16, 2 f]) |
AR AR (fEBRLG 3 Wf#E CRAmAE PRI © 1.87~2.31, 4 61) . HESWH (HiEBILS 3~7 B T
s MmAE AL 1.17~2.21, 7 ) | EIPEPIR iR (R BRAG 7~9 e ok A Pl EE 1L - 1.35~2.30,
3B ITBATIEE R LTz,
) ME sV
fRERER AN B 8 Bl LR 7 m ¥ 2 500mg % 60 43 [H] CHURLRREEE L, MK & At h OREHER &
Mt Uiz, LA 7 v o 0 O MERR R BE I A B AR T 1 MM ClRemfii e 72 0 | IRIR - ARRRATIE

MWD LI,

ERZPA~NDBIT
‘*L . poe W - T | \

itk - 8% n Py b &E’Eﬁ ﬁ&ﬁ i (u‘;ﬂ/flf B o e
g 8 | 500mg HH 1~24 0.39~6.99 0.72~1.03

a : BB I IS NT 2 I + FELAE P iR B D SR B A ~ e =i i
X:lAhR7oxHho LT
i) AEEERRY. BERET. by, BERBHIK 389
% SRR OMRE 2 6], SMEREROBBRE 4 6], TENEREOEERE 2 &K OB RS
RO 6 B, IEER OYWERE 4 5
B BBREICLAR 7 e XY 2 500mg & 1 H 1 [8] 60 43 CAEEE L, HFEARY, AR,
e oywdn, REIRENIB IR, S OV R B HERS 2 It L 7z,

FEZEMET. PEERT. BE2BYRUVERRBHE~NDBT

i | oo | g | s | WIUHIERE g ey
(hr) (Mean -+ SD) (Mean [Range] )
JIE 5% B3 2 | 500mg Hi[A] 3 19.2+7.5pg/mL | 1.97 [1.78~2.16]
JEAE B 4 500mg Hi[H] 3 12.0+3.1ug/mL | 1.82 [1.37~2.31]
T3 W) 7 | 500mg Hil| 3~7 9.4+2.2ug/g 1.46 [1.17~2.21]
NEIE N2 R 3 500mg Hi[r] 7~9 12.9+6.5ug/g 1.95 [1.35~2.30]

Xl: LR LT



VI Ehie B3 5 IH

<% gOrksR>
BSR4~ D FE 1T 3239
i - ik | o | BehE | BRGeER (he) | KR - AT bl R
6.442+1.794pug/g

10 | 500mg & 9~6 1.162+0.256
—— 0 mg I CPA9f)
R ST AEL T
5 | 500mg Hil 9~3 6.994=2.649glg | 4 16640 384
(e i)

X1:LAR7aFH LT
%2 (CPWE) SEHERE SRS B LRI « HERE A IR BE  fe ARfE ~ e e il
(FeEfE) S HRE O I i MR PN BE oD SE R

<BE HNBEAT—2 EOKSE) >

A SUTBEICT LA 7 v X% 0 500mg 4 HERE AF G- L6, RIEMHER KR (& 51% 0.56~24 Ik
M CxAEFRREL - 0.2~1.5) | K[UESCHE (5% 0.5~8 RE CHMmAE+HERE : 0.9~1.8) | K&
KRLER (55 0.5~8 MR CTxAMAE L : 1.1~3.0) | fivrnr 77— (5% 0.5~24 I
M CxPfmEh R « 4.1~18.9) | Jifikiik (B 5-1% 2.28~25.43 REfM TxAmAEHRE L © 1.06~9.98)
BATIEZ R LT,

ik - ERRIRE

" . . %I N B .
it - sk | n 12 1 &%}‘fﬁ% PRI - ARG | R e b
N 1.6~18.4ug/
PR e a) — neg'g ~
ik 16 | 500mg Hi[A] 2.98~25.43 ) 1.06~9.98
e pte el 4.8~8.3uglg
S SO 35 | 500 [a] @ 0.5~8 0.9~1.8
A me CEH91)
4 [500mg/A 5 AP 4~24 0'7(}22%%;“”4 —
S i B iR =9 10/9 1
35 | 500mg Him @ 0.5~8 I - IHEIm 1.1~3.0
mg H CE#H)
4 [500mg/A 5 H[E P 4~24 13‘8(“;3;?;)%/“”4 —
Mi~sn7y— oo 46/9L —
H a) ~ * ~ * ugm ~
35 | 500mg Hi[H] 0.5~24 (T 4.1~18.9
4.33£0.96ug/mL .
e B
500mg/24hrx3 1] | 0.5~24 (e i )
0.8~4.0ug/mL 09~15
L LA ’ ’
R RIENEB K| 6 CEIE)
6.79£2.05ug/mL .
I=Ry—
500mg/12hrx5 [l 0.5~24 Ue i)
1.2~6.7ug/mL 05~1.2
CFE¥IE) ' '
+
11'7(7;2%1)““5@ 1.37+0.34
R 10 | 750me/H 3 H 0.5~24 <Lk
3.2~11.9ug/g 1547
Cr¥{E) ' '
BISTIREEL | 20 | 500mg/H x3 [@] 0~24 — 3.0

a: 500mg FEA#EM. b : 250mg SE&EH ., c @ REEFIMENTIC L 0 HH
XK1l:LAR7exHPh LT
X2 (HPH) B ARMARHR « R IR B~ e = AR - RELR R



VI Y Ehfe

(BB A

CFEME) ABERER RIS
) PR O

BT 2 VKL -
e LR PR T E D - 24 i

<BEZ . $YWT—% (SvhH) >

UC L AR 7 m XY 2 10mgkg OHETT v MIHEIFIRNE G L7c & & ORI FHRk R
HERB A IRRITR Lz, REE, RISZIR. WM. ROVIZR &% Bz £ < ok o Fi s 1 3 it o I E kg
o3& ORERE IR BRI RN,
FEH JOWEER BARLIS O Tl P O E 2 LRI Y | R Bl K
O TR B RE A HERR STz, 185 48 BfITR 12132 < OAERE TR BR A ITAR T L7z R

JIFDRE, R, MENRG, RZE. BUSZAR. M OSKRBHTARIREE O HURRED

RThoHES 5/
fElh. tB@ishG. K&, Kk,

gl

SREL R, B5 5 4

LR HP R B oD R AR ~ B

NIYR

SR b,

Jv bZUCEHLATOXFY S D% 10mg/kg DFAE TEHEIFIRAES L -RHOMEBPRE

IRER, ~—2— i,

LAZ7adY o oS ERE (ug eq/gor mL)

i 5 4y 2 B 48 HERH
JIiR3 7.03+0.35 1.18+0.17 0.00+0.00
k73 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
AN 0.56+0.04 0.21+0.01 0.00+0.00
EELN 16.24+6.83 2.39+0.57 0.00+0.00
R ER 2.38+0.08 0.63+0.10 0.00+0.00
N 6.210.64 0.76+0.12 0.00+0.00
RN 9.03+0.78 1.59+0.52 0.00+0.00
sE 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 > NEi 9.91+0.98 2.27+0.52 0.00+0.00
Jifa i 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
i 10.32+0.27 1.38+0.17 0.00+0.00
JiF g 22.10+0.53 4.13+0.27 0.01+0.00
T M 42.69+1.30 4.96+0.93 0.02+0.00
2l 14.00+2.32 1.71+0.19 0.00+0.00
J0o i 9.95+0.15 2.30+0.12 0.02+0.01
ek 18.50+2.22 2.18+0.12 0.00+0.00
NER 0.83%+0.10 0.15+0.01 0.00+0.00
Bt 4.33+1.73 0.95+0.07 0.00+0.00
B A 17.08+0.84 3.49+0.55 0.00+0.00
& 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
KER 6.74+0.41 0.90+0.14 0.00+0.00
T 1.69+0.15 1.91£0.12 0.00+0.00
UL MmN 3.78+0.13 1.85+0.19 0.00+0.00
[EIA 6.95+1.10 7.05+4.78 0.01+0.01
JE e 7.31£2.40 27.77+13.62 0.00+0.00
" 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
PN 6.85+1.03 3.66+0.99 0.03+0.02
(Mean+S.D.. n=3)




VI Ehie B3 5 IH

2) MIk~D¥IT (in vitro)
InvitrolZHB 1T 5 UWCHEFR LA 7o X oot MiER~OBITERIL 37.0~39.4% TH -7,

MER~NDFEITE

LARZ7a x4 URE (ug/ml) BATER (%)
1 39.4+1.2
10 38.5+t3.5
50 37.0t4.7

(Mean+S8.D., n=3)
5 X
(1) FC BB AL B UMK B HE R

ERNICBWTRERAICLAR 7% 0 500mg 2 1 H 1[0 7 B FEEES (60 5B AT Lizsa
PGB T B 84 24 R E CTORBY WA TR K YN -4 X1 RME) ORPHEIEFEZ, WTh
HEGED 1% KW Th o7z,
1) LARZ7BF42 0 0iHERBRE
P UCHEFR VAR 7 a0 o A HEEIRNE G- LTCBEN O LA 7 a2 3Bl T o &9 ek
BRI IS B2 65,

COOH
lfJ'?Dfr*T/_/ \
o COOF
Firl\,cooam COOH

Y
H:CN N H=C N %

-{\L_/ \) {\L_/ O\/ _______ - \)‘CH\.

O~ “CHs YCHs

FIL 0BRSS N-FFH%4 FiE fitf A F IR

(Glu: FILoOsE)

2) Rep KB
R A B 7 8 I LR 7 X420 500mg % 1 H 1[5 (60 /R siffii:) 7 AMEREG LZ L &,
B 5% 24 REETE C O RBRIRPHRIERIZ, REMEDE G D 79.26%., it A F /LD 0.94%, N -A X+
A RIED 0.76% CTH - 7=,

QKHICEEE5 T 5B% (CYP450 %) D FiE

LARZ BV UAFET, B b CYP TR RN2ETVEEZE MFI 70 Y —hb A v Fa—v gy

L. REIREEEE AT Lz, TOME, LR 7 o420 04 CYP 4k Ba s e 5t

75 ICs0 1%, WT 4L 100 p mol/L LV @Envo7-,



VIL_ W Ehfe B4 % HH H

CYP /r1#i % B REHENE ICs0 (umol/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
2E1 Chlorzoxazone 6-hydroxylase activity >100
3A4 Testosterone 6 B8 -hydroxylase activity >100
3A4 Midazolam 1’-hydroxylase activity >100

RYEEBANROEERVZTDEE
Y L7

HREVDEEDEERULLE 30
AT 7 8l LA 7 u x4 2 500mg # 1 H 18] (60 rflLAi#EENE) 7 HMXERG LIz =, &5
#% 24 B £ TORFEIR PHEIRIT, RE(CAEDSE LG ED 79.26%., Bl A F/AARD 0.94%, N-AFH A IR
R 0.76% T > 7=,
LARZaXHor REOBA F AR, N-FFH1 RIK, BURBRIKOBEAERI R+ 5 FUEiE 2 JlE L7z
AR, A FARIZIL AR 7 v 4o 0 LRI L - TRV L 164 [FOPEEEZ R L, N-F4 %54 Rk
L7 7 LMt O—ICk L THVEREEZ R Lic, —F, BURBIRIZIZPEEEIRIZ S A ERD N0
726

G)EERBMORERN/S A —4
MR L

6. H it

(1) Bt R AL B UMRBR
FELLTBHTH S,

()8t
[EPIZ IO TREERAC LR 7 8 %432 500mg % 60 S5 CHIBLAIMIHE LIsia, Aibiiate 0~4 M £ ©
OWPRPPEIL, 513.38 1 g/mL, BRI 28e54% 72 W& CORZALARORTHRIHIT, 93.9% Th -
7o

(3) Bt R
R L

7. S URR—E—IZBT B1ER
CLr 2 RERIR AR 2 EA 5 Z &b, LR 7 a3 U U 3RME THOWMINTWS EE 255, OATL &
O OAT3 DILEAITH S 7% K, MATE1, MATE2-K % * OCT2 OLEMEHZ &> A F ¥ v 2 HfH
T 5 &, CLr BZENZI 36.8% KN 234% LT L, HMMNER L. ( VL1 (B) 2T AFTr, TARRY
FICk 228 2H) .
VARTZa XY U ORMIE WA T = X LIRS VTV W, in vitrodBR Tl P-HEX N7 OIE
THDHIENRESNTND 39, £ B8m F IR E A7 B SAZRER 2BV T MATEL & O MATE2-K



VI Ehie B3 5 IH

DO LRT7 v X4 UEEIEEIE W 2 ERHE STV 36,

FHEIZDWTIE, in vitro T P-¥ES L /327 \Z%8 9 % 1ICs0 25 1644 n M & #HAE STV 5 37, 500mg 4 Al $ 5-
L7z & & D Cmax/ICs0 13 0.1 Al & BH S, BRIR T PHEY /37 20 Lo EAERARNE X 5 U 2 7 13K
EEZHND 3, £, OCT2, MATEL ¥ O* MATE2-K (2%}4 2 ICs0 1, W h LA 7 243 500mg
EERGHD Cnax LV EL, ZNEN 1270 M, 382 M LK 81.7uM & HiE XN T 5 3639,

. BITFICKBBRER

MENT X% CAPD 1, BEAMNLD LR 7 ad P REAOEEIT DI NERENDH Y 04192 F#E DB
MBEEIARELEZ HND,



VIL.

ettt (BN EoEES) (S 5IEA

VIIl. €% (ERLOXESE) T3 5ER

1. EERNBLZTDER
AR
2. ZRABRELEZDER (REZZRZED)

[2Z] (ROBHEICIFEELEBENI L)
1. AFNORA x4 7 v 542 S5t LImBUE DB D & 5 BE
2. IR SATIEIR L TV D Al E D S D m N ( Tilla, PElm, RIWFE~OR L] OHEBH)
3. MNRE ( VNRFEA~DEE ] RO TZ2OMOIEE] OEHSH)
7o 72 Uy AR SRR LTV 5 ATREME D & 2 i A OVINIRAE ISR LT, IRIESE O EEeRBIZIR Y | TpE L
DEWEMEEEZEE L THRGTDH L,

3. MEERFIHMRICEES HERALDITE L ETDEH
FE L

4. RERVAEICHEY SERLOIEEZNERH

<RAZ%- AEICEEYT FERALDEIE>

1. AFIOBRICH > TiE, IMERORBIEZF <20, FHIE U ORZMHEHR L, TR OIEE g
s/NROMEOREIZEED D Z L,

2. JFF T A, NTFTRZONWTIE, LART7aFH L LT (ROANCYI D B 25 A TR OF oS
Wb &) 14 BEEETHZ &,

3. RIEDFIE K OHEIR OIHNZ 1L, M ESEST (EMA) 2360 HEOEEEZHERE L T\, FERPEMF L
EHAIIE, BROBGICO s 2L ( Bk OEBR) |

4. BB G RV L 25512, BRBIEE +7I12iTo 2 &,

5. AFNTSEFHEICOARBEAT S Z &,

6. BHEIE TEF CIEmWMHRENFFT 20T, TiloMlE - AREx BZ L LT, LEIL U TR
L, #EMEZHTTRETHZENEE LW ( [HEyEHE) OEBM) |

BHEBE Cer (mL/min) HiE - H&E
20=Ccr<50 #H 500mg % 1[a], 2 H HLIKE 250mg % 1 BIZ 1 REE9 5,
Cer< 20 #H 500mg % 1[a], 3 H HLAK: 250mg % 2 HIZ 1 REET 5,




VIl Zeastt (EH EovEES) ([CBd5HA

5. EERERBEZTDEH

1. BEHRES (ROBHICITEEIRET D)

(D) BEOBHEREDOH 2 BE [RWLTREOREARD LN TS ( [k - HRICEET 2645 Lo
WE . [3EpEE] omEsE) | ]

(2) 5 oIt LAE, AR, X7 a—BEERSE, 7 N U AOBIEEE 725858 [Ny Z#-FNC3E e &
Vo LAREENLTWD, ]

@) TCANAZEDREMEIRB IS OBEROH L BE EREER T 1D, ]

(4) % o > RPUEERIC K LidHEOE OB O & 5 B3

(5) EE/DEE (REIR, BmtEEERSE) ObslE QTEREEEZREITIENH D, ]

(6) EIEMIEIFEDEE UEREZBASELZ LD D, ]

(7) KBRS ST KEARAEEEZ A 0F L T BB KEINRIE SUT KERAEEOBEE . SRR L<I1ZY A7 A
T (T 7 VGRS 2R T L28E FAAOEFHIRICENT, 7rduXx ) o RHEER %I
RENRR K OKERAREE DR ALY 27 NI L= L O@ENRSH 5 ( [EEARERNER] . THERZ2EIE
M1 OEBE) ]

(8) EnE ( [mEwE~0kkE ] OHEBH)

6. ERLERMIE L ZTDEARVRES *

2. EELGERIE

(D AFNCE DY 3 VD TH T4 3F—DRELMRITTHTE DIRAENRNDT, WOMEEZ LD L,

D HFANCBEREFEICOWT A RMB 2T 2L, b, FUEMEFICL 27 LAX RIS TR 2
Z e

2) HEICEELTE, a3 v IFIET o MEBRED ENDEfEZ LTI 2 &,

3) BEBAENOHREGHRTHRE T, BELZLHORBICRIE, FoRBIEEITO 2 &, FrCRGRMMES
FERRSBIE T2 L,

(2 EMEEENRHODOND I LNHLHDT, AEFEOEERE, fElR2 0 5 M OBEICIEF T 2 BRICITER
THEO BB FICHAT D L,

(3) KEMIRE, KERFEEZ S| S T2 L3 H 20T, B2 T2IT1T O & & bis, JEE. Ml 3isiic
T HREDIERD B B ONTHAITIZEHICEMORE 22T 5 L 5 BAITHET 5 2 &, REIEIIXR
BIRAEEEZ S0 L T2 B3 KREIIRE SUIRBIIRAEREOBEE, FRIEE L <13V A7 N+ 20T 5 8HF
TiE, BEIS U THGRAEOEm S BE TS5 2 & ( MEEKRE) | TEXREVEM] OHEZHR) .

7. MEEHA
L)PtHEZES S TDER
L



VI ettt (BEH EovEES) (S HIHA

QFREE L FDER
3. tHE/EH
HAEE (BRISEET S L)
ERLE BRERAEIK - HEHE WF - EREF
JIZVEFBRRIITO | BT RIAND 5, FHRAIRIZ 3515 5 GABAA Z & K~D5E
EF BRIEXTOASF GRENEREIND EEZEZX LI TVD,
TEH R ERE
I ra 7 ok
7% ) REER N7y D OEMERERL, | ATy U ORFRE A, TEA
INT7y7 U 7'a b B URHOERENR | A COBRIZLVEET LT 7 )
OHENTZEDOHRENRD D, UREMTAELEZ LN TND,
QT ERZE I C & | QTERAZEZTRENLH D, | N LY QT MR AEMAFEAINAIZHIIN
HMibNTULNBEH ToHRETNND B,
T I v= NE
8. Bl

LHEMERDOBRE

4. BlIER
ARFIN A RSt AR A 55 o BIE FH 28 BUARBE 23 B & 70 DA 2 FEki L TUh7Ruy,

QEXRZEIER & FHEEIK

1)

2)

3)

4)

5)

6)

7)

4. BIfER
(D) EX%GEIERA

avy BEERRSY) [ THI4FF>— BEERRASY) cvavs TF707%— (I
JEMR - ALBE, HESE MERNEES) RO ENHLDOT, BEE STV, BENRBOHLN
HAIiEREE IR L, WEURLEEITI L,

hEMREIEFERAL (Toxic Epidermal Necrolysis : TEN) (BEEERT V) | KRISHEEREIREE
(Stevens-Johnson fE{RE) (BHERBEY ) - hgEREESERAE, FERBAIEBERER H & bh
HZENHDHOT, BEETSITITO, BRENRO ONTHAICITEG 2R L, MY 0E 21T 5
Z &,

E (BHERHEY) R LbNDZENHDLOT, BEEHSITV., BENIRD ONEGE
WZIEHEG2F I L, EURAEZITY Z L,

QTR HEEERH®Y ) | ILESEIA (Torsades de pointes 2&E) BEERHY )  QTIELEE., O
=M (Torsades de pointes &) NHOLOND I ENHDH DT, BIELZHHITITV, BEIFED
ONTHGEICFEGE R L, @ERAEEITY Z &,

AMBEE EEARTY) | MEWER GEEARTY)  SMREE, WEEBASSLbND Z
EBRBHDHDT, BEETZIITY, BRERSBOOLNLEHAIIEIEGEZ P IEL, @URAEEZITH 2 L,
BIRERT 2 (BEEREIHY ) | FFHEEREE (0.1%AK0) . BE (BERPEY ) BUEFR., IFHReRE.
BOH (FIHIER RS - IR, BARRIR, BRI, T O BNHLbIL I ENHLHDT, BlEE
FATV, BRENRD ONGEIT B 2R IE L, @UREEITO Z &,

RMERRAE BEERAEY ) | |EBHEE EEAPSY) | BAOEEMm EERPEY) | 0k
W BEEEARBAEY ) L BRI E, BEEERIERAE (WIHER « RN, WHEERE, BEURS) | ~ESm
EURSE LD R ML, /MR RS i s Z ENRHDH DT, BEESITITV. BENFR
OONTEEIITEGAHIE L, BUIRLEZITH Z &,




VI %4t R EoirEss) (B4 AIEH

8) FEIEMEM% (0.2%) . WFEABRMEMNA (BEEEARBIEY ) BN wgwk, PRULIREE, o X AR . R
BRE 55 A0 O RV MERGZ . HFERERMEIR R SN D Z ENH LD T, ZD X ) IERPRD SN
HEAiE xS 2k L, BIREERLVE CRIRGEOEYIRNEEZITH Z L,

9) BIEMXEXEOMEEES FEELRKERX BEERPEY ) . AEMERGRSOMAEZ LS HE 2K
RNBDHOLONDZERHDOT, . HEIO TRENRD bNZEAICERSZ PR L, #ERn
BEITH 2 &

10) MM RARIE (BEE AT )« FWdm. B CK (CPK) E&, AR ORFIA Ty E5
AR E U 2 BRI L A 0 O BB RMBIE N B S o s Z E R BH D DT, BlEE +0IAT
W, BENRBOONTHGEIITERGAFIE L, BURLELZIT) Z &,

1D {ifkE GEEARITY ) RIMEEN D Hbnd Z ENH 0 | (K SEICEL B L HE SN TNDEOD
T, BEE 51TV, BRERRBDOONHGEICIIERSG 2 PIE L, @WYRAEEZITY 2 &, FERFE
FH FHCANVFR= LT LT REROA R ) VPSR R LTV HBE) | BREEERE. Sl
HThHLbhRT,

12) 7XLRABER., BREORES GEERHTY) 7L AL, BFRSOREEND bR D
EMBHDHOT, BEED ORI, IS OMERDGED DN AIITHE G2 Ik L, @y e 0@ 247 9
L, 60U EOBE, arFarxTa s FEIZFH LT LB, BB HOBTEOH 2 8E TH
OO,

13) $88l. TAX. 15 DEOREMAR GEE ATV )« $5EL, F AR, M) D2HORBEERRH & bh
HZENHDHDOT, BEELTHITITO, BRENRBOSNTZHAICITHRGE2TIE L, B@U2R0LEZ1TH
ek,

14) BEMEMEX GEEAREY) REMEMERBS LD Z LR D0 T, BE 8. BEER., %
BE, BRIREE0, KE AR C B BRI 8 R DR B RO G GEICI3 & G521k L, wEh)
RAEZITO Z &,

15 EEMBEAEDBL GEERIAEY ) EIEREIEDBRE TEROBEERH LD Z ENHDHD T,
B e+, BESRO NG A I G2 IE L, EURLEEZITY Z L,
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1. REHER

(HEMNEEFER ( VI ZRHEEICEHT SRR R

(2)BIRH A ER
BREERR L

R)xEMEREHAR
PR (v T X)) | BHKEE (T v b)) RO - LfESR [T LA B U~%‘E%ﬁ (=A%) | LiHE
N, (BE/VE > b, invitro) . hERG &t (CHO-K1 fifld, in vitro) 1 \[ZKIFTELZ MG Lo/, FF
(R L 22 D ERITRRD b7z,

(4) % DD I ER
REER R L

2. EMHHEER
MERNBEE G OSEA, AEEFLVA7axdvr (BAKY) L L ORLE
(LHEREEEH4EHR
EAIRA1Z 5B D LDso (E
Tl <A 7 v b E—JNVR (=7 AP
4 Jii3 i3 Jii3 i i Wt
LDs (mgkg)| 261 315 413 385 195% >195%

¥ M OB E
QrREHRG SRR

1) 4BEE‘RE (Tv b, AZV4H)I)
Ty NEOI =7 AP 4 BEKEFIRNEG L, —BgER, ik, R, Bz E2f~7z, 7 v hC
19.5, 58.5, 176mg/kg/ A5 L7854, 58.5mg/kg/ A UL L CTRECE ORI & KRG EIC I 5 B HCEIE
SR DR, 176mg/ kg/ B TREA IR (B FEENME T, IR T, fkE, M, ROEMm) OB, B
B\ OMEREOHD . R pH DK FWONCE G /T EEE e & OBERBO i,
Fo. EROLIEE EEHEMA 58.5mg/kg/H L ETAHA LN, LR 7w X4 0 OFETEMICR KT
HEEZ LN, (MEEFEPE &« MERE & 12 19.5mglkg/ H)
B =7 AP 9.76, 24.4, 61.5mg/kg/ HFhH LT=846 . 24.4mglkg/ A DL ECREMR (BEFF, 8 3k
KEAE) DFETL R O K S OB FE I 03 541, 61.5mglkg/ H TIE & HIZPAR K OB AR O B3 5Tz,

LML, oT_RCOREEBICEITRD biieh oz, (MEFEIE R« MERE & $ 12 9.76mg/kg/H)
2) I3 EMKEE (Tv k)
7 v MZ 13 HRAEFIRNE S L. —RIEIR, ﬂn%féz IR NEER7e & 2~ T,
7w M 9.76, 29.3, 87.8mg/kg/H &5 L7354, 87.8mg/kg/ H Tix, MM KEEEHEIZ I T 2 B IE
TR OB EIRERABE SN, A7 e ﬂe%y/@ﬁa@@ LD EEDNDEHEEORMNN
9.76mg/kg/ H LA TR b7, (EFME S MEMES 12 29.3mg/kg/H)
QR)EEF LSRR

1) HIRETR CIEIRDEAR S (v )
9.76, 29.3. 97.6mg/kg/H # 7 v MIIIAEIRT 9 WM, MEZ »~ MIIXARHELHT 2 BB 7 H &£ TX
BEARN PG Uiz & & MEREREN) O AFHFERE . I8 IR ~DREITFRD Do 7=, 97.6mg/kg/ B O 1
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BEMW 5L Th 2 ROMIR L IREEEN S B iL, S OICHECTIIRE K CEIFE ORI R b,
(M2 Bl O — M T 29.3mg/kg/ H . BlEh) O A58} OR B O #14: T 97.6 mg/kg/H)
2) MRBERBBES (Sv k. 98X
<WEEZ v >
9.76. 39.0, 156mg/kg/H Z4EH= 7 A5 11 ARMIKEFIRNE G LT & &, 156mg/kg/ A TREM) DR D
JERE, MBIROBGERIER OCHAERCTAH—T2 7 4 — )V KT A FONS BB Y RO RN, L
L., WTFNOAREICBWTHETEEITRD b ienoiz,
(L& - RO —iErE, IR KON O #MET 39.0mg/kg/ H . REEMW O /E5H T 156mg/kg/ H)
<MD H >
6.10, 12.2, K&\ 24.4mg/kg/H Z4T4R 6 A5 13 HFKETHIRNE G Lz & &, 24.4mglkg/ H TR 5
T D HS ORENR, iz AR, BEWOKRERINE K OCEEEORD A AL, Ll WT
NOHRIZEBWT bIROMER . TRIEOAEF, BE. KOERBICEETIRD b T AT LEO bk
molz,
(EErtE . BEYoO—kEM T 12.2me/kg/H . BFEMW O A K R IE OFEM: T 24.4 mg/kg/H)
3) AEHRVIRIALRE (Tyb)
9.76. 29.3. 97.6mg/kg/H Z 4R 17 H B 0014 21 H £ CREFFIRNEZES- L7 & &, 97.6mg/kg/H T#&
HENE T 2 R OEIR M OB &R A b, HAERTE—-7F0 74—V FT X hDOALH EA Y B3
DO BB BT, L, WTENOHEIZEBWTHEEIROMER, /i) OVEFRRERE I BT O bt/
Mmool
(Ve R O — i e O AV 0 F51E C 29.3mg/kg/ H . BRI O ZE5E T 97.6mg/kg/ H )
A ZF DD HEHKRESE
1) BRI
RS, SR, KON AE A LA R B R TSR (7 )
0.5% LA 7 w4 v o ERAZ U O F@HRA. FEirN, K OHEFIREFICHE®R G LzL 25, )
RS- 5 B 1% IR O BB SUGIC K DEEMEDTRD S ALY, BRI 5K ORI BRI 5- TSI &
HIE STz,
2) Bloxtd 2828
10 A MR FFIRN I G- el (7 3 )
9.76 K& 1*48.8mg/kg/ H Z EMENZW % 7 #1210 A MIEFIRNIR G- L7 Z2A 0T o HETH B &N
RO LT, (MR & - 48.8mg/kg/H)
3) MEIRUEEMBICKT HEE
i) 2 B R EFIRA % 5 SRR

<HEZY >

9.76. 39.0. KU 156mg/kg/H % 4 WEHT ~ M 2 BEKEGRIRNE S L7-RBRICHBW T, mHED
156mg/kg/ H 123 T b B stk K O F Eggs i 2 s S 2o Tz, (MR - 156mg/kg/H)
<HHEAX>

2.0, 3.9, 14.6, &1 58.5mg/kg/H & MEMESHE ©— VR (4~5 » Ali) (2 2 WEEFIRNE G Lz
ABRIZ BV T MR AR AR TlE 2.0mg/kg/ B UL TR ORISR B EGRIAR) O BEEIEDS 3.9mg/kg/
A LA CRASBERERRBD bivlz, UL, MEROMBEIE & &3 L OB TIT o7,

(MR - 2.0mg/kg/H)
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7 X o X BB R OV s B A R S R o T, (VR - 29.3me/ke/H)
<BE . AXRVSy FEAVFESIZHT 2RE @EOKRED) >

(1 %)

A X (4 % Hiw) | BHOBEA X (13 » Hlp) 127 AMRORE LBEE#EE LG LofR, 2

LEHL 10, 40mg/kg Lh B0 & TG OKE R OO S A DT ZRD Hivl,

(7> hH)
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LB O B> T2, 300mg/kg Lh ED M & T EfiE i E & O/ SRR FE o BI ik & 12 Iiﬂ

EEE!’J TR, MR H I (X BIERIRE T T O 28R A 8D BT,

T LAR7axdo oK mmE LTofE

i) 4 B REFHRAN SHR S SRR CREARA X)

2.9, 9.76, K 1'29.3mg/kg/ B ZHERE " — 7V K (T~8 » A i) (24 3 M A FARA sl i 5- L7238
WL 9.76mglkg/ F PL_E T TU % RS 0 BRI O VT AN B OSBERR A3 20 & 21 R 22912 ifﬁﬁ‘ﬁaﬁk
B O BRI L OB, E 7= IR OIBER 380 BTz, 29.3mglkg/ A Tl & BITAITRE L OVE &k
OREEIE b A LT, (I & i & $122.9me/kg/H)

4) <BE>HEH
BEEFHIRAEZES LSRR (YVX)
50 & Of 100mg/kg/ A - MEMEANT L A~ 0 2 HEERIRN I G4 . RBFEEDEZ 4 RERIRGT L. 55 5E
DOFREFIREIC L D EFEZ R LR, LR 7 a3 v o O EEI IR E ch - 72,
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Xih. | &

Z DMOEEER

LARZ70F4 S o midi IR SR ILHR

RERAE - RBREAN B IR SCEIC > TRHELL, LR T o X920 iliiE S 7 500mg/100mL [DSEP) &%%E: 1 xt1 DFl
ATRA L, BAES, 1. 3. 24 BICRIT 24M8lE pH 2372, £72, 25 L LT, RBEEAIO A TOIMEL L pH
DOFER bR LTz, SMBUIRLE Lo AL B AORBRE I AN, BB REAWT, WIRTEIE L, MIEL (B
BT AR DR AN W TiE, A 24 FERRICB T A LR 7 o X% v OREFREZE LT,

R LA T a XY AGEETE Ny 2 500mg/100mL TDSEP) & LAMEOEmOERFA] GivE A T SsEA) 198 HH
WZOWTHRER Lo RE TRIOR L, LA 7 add o 0 filiE Ny 27 500mg/100mL DSEP| & DELAIZL - T,
24 WEHLAIPICOMEIZ L GRIESUTIEE) 235890 bALIERFANL 16 fE, pH 24t (B & E% @ pH 75 +1.0 L D%
b)) RRD LN ERANT 4 FETH o723, 24 FERUINICAMEZ L GRIBXUTILE) 23580 LAV WERANL, W
BRI RICELITERD b2 dr o Tz, ek, SMEZELS pH (L2330 LAV A & 2 O3z /81T, BEEEIEER
oo,

RPOHS

¥ BAZE GMBLUIpH £1k) 3388 b AT — {7l a) : SMBLZEA LD Y N ey
b) : pH Z{tH v o : é‘%ﬁfﬁ‘%ﬁ&@ﬁﬁﬂ(@f&’%ﬁﬁﬁl:mﬁ&ﬁi Clefeh, Al LTz, ZODRIIBET -4 LT 5,
W o TS K S ¢ APLAHTIE G : 5% 7 N LR 20%G : 20% 7 R v HRERK

EMErFHA
#1 : 2010 42 A #2 : 2012 4E3 H #3:2016 42 A (RSN TV AEA AL XL RBREMYFEOLDOTH D, )

B 57 B S8l 24hr pH .
AT Rty ’
S . . P » ,, i~ fid | 1hr | 3hr | 24hr| FE]
S S i ~ =
HIN I FE HHI4 Pax ) pH | EAED 1hr # 3hr % 24hr % | (%) ol % | % | e
o  wam| mEEE
AT —MAEHR 05g% | 0.5g+20mL(W) | FHEEOEI 10 g | BREEE | ik e g | otk | — 92| 94|94]97|#
DIRIR DOWED | e o | ol
LR e | PG ]
FRF— VA 0.5g% | 0.5g+20mL(W) | FIHEHED| 10,7 | BETQEE | pjgrh e - |omken 9.6(9.7| 97|97 #
DRI DOWED | oy @ oL
TR A o o o 10mg/2mL 2 ¢ Y R
/PN : - - -
b | Y30 MM 10mg| P oete | 32| ol 100.0 | 85| 34| 33|34 #1
T Ty AP ERK LSRG WA B _ _
s ——0memL) 50mg+100mL(S) | otk | 55 | ok 998 | 4.8148]48)48) #
Fhth R . 5mg/ImL 9 (P ] PRacy
¥ LR— R Smg CHE 35 piite | 39| ol 99.0 | 3.8(3.9|38]|39]|#1
) . o 20mg/1mL 2 ¢ Y R _ _ _
ST 7 A S P AT otk | 44| ok 1006 | 4.7 | 47| 47| 47| #1
NS 200mg/10mL LS EREA] O3 N R L] -~ -~ -~
A J S E 200mg ) otk | 41| ol 98.6 | 4.6| 4.6| 4.6 | 4.4 | #
NN 600mg/200mL | My O3 N R L] - -~ -
7 4 K> Hi ¥ 600mg GHRLR ) otk | 37| ol 99.9 | 47| 47| 46| 42| #1
o 200mg/200mL | M E R _ _ _
.- 757K Low $200mg GHRLRE) otk | 38| ok 100.8 | 48| 47| 47| 44| #1
=y 5mg/5mL S0 Y W O _ _ _
277 v ik bmg CHELR 35 otk | 41| ol 1015 | 44| 43| 43| 43| #1
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