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1. FAROERE
VAR T\ 4o oK AN, M O DNABERAET S Z LIC K W REEREZ R T =2 —F% / 1 VR PH
TR THY . AT 1993 4 12 HITRAAIA, 2011 4 1 HIZHERAIN s Tn s,
LR 7 v d% v 8 250mg [DSEP) | LA 7 e X33 8 500mg [DSEP] KONL7AR 7 v 42 kL 10%
DSEP) (%, #H— = HHXSHNRIERTE L TWAH 27 7 By Re6E 250mg, 7 7 £ h®§E 500mg K V7 7 &
v NORIRL 10% & JR3E, IRINAIR OCBNEERZNENFR—DF— Y FTA AR - P23 v 7 ThY | H— ==z
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TN aA—T 4 UTEEICTH I ETRICK DA A TN D,
4)PTP > — hD TR
« PTP > — b OHIRIEIZ SRR Ol @2 BEEE L . Bk E OB 2 R LT\ 5,
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LR 7 v %% 8 250mg [DSEP)
LA 7 v %% 8 500mg [DSEP)
LR 7 v kL 10% [DSEP]

2F &

LEVOFLOXACIN TABLETS, FINE GRANULES [DSEP]
(B)BRFDHE

— k4

wE PR 17T H 9 H 22 H EARARF 0922001 5 ITHEOSXHE LT,
M#¥ & (@ma*)

LR 7aXHo okl (JAN)
2% % (@mEE)

Levofloxacin Hydrate (JAN)
levofloxacin (INN)
(B) AT L

FV U AEERPLE I ¢ -oxacin

3. BEAXIETREX
CHs
HsC
PP
| - H0
F CO:zH
0
4. RFAXRUDFE
433 : CisH20FN304 + 1/2H20
48 1 370.38
5. {24

(8%iE) XIEEKE

(38)-9-Fluoro-3-methyl-10-(4-methylpiperazin-1-yl)-7-oxo0-2,3-dihydro-7 H -

CBR%A. Bla. BS.
LVFX

anj

EEES

=

pyrido[1,2,3-del[1,4]benzoxazine-6-carboxylic acid hemihydrate (IUPAC)
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(158 - 1K

BHAGB~HABORERSUIFREOMRTH D, JITL > TRA ITHREARIZR D,

(2)iaftE

1) KiEBA®ITT BaMEHE
g (100) [ZIET0 <, KT A H ) —IRRBITIT K, =& 7 —/1 (99.5) [ZIETFIZ W,
0.1mol/L HEesikIZIE T 5,

v ey s A 1g fﬂgﬁ’%ﬁé DI
(AR 2#£H) A LR (mL)
e iz (100) I RS B 4
7K RRFITIZL W #7160
A KB ) = b DRBETFIZ W %195
x % 7 — L (99.5) BFIZ<» #9200

2) £1E pH DKBRICHT HRMBEY

VAR 7 v 4o ok fiiE pH2 DU R TIERBISIEREE 2 A L, pH2~5 TILHIR 7 Z — O3

77

ﬁ’:

FEMi#R 2 ~d, 72 pH6~T T/ F CHEMEIT—k EH Lol L, pHT~8 TIXIXE

24mg/mL DIRIRE T 5, & 51 pHS LLETITAMICIAfREN ERHT 5,

Bk

(mg/mL)

R B

400
350
300
250
200
150
100

50

FESEHREE 11~93% 2B W\ TRIBHE IR S 2o 72,

@@m (HfESR) | A, BES
flS : 226°C (40 fR)

(O BRIEEMEEH

pKai : 6.11 (R FIVE FHEE)

pKas : 8.18 (BT VU D AN DEFHE, HEIE)

4 5 6 7 8 9

pH (RIERE25T)
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(6) BRI
VARZ a2 Kk, YR TIEKE D S AERE ~m VB TR R LT,
7K JEi EoLi IV N

0.1mol/L ¥ % 0.003

pH3 (Mcllvaine buffer) 0.002

pH5 (Mcllvaine buffer) 0.004

pH7 (Sérensen buffer) 0.553

pHS8 (Sérensen buffer) 0.242

K 1.022

(EWJ8 - n-A 2 &% 7 —v, HIEIRE . 37°C)
(7)Z DD E %R E

1) pH

6.8~7.6 (0.1g. 7k 10mL, HEIEE 25°C)

2) LhERED

(alb:

—92~—99°

EHTIZ LY SEE CTHDZ EHBLTWD,

2. AT DBEREEHTICETA2REN
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VAR 7\ 4 3 KNI R R QN EE LS e L U E Td 2 08 LRSI L TURARIRETIZA A L,
KRB TII DD ER LA ZETH D,

R B IR T 25 A

LT 3EMLETH 5,
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SNORFRBIZHKLTEBY, AERBEFOEEIL. VAR 72X 0 OFiERRE FHV 7= X

PRAFSRME HIH PRIFTERE pied PSS
F MR ER = oy 36 v H | BT Ak (R | Bk L
o BB 40°C/75%RH 6 » H RVZF L4 b7 L
AL HIA T T A
50°C 60 1 @J‘(g *%)7 B L
25°C/75%RH 30 H Tr—Ll (RO B L
r—— 30°C/92%RH 60 H RY)xTFL 48 B L
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EE,
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4 S A7 ks — =
i go i | WEMEERATIAZ L ml
OKIETR)
H1 W R B AR A R
= 40°C o P (0.04~0.05%)
O =H 7T 2o
14 H () pH5 | Zfk7 L
K v W PR g | WA RN
Bk e P (0.02~0.03%)
Sy iR A Bk,
. CENLINE (1.6%)
FEWNHOE (5001 A=A T T2 g
= %gé ( - ) 3 A t7k£&) TET BMAFAE (0.3%)
- T UK (0.3%)
N-Z XA FIK (0.1%)
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DO1mol/L HEER AR L (0.5%¥RE) . 120~140°C T 16 FFRIINZGEIE L 726 5. BRI B S -,

@1mol/L KEE{bT bV 7 ALY VEEFEER (pH7.0) ([ZEfEL (0.5%¥AHR) . 120~140CTT 16
IRFHNBGE R L7223, S fEI3AS b7z,

@AF ) —NdDHNE7 maR NV ACER L (0.5%%K) . 80~90°C T 8 REMIMEGE W L7=23, 4
RIS D o Tz,

pir
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ZWRH UT2RE R, e (DB IR, A F VIR, T 2 R NS A RIR) AR L=,
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0]

0 0
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1. #
(&R DX A
LR 7o x4 U8 250mg [DSEP) @ 7 4 /v ha—T ¢ 78 (FEHIE. EIfRA)
LR 7Y U8 500mg [DSEP) @ 7 4 /v ha—T ¢ 78 (FEHIE. EIfRA)
VAR 7 w3 Uik 10% [DSEP) : =2—7 ¢ & Z kL

QHHFI DI ER K U IR
CO i
W5t Al 1) KX X =X 7
(mm) (mm) (mg)
LR T mEy i @D =
G 250mg [DSEP) | o 778 | & hpagml B
(FEMTE - BIFRA) 6.6(k4%) #9 4.1 #1337

LRTmRH o 7 ANh 590 ﬂm @"E E—

% 500mg [DSEP) | 21778 e e lsomm

(KEFFE - HIBRA) 79051 #15.6 674
LR7axtv v e e | AR _
@RI 10% DSEP) | 7 7R e
()R a— K

VAR 7 X%y 8 250mg IDSEP) : VA7 w250 EP
LR 7w X% U6 500mg 'TDSEP) : VAR ~7 e 500 EP

LR 7 v %o kL 10% CERRH LD
4)HF DM
LARZ7 045 U#% 10% DSEP]
i i
18 i e
18 Filih 30 57k 10%LL T
(5)F Dfth

AR/

2. HEAIDRK
(VEBRS (EHRAS) OBEBRUFMA
Hr7e 44 BRI Al
FmELO—X A An—ZX b Ra¥xy
LE7axHy |[1ET Tuvrtin—A T NEBEATT VLT
R LARZuaxdv ook (AR) 2562mg| Y 7A, e 7aAo—R B{LFL 4
5% 250mg [DSEPJ| (LAR7mF4 L LT 250me) LU~ =L 6000, H = ek,
FIFgoNa g
fEmtElLe—RA L Ao—A b RrXxy
LE7axHy | 1LET Tuvrkila—R T BATT )
R LARZuaxYv ook (AR) 5125mg| FV 7 A, e 7aAo—RA B{bFL ., 4
§it 500mg [DSEPJ| (LR7 @4+ & LT 500mg) LU= a—)L 6000, G = Lk,
=k, ooy
A KR, XV T b ER YT T
LAET7axg o MR 1g s N o Ak S o AR TR TR
1 10% TDSEP) | (L g s i L) 102.5me ELEARES P Lo
TR, /: R N g T =
° (LAZ7r XYz LT 100me) = fbad) | FEL ZOH g
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6. HADHRBEHTICEITHIREL?

LR B ¥4 8 250mg IDSEP] . fg 500mg DSEP]
HEEABRIZISN T, RO

|2 & 0 W B ORI & B DL F AR B, THIASORBIE H T2

{LIFRRO B2 o Tz,
R RS PRI RE PRAFHAR] Ak HIEE B
PR
PTP 3%, s
FHIRFERE (25C/60%RH TT7AF 7R ML |36 1 A B2l L I —
% VS HHE
&t
PTP a4k, PLEERAER
HdEER 40°C/T5%RH |75 AF~ 7 H FL |6 4 A B L %&ﬁi
Ay 53
= B IIR B
. . . PR
1w |50C PTP a1k 3% A Ak L HeZR SR
e A o i e L {Elﬂ'rﬁz
o B W |30°C/92%RH |+ — LBk 2 % A FLARBEII &
ﬁit Eﬁ ﬁEE{&T fﬁ@}ﬁ?ﬁgﬁ
% pessr7  |vr— LBk 120 5 lx-h  |Z{kA L %’fjﬁﬁi
LARZ70%4S o#i 10% [DSEP]
Bk RIFSM LRIFIHE PRAFHART AR HIEHEBE
Mtk (UMD
HWIERER (EEmE)
4y, A 15— 1
R FERE [25°C/I60%RH |79 AF v 7R (36 » A 27 L P
BEE e
it
L G5
A R R 5 R
7. AELER UV BREBEORENE
A= RO
8. thF L DNEEELL (WEEFEHEIL) 3
LARZa x4 U4k 10% [DSEP)  (bg) CELADTHEIND 25 HAI (1 [FIEOHKK) IZO0W TERAZELR

BR A S5hE L7,

PUF, AL IR EmRLEEO LD TH D,

(1) ER77i&
1) HAERIER

ShBL (R, RENE) | SRR OE B

2) REEH

30°C/92%RH. 7, 14, 30 H
25°C/75%RH, 7. 14, 30 H

D65 7 7 (25°C/3500 1x) . 10 7 1x'h




Iv. WANCEE4 5 H

3) BEELAERICHERA L A
TARIU10%, 7T ARY U 10%, BAREF G T A2 —8, By 7 ZHIRL 10%, # 1 FT A
H—B, FT U U 50%., baXa AR 1%, /A TAFRL 40%., BARIEFH T LT T
B4 7 xR EVIVR UL, 7= L E X =L 10%., L R=Y a U 1%, R Z— LR
v — AL S YRR, Ao XA kL, AV UH10%, AT FUERL0.01%, V7 h—EBER 10%., =
XV =R, Bl R 0.1%., A= VLR DS3%., PLYERL. v — UKL 50% K ML w7
A HERL

()i ER#ER

30C/92%RH TiL, BAAEKR T VT AL —8, X DFT AL —E RO v 7 AR 3 WF|CTHREME

(ERBOH BTz, 72720, Wb BMORAIT, A, Wi OIEE &ICE R RBO bivie, £i-,

D65 7 7 Tid, 7=/ 7L E X — Vi 10% TEMICZED RO S i, B oA T 6 RIS @R Z )

RO LN, I, £ OMOIEANE NN Z DM ORIFERMAETIE, B, wEME, TREELR DG RICWT

HEEDFRD BT,

EIENRH o -EH|

B & FEFH PRAF S ABRIEE & 2L ONE
HAERB T A X —F 30°C/92%RH |JdEhit: : BAAIE & bhls L TR LR bz (14, 80 H) 2
BNFT AL —F 30°C/92%RH |WiiEhtdE : BHAGRE & bl L TR Gz (14, 30 H) @
Ry 7 ARk 30°C/92%RH |JEhit: : BAdAEE & bl L T (bR E O Lz (30 H) P

3 S D65 7 7 SE . L it 7 3 . 9]
T x )NV EH— )L 10% (25°C/35001x) Bl BHARRE & ik L TR b (10 J7 1x+h)

a) HUMOBAIT, G, FBIME K QPR R ZE (L2380 bz,
b) UM O BT, G R VIR R LR DT,
o) HMORA T, AFIELABD b,

9. BHM
LAR7Ox4 g 250mg TDSEP] . & 500mg TDSEP]
HE TvARozaxto 68 I2X5
GRERI IR HRBREE 2 12 900mL Z vy, /S RAEIC XD | 45y 50 [RIEE CRBR 21T 9 & &, 30 OB FE
1L 80% LA F, )
LARZ0%4S U#% 10% [DSEP]
HRE TvaRzaxtdo ki) 1285
(FBRIKIZK 900mL % N, /X RAEIC KD | 855 75 [FHERCTRER AT 9 & &, 90 M O M1 70%2L |, )

10.5% - %
1)EBPRELEE - A%, NENRLEESR - OFICET 518K
MR L
a %
(LARZ7BF4S U8 250mg DSEP] )
(FF7AF > 7R L 3F) 100 6
(PTP) 100 % (10 $£x10)



V. ®HICBI9 5HH

(LRZ7Bx%4 > 8 500mg TDSEP] )
(FT7AF 7R ML 23F) 100 6
(PTP) 50 & (58£X10) 100 & (5 #EX20)
(LARZ7Bx4 S U#iH 10% DSEP] )
(77 AF v 7K kL) 100g
(43) 2.5g X100 4l

[LART w42 Ak 10% [DSEP) 136IC K 28 AZE L Z LT 2720120 tIdE R T 4V 0 A gl
WIITTAF v 7R MV () & LTz, 728, R MVadEE#% oM ERIEE B, ELREE Lz,
( I XARFZEWLEDZEE] OHEHESM]R) ]
Q) FiREE
L7
Q) BHRDOME
LR 7 1 343 8¢ 250mg [DSEP) | # 500mg [DSEP]
PTP 4 3%
P T P: RUV7at’LrPP)74vh, TAI=0LE
N T gl ki
TIAFy Rty EEERY =F L . (HDPE)
* v v 7 RBYFrr L (PP)
VAR 7 v %% Uik 10% [DSEP)
AN NGRS
TIAFy IR - BRIRA LT 4 v aR ) =—(COC) T T AF v 7R by (FEfh)
X ¥ v 7 RUZar'L(PP)
5 @ RVxzFLr71L 74— KMPETD) « RV ZFLUPE)T7 I F— M7 4 LA (F5)

1M BIBRE SN D EME
LR L

12. 2 Dt
R L



V. 1BRICET HIEH

V. ‘aRICEI SIHE

1. ShEEX LR
GEICE )
AFRBED T FOXKER. LUYHKER. MAXKE. BERERE. KB, E57€3 (T30 A3) - 843
— R, REH. #E. XKBEEA. FFAE. YILERIB. FIRAE. NSFIRE. Y rANY2—RE. /L
TVISRE. ToTaNnNIE—RE. €5 F7R. FATORE. ELART - ELA=Z—, TJAETVITRE.
RZME,. ALSE AVILIVYE. BREEA. 7OR MO EA—B. LA RIE. TVt E. BRFEHA.
AVEQNYEA—RB. RTRR LT ravhARE. PVFRE. QBUSYFT7 (A9 IT5 - TLRT4)
FSa—<933D07 (U337 b3aXT4R) (MEVSIDT7 (VSIDF-Za—F=I) | iRk
TAAT5RAY (4TS5 -=2—F=I)
CGERIE)
RUEMREEPAE, FEMRBRERE. YR E - Yo%, BUERE. &F EBEURXEZHESILD) .
MG - BMERUVFMAIZFO KRR, FLRK. IIFARIRS. W8 - MEEEL., Rkt (RHMEBEX. RHEER
BEESD) . AEKEX L. L. BHETFREFFEO ZRESE. Bhtk. BET X, BILRA (BMHEE. BMHEE) .
FBRLAR (BIZAX) | REX, FEREX, HEX, BEX, BEEBEX. BF X NAFFIX, 3L 7,
NILEY VERE, FENRE, FEMBRSRE. RELX, 2HE. BRIRX. NEX, dEX. BISEX, LRE
HERAR . AR, EERABEKX, BEWx. RE. TILESE. RX b, BRE. MERRVCZFOMOBEKRE.
Q&

2. PEERIFHRICEET HFE

5. EEXIHRICEET HEE
(WREE - MREEZE. RMkR (RUtAEX. RUBRBREZET) . SHKREXL. BEMEX. BIRER)
U EMIREIEME N OF51 &) V2L, PIEERGOLEEZ W L7c BT AR OB G2 5EY) &)
Brans2HEaickE+52 L,

iR
NMHEHE - MREEZS, RS, BMERE K., BGHEGR SULRISRIER O WT I ONEE XTI R 2 F T 2 Pk A3
WCHSEOEETH D CERK 3043 A 27 AfT AR 0327 1 5) o

3. RERUVHAE

(WRERUVHEDHEDR
WE., RAIZL AR 7YoL LC1E500mg 2 1 A 1EEO#&SGT 5, ok, KA - JERITETT
HEET D,

&A% M O DMODFERIEIZ OV TIE, JRAlE L TioFREIRE O+ 2 &y
T 7 A, NTGFTRZONTE, LARTZ7eXH L LT1EI500mg 2 1 H 1F 14 HEREAOBET 5,
QREZERUVHAEDHRTERERE - R

IT4E, Pharmacokinetics-Pharmacodynamics (PK-PD) (ZBA9 2 HFZEDHEHARIC LV, FLEIEKEOIBEN R KL
OPLE It Dt ki, 2 OB L FEICBE L T\ D Z LA SN TE 7z, IREKFH R
EMZRTF /v RUEEIT, 1 FORERBZERLET5L0 6, 1 HORERELHET 5508, A2
B TELEZALNT VD, /v RPEEOBRLRICIT M 24 B AUC & MIC Olt
(AUCo-2an/MIC) 23HHBI L 58 MR LOIENZ I TR & M FRE & MIC Okt (Cmax/MIC) 2HHEET 5 Z &
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WG STV D 912, Bl IE, FIREREICKH T 2%/ v L RPEEOIRE ST, AUCo2a/MIC 73 30 LA
EVETHD EREINTEY ¥, £7. in vitro DWFFE T, LR 7 v 3 2 2% 9 2 iR ERE oAb
Cunax/MIC 728 5 UL E TR bR To L @E SN TN D 9,

INLOEREREZ, LR T X)L OENTO 100mg A O HiELOHETH S 100mg 1 B 3 [0 &
'200mg 1 H 3[A&, WA TOERAELOCHETH S 500mg 1 H 1 [ENZOWT, RHEEFSEYEIRE T A
— 2Nl T ey alb—ra KX OMEKOCHERN DO PK NT A—=Z2OFl%Z{To7, 7356
N7 PK 7 —% & JiRERE O MIC 7547 OF — % % W T PK-PD XT7 A —% =B L7z, ZOfEHE, 100mg
1 H 3, 200mg 1 H 3[H&TU500mg 1 H 1 [HDOHAEKLOCHET, AUCH2am/MIC 73 30 LA LA 7= 3755
X, 95.1%. 98.9% K * 98.5% CTh v, KEENIRVWEHEE S (FEBR) . —FH., ThThoH
EROHET, Conax OHREIZ, 2.11pg/mL, 4.22ug/mL, & 6.09ug/mL TH Y . Cmax/MIC 78 5 LI E%
7z HIEIE, 31.4%., 82.9% &1 93.5% Th o7, E- T, 500mg1 H 1[EIE, 100mg 1 H 3 [EdH D\ ik
200mg 1 H 3 ENZHAT, mEDR B HIHF TE oMM b2 EZ LIS WHERUOHERETHD 2 ERHERES
ni-,

EVTALALZaAL—2aVICKBEERVAZEN®D PK-PD /85 A —42 HE(E

Cumax (ng/mL) Cmax/MIC Co IMIC=5 AUCo-2an(pg-h/mL) | AUCo-24n/MIC | AUCo-24n/MIC=
FER OV & R ffE R ffE X;” A(o/:) L fiE R ffE 30

(6%~95%) | (6%~95%) FTERO (5%~95%) (6%~95%) DEE (%)

100 mg 211 3.93 41.04 76.23

10 3 (1.23~3.89) | (1.60~10.94) 31.4 (23.17~79.40) | (30.10~222.43) 95.1

200 mg 4.92 7.86 82.09 152.46

1A3H | (246~7.77) | (3.19~21.87) 82.9 (46.34~158.80) | (60.20~444.86) 98.9

500 mg 6.09 11.31 68.41 127.05

1H 1 | (3.34~10.15) | (4.58~29.43) 93.5 (38.62~132.34) | (50.17~370.72) 98.5

Jifige BRI % B < AR L CH,500mg 1 H 1[A#5-1%,100mg 1 A 3[E4% 5 & D & AUCo-24n/MIC, Crmax/MIC
N, £72, 200mg 1 B 3[EHEE L L TH, Cma/MIC Z2E RO Z EMATRETH V. PK-PD OIS
B, @A RMER OISR A B TE 5 & B b,

FERZIE ORI B W TIIRANIMMIEE OB Z K T S E 5720, ZHIGFABIENRKNEL SRTHDZ b,
FEROHEIC TR OZ OMOREZIEIZ W T, JRAlE L Thofiisigi L T2 &, | 253
T LT,

¥100mg WA THH 7 T £y MOKL, 7 T By MeEEIE 2010 4F 3 A I — SRS HEsIRE A F I LT 5,
723, 100mg BHIOAE L OHEIZ TROBEY Tholz,
W, A LT, LARZaXd ke LT1E 100mg 2 1 B 2~3 Bk A& 595, 7B, RYEOFEE & OYERIC X
VT 53, BREUIREA T L BN AEFICIZ LR 7Y r K e LT 1E 200mg % 1 B 3[E#EA#KET 5,
LIOFRTHRIZOWTE, LARTZaXH o kKfiiE LT1E200mg % 1 H 3E&RAKST 5,
JGTF 7 AL NTFTRAZDNTUE, LARTrF o okFIE LC1E 100mg 2 1 A 4[5, 14 BB A#RET 5,

RIE., 7B T, <A b, BRBKE, Q BUTHOWTiE, LARZ7eXxd v oKk e LT 11E 200mg % 1 B 2~3 [mfEA#KEG4 5,

o AFNOERB SN AELOCAREIT D@, ALV A 7306 LT 1H500mg 2 1 B 1 EROEET 5,
B, KA ERIZE U CGEEEET 5, ML O OMOFIEICOW T, JFAlE U ThobiiEzi e g+
L GTFTANRTFTRIZONTIE, LRZ7aXY o LTC1ES500mg 21 H 1 14 HEEOERGT 5, |
Th b,
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4. BERUVAEICEET 2EE
7. BERUHAZEICEET HEE
(EhEEFH @)
7.4 THEE OB AZME T 570, HERGHELEO0EHR G108, V71 &% 1ETRETS 2L,
[18.3 ]
7.2 BHEREIN T CIEm WML TR E SRS 2O T, WOMEROHEZHL L LT, LEIIL L TRE
BERKL, BHHEEZH T TERETL2ZENZEE LY, [9.2, 9.8.2, 16.6.1 & ]

e o Ry
T s B toriniy SRR O
20=CLcr<50 #IH 500mg % 18], 2 H HLARE 250mg % 1 HIZ 1 E#& 572,
CLcr<20 #1H 500mg % 1181, 3 H E L% 250mg % 2 HIZ 1 REET 5,
(BFIR. NTFITR)
73 LA TaX YTl LT (FEHAEL AR Y B2 2GS ICITERAORGHR b E ) 14 HEES
THI L,
(ERIED
7.4 RIEOIIE K OCHEROMIHENZIEL, INEF ST (EMA) 28 60 AHOKREEZHELEL T\ 5,
fRER -

71 Invitro Ct bMIfLFEEHER 2 B P IC Bl L 727 Lizsun T, 500mgl H 1 [FEE51X 100mgl A 3 [A]
e L b LT, iR BRI M ORMG O PE B B2 il L7 2 L bieE Lz ( TVI.2.(2) 8) in vitro E
POFRRESIAL—2a VETUICEITAREER 20 .

72 [VI10.(1)EHMEEEEEREZICETHEREKE] | VI10.2)BHMEREEEEZICK THEERAEZRVAEIC
£b5vIal—rarv] 2

7.3 HIHEMEMOTA FT 42 (2005 ) IZBWT, BF 7 A, RIFTRH LI AAnFR ) 0 RHED
FHEHME LT 14 ARSI TV D ZLMORE LT, B, BT 7 A, NTF T ADIERGIEL
LT IERDBSEEEM AR LI2HAIE, LA e X U ERFINS LA 7 e X3 v R OFI~08 v
BRZNEESNDDN, ZOEELROAORGHMZ 50T 14 HEAHELRE SN S,

7.4 2002 4 7 A28 &tz EMEA/CPMP 5 A & 2 2R W T, IRIEIZHT 5 LR 7 v 4o v OfESE
HSHIMN 60 HE E SN TWAZ ENLRRE LT,
2% : Guidance document on use of medicinal products for treatment and prophylaxis of biological

agents that might be used as weapons of bioterrorism (EMEA/CPMP/4048/01, 25 July 2002)
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5. ERERAAE

MEERT—2 /85—

KHTOO : FHiiEE O ZEEH

— MRS L UFRHBO MG LT, 2R,

phase PO e |2t |ERpEmne | HME
%148 A A N BERERR A B P - © © Ay, KER5
%148 A A R = e 55 — © © A G#
%14 ERES NG YN i - © © HiElk s, KEKE*
%148 EPN 35PN L — — © LA 252
A ERREI T - © © L[] 45
SEIIAR (LW~ | BB A 5 e B o o 500mg §E & 250mg & DA WA
EEZ i) S DR
LA (W20 | R A B i B o o 500mg £ & 10% MR D AW [F
EEZ i) S DR
A1 AACHIF g, (e PERER 2P BEPR 20 SR B OS2 RO ZD SR D i
EOZWREGH D VITAaERE © © ©
KL E N BE
A A AR CREHEME IR B YLIE & 2 B BEDR 20 SR B O B 2 O 2 R D H et
y © ©
INTRE
Al FETHHMR D 2 VITEER BRI SN R B OSHIES “F- 50 R D et ™
BHROLBVERE L B S iz © © ©
BE
EAIEE! HPE G BRI IR TR BRI 20 M OV B 220 2 R o it
fE, BRI, EMERE © © ©
JERYIE 3> D\ AR M R R
iE L B S T BE
BRARSREEERER [N CKE) B o o BEOEBRRAIFL Ty — R
DB HEAEH OREt
BRARRESRER | A B (BRI B O O AFUURRT BRI R LD
HAEH OMET
BRARSREERER | (AR, 5D - O — QT/QTc \Z K F T B OHFT
BRARSREERER | B (B - O O T 27T b OME/ERRE
ERRSEEESER | (R CKRIED) - O O N7 7 Uk OMEERBRE
BRARSREERER | B (B - O O 7Yy 73R EOMEERBRG
BRRIEPERER  |EERERA CKE. 7 kL) - O — QTc [FIFEIZ B9 2 &SRR
BRARSREERER | CKE. T EL) B o B QT/QTec T KIZ T2 . i
(MFLX,CPFX,Placebo)
BRARSREERER R AT (AR, E4) B o O AFUURRT BRI R LD
HAEH OMET

(E) #: BHARANTPPR T &17 o7,

% : HE AT PPK AT 21T o 7=,

PPK fEMr#E I3 VI.3. &M REaL—3y) @it 28,
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(2)BRER R ER
BE, REHES 19
HEEL T, LAR7e$H v (LVFX) & LT 250, 500, 750, 1000mg % HA AfEREARA S, FE~
36 Bl 22 fEIRFRE O 4 - L 7=,
HENREIT LA 7 v %% D Cmax 28 HEIEINZEAEI L T EA- L2 Dicxt LT AUCo-7one [T HEHLBIPED &
FHEND LY bEMEEZ TS ENHB SN, LR 7 ax) s OREMKD BRER P HEIER K 80% T
BLZENPONAAAFTT AT T IR THL EBZ BT,
FiE#HETIE, LA 7rd L LT 500mg ZEFEMRANSME 9 il (20~275%) (21 H 1[E, 7 HH&E%
BEA#E Lz, ZORE, &5 2B E25 7 A BOKSERIOMFEFR LA 7 a4 U RE (Com) 1T EHE
THR L. AL REREITRD o,
FLLART7axH oI EMTE LS, BRER, BARRE (KR, IR, RITR) RO
FHREICBW TR m X4 v VOERT 5B R REFTRITRD b ol
AEPN M 3 R E TR DR LT, IFRER . BRSO TRIBIERD bk holz, ook
BR#FICH Cudifficile (TSN T, KEOEET HERELRE SN Aeh o7 ( TVIL2(2)7)E FERHEREC
RIFTEE) ) .
AEFRLITHEE G TIIROONT, KEKR G TIE3HIC 4 RO biLlc, WTIVHERE IR EETH Y |
B G2 ik U7 BB 1T o 7o, 16BE & O RREIRIZEER L, HOWHITE A CBEEZR L L HES
N, FZ2MOFMEAE & LT, ¥/ 2 RHtEIEORIER & L TALAEmMmAI7Z Torsade de Pointes
DYARY 777 2—LLTHMBATND QT/QTe FMERERIZOWTHMF Lz, #RE LT, QTc Hkm
DOHEXHIEDY 450msec & #8 X 72 #BRF 1L HLE], RIEHE G L HIZRO o7, QTeMED~N—Z T A )
5 OEALEDS 30msec &M X - HBRF T HIEIR G TIE T T AR 2 il NIERSG TR 78R 1 HITHY
LR 7 oS UBETIERD bRho - (VLS. (NEXAZBIER & MEER) . [VIL6.(1)AHHE - BIERE
E0HDHEE W) .
<BE>
QT/QTc MRICRIFT EE
ARBFITITI2WA, WA SUTEERILIAN (B 7', HEHAFD) TREHIZOWTRFBITON O T FIC
RAEFT,
- QT/QTc HlRICE T 2 RE&M R UVAERGEFROEE CRE. A TtEL)
KENRERER N B Z 48 il &kt iz LR 7 ko (B 7 EAH]) 500, 1000, 1500mg &5\ 7 &
REHEEE LT QT/QTe MMREIZ T AL it Lic (ZEEM. BIERb, 77 2R, 474
H 7 v 24— "=k REWIHIE 98 ffH]) . ZDO#EF. 1000, 1500mg TH 5% 1.5, 2 KD QTe [HlE
(Bazett i£) TV 7 &4 & ik U CREGHFRVICAH B2 FRD 57223, 500mg TIEiR®H vz hno Tz,
1000mg # G- TIIAHIE T IAIIKAT L TREGHFAROA EZAEDRED bivlz, 1500mg 5 TAH 5 iviz QTe MkRD
FERAT OB N % S L CW D AREMEN H U . LR 7 e+ v U RNLDEFSMBIZIETHEIIRHATSH
5o
- MFLX. CPFX & DEERER CRE. A TtIL)
BERERR A B 2 (BHE 12 B, 5148 #) BRI LR 7 u k¥ B 7 L#H] 1000mg (L #F) . MFLX800mg
(M #) . CPFX1500mg (C#f) . 7Z7&A& (P#) ZHERE L T QT/QTe MEIZ KT T #24 i
AL (CHEWR, BEAL, 77 BRI, 484 W7 o 24— —ik KRG 7 B/
BRI DEF DR ORI BEEED 5 A EERIT P, LETE41, 2 R0 LN, WTFhoHEst
BEPEC oo 7o P REOTREIED W K O AIRE O AR E D 2 FELSMTTRBEE & DR RBIRITAE S
nWigrote, i, AL, EERAFFZIIFR DO ONRI-T,
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- HERIRNIESEIZE TS QT/QTe HREICRIZTEE (BA., T5) 1
R A AN S 2 48 Bl & X RIC L AR 7 1 %42 2 500mg Al FHIRN & G-RE D QT/QTc [MIFREIC KT 7 5%
et Llc (HER, BERk, 77 8RB, 282 M7 o 24— " —iE REHIRIZ 7 B .
e e HARN 48 Bl DR E 2 . P, MR Lo 8L, H1H, FUHcrR 7R
NIFAEHABERE®RES L-, TOME, VA7 0o QT BEICsT 21ERIZE b TH< Torsade
de Pointes Z# #5389 % AIREMEIZIER IRV LB X BT,

T AFIOARENT-HELOHET HEE, RAKIELR7ax3 202 LT 1R 500mg 2 1 H 1 EREAKS TS,
ek, A CIERIZG U CEERET D, ik O OMOFEEIC W T, JRAIE L CTliobiistzsk & o+
HZEMFTFTANRTFTRZONTE, LR 7aXP o LT 1E500mg 2 1 H 10 14 HRERO®&ERS 5, |
ThD,

BVHERICERRER
BB R L

(4)RREERIEABR
1) BRHERRIEAER
OENE MR (FFIRaRREEAE) 17
HA NIER ZREGE (P ifige, 1B PEMERZRRZAS O "R, XUTAMERE XR) B 152 Bl w5
LARZ e XY 500mg 1 A 1E, 7 AM&EG L, A2, LertEafet Le GEEmIERHGEE)
ZORER, T RUKREE, MRKE, €7 27%T7 (FI70nRAF) «WFT—VRA JLTVTTR, A
YINECYH, SRR K D IEREREYYEIC T O ARIILL T O LB Tholz,

R4 A S R E B 3 (%)
MR R 14/14 100
JifiZ& 94/1012 93.1
T8 PR B 25 0D — IR 28/28 100

at 136/143 95.1

a) 7 7 I VT RIRICHT DAL 100% (1/1 F) | ~A 277 A<RICAT2HFEIL 100% (15/15 4]) TH

ST,

BIVEMIFEBUHIE 13 39.6% (60/1562 ) Th -7z, ERBIEMITED 7.9% (12/152 #i) | AFEREREIE N
7.2% (11152 Bil) | gk, TR SRS 5.3% (8/152 fi) ThHoTo, HKPBEE T A —~ (Cmax,
Caan. AUCo24n) OMIIMICHE D AEFFROFEHIL, RBIMEAREBIL OB IMERIZERD b e o7z,

QBN FEMABGRER (FEIRERREASAE) 19
HE N FRGERGE (TR fiZe | 1B PERUE XR O SVERE) B 775 Bl a2 xt4ic, LA 7 n X ¥ 2 500mg
1H 1R, fPMigTIE 7~14 B, BHEKE XK OQMEEETIX 7~10 HEEEG L, Aok, Z8ts
Et L7z (A= Z7~LklR) o (el BEIDFHMOFAME B & OHIE R T 3EERR It
EEH) (PEAAE, 1993 F%A0) ) ICHERL, )
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TORR, T RUKER, MREKE, 7787 (7212 F)

chET—=VRA, VTV TR/, A

V7T P, RRIRE S & D R AR YE IS T D AT T O LB Tho7e,

R4 A SDIE Bl NE 51 A= (%)
Jifi g 348/3572 97.5
B R 2P 28 0D — R G 399/411» 97.1
#t 747/768 97.3

a) LIUARIMRICHT DEREIL 100% BB F) . 7T I DTIHEICKT 2 EREIL 100% B3 4) v A =2
T A= iRt B AHRIL 100% (48/48 i) Th -7,

b) BHEAE Ik O Bk

A 2T 92.6% (276 £1/298 #) | AR TIXH Az, BEKE XXOSMEBETELEN
97.0% (130/134) . 89.0% (146/164) Th -7z,

RIVE BB 1X 81.4% (277/883 fil) Toh o7, ERRWEAIZFEMED £, B 13 E 4.2%
(37/883 f5l) . AHRAE 3.5% (31/883 f5) ThH -7,

QEMEMMEER (PREQRELAE) 19
A AR N HEME IR B RE B 157 ) RIBICEMSREZ AT 2 B RE R, BIRREE  GHEE EE X 15
B, EHEMEBEBE 2 142 ) 26 RIC LR 7 v X420 500mgl B 1[5 04700 - et 2t Lz (4
—7 TV ER)  BEHIZ 7T~14 HEE L, 50 Bl CoR e, AOMEE T L7-%IiC 14 B E T
BHARE L Uiz, FEIMEEH & L TAERMEIC W TR B A LR R AR EZ B2 TUTI 3
AL E (55 4 I ESR) (A AL FRIE SR MERE 1997:45(4):203-247) | ICHEL T
O 58T/ HIERE O RSN HEIC B T 2R AR ROGEE] |
@ FhH#T 5~9 A%ROBRMIZHEICI T DHMARIE (FHE) LUWESHE (FEHEAE) | T
1T-o7,
ZORER, 7 RUKERE, BERER, WME, KIBE, > raXs2—F, JLT7vxTR|, mrTrny
Y—@, B FTR, TuTURE, EAHRT AT =—, T TUTRE, REH, N T a—~
I7IIVT (VTIVT - hTawT 4 R) LD RBIEYEICH T A EDNRITKDOEBY ThoT,

R4 A SR KB E B HHE (%)
JEE bR 28 120/142 84.5
(R E/S 11/15 73.3

at 131/157 83.4

EREBER 79.6% (113/651/142 B]) | FEHEMEE &K 66.7% (10 #/15 f5l) Toh o7,

BHIEGEEICB T SRR CB2) ROSHE 7RISR (BEIEIR) 122 59.6% (81 #1/136
) . 60.9% (95 H/156 ) TH o7,

BIVEF BB 17.8% (33/185 #) TH-o7=, ERBIEAIZTH 3.8% (7/185 #) . HLARE 2.2%
(4/185 f5) . FEWED FE VN, M7 LT F R AR FF—PHEINRE 1.6% (3/185 ) Th-7-,

i

MR DIRMEAL R (B G487/ LK) (ZIRESEEIME R T 78.3% (123 /157 ) T, AR TITHEME
P i

@BENEMAEREE (REELE)
HHE] A R B YLE /R 307 151 (PRI AME BLAGPE R IR B YLE 89 i, AMEE B K 84 B, RAEVEIR I
JRYYIE 107 B, BEMENE PR IR ERULE 27 ) ZXPBICL AR 7 X% 0 500mg 1 H 1 E# 5T, Ak, &
EMOBP EIToT2 (=T TFVULikER)
Fe GBI, RN TR IR IEYYE X 3~5 HH, SRR SRk BHEME IR YY1 10~14 H .
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AR MR B IGYIE X T~14 HREICTH 5,

ZORER, 7 RUKERE, BERER, WME, KIBE, v raXr2—F g, /L7 VTR, mrTrny
Y—@, BET7FTIR., TuTURR, EAATRT - AT =— TrET VTR, RIRE, FTa—~
J7IIVT (U TIVT - hTavT 4 A) FICL DIRERYEIC T 2 RA DA NRIILL T LBY

Th-oT,
A B BIIE B HRIE ] Fah= (%)
53l 76/86 88.4
LS /S 70/78 89.7
it 146/164 89.0

F 72 BRIRAYA BERITAR T 96% (290 f51/302 Bi]) | FEH T, MEHEME IR BIEGWIE 100% (27 51/27 f1) |
Sk B TR R B RYME 94.2% (81 $1/86 f51]) . AMEE &AL Tk 98.8% (81 #1/82 f5l) . KIEVEIREE
JRYYE 94.4% (101 $1/107 #1) ThH v | FEHEMEREEGYEICK LT, LA 7rX ¥ 21 A 118 500mg
5 THMEDRFED b7 18,

IR RO DRI, TR TR OME P DRIT 2R T 94.6% (139 f1/147 #]) Th -7z,

PRI T ITAMENE R B EYLIE 71.4% (10 /14 f51) | BEAMEIRBRIRGWE (BMEHAIME TR SIEYYE, &
PEB TR, IR YLE) 97.0% (129 #1/133 ) TH V. T OWIRIL, SvEEME IR B
JiE 100% (48 $i1/48 f3i]) | AMEB BB K 96.2% (50 #i1/62 1) | RAGM:IRFEEILE 93.9% (31 #1/33 i) .
EVTNOBRBITK L TH 90% L EOMBE A 2R L,

BIVER S BIEEE 1L 24.9% (90/362 ) Th o7z, ERFIEMIXZEMED E 4.4% (16/362 #) | il
4.1% (15/362 f51)) | i FLIe /K SERERHEIN 3.9% (14/362 ) ToH o7z,

<BE>
i) 100mg HF D - EFHRAER
F7aXY oI E LT, Mgk 20, @M FRGERYYE 20, MR EIEYYE 212 oW T HER
RBRAEFER L72& 2A, BMRDRHECEN LR 7o X U BB EF 7 X0 v U REHOMICH
BEITRO bR o T,

(&) vARZ7aX$v oKl 100mg §E 108 1 88

Fr7mxHts 100mg §& 1181 2 6
(fi&) 1R 3mERRENES 14 HI[# (g, Mtk T UERRGYE)
5 HIfH (BUHENE IR R IR ULE)
s 4 Jii % 18P T RGE R YUE PHEVEIR BRI
TG AR | ARG | FEBIE | A | AR | EEE ] A | AE%)
LART X UK | 68 58 85.3 72 62 86.1 135 | 113 83.7
A7axHFr 72 66 91.7 73 60 82.2 126 | 100 79.4

MUTIL FhR i EIC L DHE *FH+A%D

B AFOAR SN AEL AR A RAIIZLR7ox32 02 LT1E500mg 2 1 B 1 ERAKS T3,
ek, BE - ERIZS U THEERET 5, MifEL OE OMOFEIEIZ DWW T, FAIE L Tiofiiisse & Of
THZE, BT TR, RTFTRZONWTE, LARZ7rFH e LT 1HE500mg % 1 A 1[0 14 ARMEO#EYS
T2, 1 THD,

i) SEHIHIDRAE
500mg X 1 [B]/ A S EHE CEE S N2 ENBEKRRBRICKS T, 772 I V7RI L 4 #id 4 4
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(100.0%) THZh, ~A a7 7 X~<ikickt L 17 FlF 17 F (100.0%) THHHTH -7,
2) REMHER
MR L
(5)EBE - R
MR L
(6);a A= F
1) FEARBERAE (—REARERE. HEERARERE. EABBLERAT) . HERTERT —3~N—XH
. WERGRERAZBRONS
OEARERE 20
LARZaxY v (B 250mg + 500mg K& OHIRL 10%) Ol I EHE T2 B1F 2 REORIVEH O H
TER OFARI L OV e A2 TR 5 2 L 2 HAY L LT, 2009 4E 10 H ~2010 4£ 9 HIZh T,
A2[E 4,552 figk 7 5 32,200 B O AN S v, L RVERTE G 29,872 B AT IEARHT X5 28,872
BUNZDOWTLL T OFER DT b T,
a. ZRVERNTRGIER] 29,872 BIlC 31T 2 BIME S BI=IL 1.61% TH V . E2ENWEMIL T (0.24%)
Holy (0.17%) . AST E5- (0.09%) . ALT L5 (0.09%) THh-o7,
b. A7 v FEEWEEFEAR (NSAIDs) ™ 1% 26.9% THFH STV =28, BEA ER ORIVET
FIEIEH 2.0%., H1.5%Th Y, HEEKFRIERS S 7z PR EIE R FEBLEI 51T
A 0.2%, HE0.2%Th-71-,
F) 7 = =VERESR XL 7 B R NSAIDs 1, B IR O HEREOHEIZE#RK S Tvwd (TVIL7.(2)
FREELZ0HEB ] OEESH) |
c.%%%ﬁ?%ﬁ(ﬂm<ﬁhﬂmm)K%%T\%%%iﬁ%éﬂf%é%%&@%%?ﬁ%b
. HERFIN & B 2 50 2 PARMRREIERIERD Hivgnofend, AIE KO &2 R
ﬁa‘ 500mg, 1 A 1 [El# A5 S CWREFNT, 3% O PR RREIER RO bt
ED . BHSEEME T L CWAIER TILE IR SCOFLHEIZIEV . BHEIZS U THIER O ES
FE LG TRE LB BN,
d. FHRMERRNT R SUER] 28,872 BIIZE T 2 HBHIE 96.0% T, FEWAR, JRIEES ORYERIER OF
BhER1% 93.8%~97.T% CTh o7z, Fio, BRI FEE THIEROCHEZFAM L-HAETH 85%
A DENEPERIN TV,
e. WILHFEIZISIT HETHREIT 94.2% (2,794 #£/2,965 #K) Th o7z, 7, AR TILEIGoME
L INTWEMiRZ 7 IVT ROMR~A 277 X~ DEERITZENEN4/4 KL D55 KT
ot
b, RAEIZBWNT, LA 7ax¥ o (5 250mg « 500mg K& OHIAL 10%) DOZEEPEIZ KX 72
IRO LT, FHEBIRYEICRTT D HRIT 0% U EER L2 &G, LAT7axd U ng
M PEETH D 2 LR SNz,
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QHERTRERRAER (TTRZERREER)

a. VI3V THFEEERRVFERNRREIINTHLAT70FHS 2 500mg1 B 1 BEEOHEMME.
TEMEDRET 29
LARTZaxhv o0 7 I VT ESEER KO E VBRI 2800 R O A Rt Lz,
LR 7 ax Yo o OfER ORI 1 [ 500mgl B 1[0 7 BREAO&RLGEE Lz, 773975
FRERIZBIT DIHHHER (BT 14~21 A1) OMAEW TR 94.4% (17/18) THY |
BRI RIE 100% (16/16) Th o7z, FEHPNEGTIE, FEE TREOERKNRIL 94.7% (18/19) |
AR FIL 68.8% (11/16) Th o7z, RIEM OB 43 #it 9 il (20.9%) IZFEH B,
ZOWNRILy -GTPHMBL ORF 7 B I BEGER E A E R 2 FNTHBL L 72 LIAMT TR T 1l DA D%
BChol, RHEAOEEEIL, WTINbEED D WITTEETH- T,

PLEoR#EL v, LARZ7 a9 1H500mgl H 1EEGILY 7 IO T HFEHER L OFERN
A OIRIRICAE AR CTH D 2 L R S Lz,

b. RASMIREE - RHXICHT B LRI BFY 2 500mg1 B 1 @5 0HAMEOKRE 2
APEIREE « RHER O ABEICLAR 7 %20 500mgl B 1 B35 L, REAEEE, KORFTHT
R BRREPER L0 LR T m o oA RE Lic, REKT 7T BEROBEKRR (88E)
13 95.0% (19/20) . HEHT - PILRFOME TR (BBMEIER) 12 100% (/7)) Tholz, FE
FRITT N TRE~PEE T, 28.6% (6/21) IZRB L1, BHWEHIL 4.8% (1/21) IZ@EH b,
FERE LT, LA 7aXxt v 500mgl H 1 BEGIXOEHEORIERIC RIFICBAT L, 2EIEA -
BRI L THES ThoTe, AT VU7V AT AL DFHEOEANIL, LA T X
500mgl H 1 EIFGOENMEEZ E &, RENICRETE, AHTH T,
7B, HERIGEE~OBITICOWTIE [VIL5.(5)ZF DD A~DIITHE] S8,

c. RARMDEXARUVAKSRISERICNTSHLART70XH2 2 500mg1 B 1 BHRSOHAMO®KRE
26)

HH S« BEISERORABFICLR 7 e X320 500mgl H 1 [E4#5 L, ESERRSIEN~OBIT
PHEORE, KOV RT7axd o O ERE Lz, 85T 7 AROBEKRDE (5EFR) 138
P H T 100% (12/12) A8 B 28 0 2MEHTE T 100% (1/1) Ak sl R PE % T 85.1% (63/74)
B SR SR O SMIETEC 90.9% (10/11) Thotz, #HEHKT - HILRFOMEFZSE (Fathil
) X, BEPHERT100% (4/4) . SRR T 94.9% (37/39) | 181 SEEESR O S
T 100% (3/3) Thoie, AFEFRITT R TRE~FEET, 33.6% (38/113) [ZHBLL 7=,
TERIE 22.1% (25/113) 238D BT,

fEf s LT, LARTZrF 40 500mgl A 1 [EIFEE T ESRAEARIC B BT L, SR ER -
APEBEIEREERICH L THE Th T, AaT VY AT A D HMEOEANIL, LR 7 a x4
> 500mgl H 1[E#5-0OfF M4 E&N, HREMICRITE, gHTho72,

B, EEIEKBEAEA~OBITICOW T VLS. (5)F DD B~ DBITHE) B,

d. LAR7BF4 > 500mg1 B 1 [E3#%5 OREMREBLEICH T SERERSE &AL AREEHITHE 2D
VAR 7 ¥4 500mgl B 1 [EHG ORBEMESEGYE ISR 2 G 2R O 2k, LA 7 r X
> 500mg HA[EE GREO RN AR~ DO BATIE %2 . T2 SLEIRTE% R R BRI TRFT L7z, IR
FEME B GYE O EFIR R TUX, SEBLMMEREIE A . BMEMEREZE . FEMREMEIRIER (2 73197 - b
T awT 4 AM) | BMEMEPERDLIRR K OB R IRk (RN 29T - FTavwT 4
AME) ARRIZ, LA T7ex Yy 500mg & 1 H 1EIERE L, &GHIRIZNEIZS CT 3 M,
7THENIZ14 B E LT,

BEDOFMIL,  TREEPESEIVEICRAT DR ER DT DDO T A RT7 A4 —5 1 Wit [ZHEHL
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L7z PREGVEZREYWE O RRBR Tl FEFME A TR G4 T 5~9 Bk GREM) SUFTRGH4&T

2~4 Wtk (7717 « hT7a~vT 4 AME) OMEFIIIROFEEL Lz, BEBOFDFEIX

%ﬁﬁﬂ¢%%&TﬁlﬂéBW%)\@%@%%ﬁT82%6@W%)\#MEﬁEL&ﬁ&w%
(28/33) TH V. AMEMEMERTNZ IR IT 2 Bl 2 FI2NA %), MR R BRI 5 FlF 46 (772
UT - hTawT 4 AMEO 1 HNEER) BNESTH o, BITEHORBEEIX 14.2% (20/141) TH
D, EEIEERBERIRO N7,

PEXD, LR Z7ax4 20 500mgl B 1 [EEG X, JREEVESBGIEIC R U0 7B Bz 7w L,

RN~ OBATIE D BAF CH D 2 L 0VRmR Sz,

7B, B ~OBITICOWTIE [VIL5.(5)ZF DDA~ DT B,

<BE>
BECARGEHRAE (FRHAE)

i) B

SRDEEROBRZEICEAT HRE D
1998 £ 1 A6 12 A2, EEOBRMER & W St =2 (k¥ v — v —x Wz s h, ARG
FEAE TR0 S - [RE S 72 Kﬁﬁﬁki)%\ 1,020 BRAZ R IZHIH L, LARZ X am
M2 A LT,
MRSA. CNS. Enterococcus spp.}2 (N Peptostreptococcus spp.\Z 3\ TiE MICge 2% 25ug/mL,
N.gonorrhoeae |23\ TliL 12.5ug/mL & VAR 7 a4 2 AT S MHPEE AR Sz i3, K EfE s
H MICso (TERAE TRz T U,
Citrobacter spp.. S.marcescens, Proteusspp.. P.aeruginosa ®—&fiZ MIC fE2% 12.5ug/mL LA E®
MRS FRD B 7243, MICoo 1Z 0.20~3.13ug/mL TH Y . B2 EFEEEZEFL VL0 LE
2 BT, ZAVH U OFEREIC e LTl MHARIRIE & A RO DT, BAFRPUETEE A R > T\ e,
LUEDORER X0 GEFITH I U 7o A TR GYIE B ORBRIR S BERRIZ )92 AR 7 1 9 3 0 O FIETE M2 i
AL 72 R, — O EFICTPERRDMFIET D b D D JRYWIE R O KR ZLE D BRI KT L T BAF 7R HUATE
PEZHERF L TR Y, 4 RIZRW TS RBAHEG HEIC L 5BIYEDIRRICAN Th D LEX b,

ERER D BERRICXT I S MIC 720 (U5 LIBEER)

@ MIC (pg/mL)
K range MICso MICso MICgo
MSSA 30 0.10~0.39 0.20 0.20 0.39
MRSA 30 0.78~>100 6.25 25 25
S. epidermidis 25 0.20~25 0.20 0.20 3.13
CNS 30 0.10~50 0.20 0.78 25
S. pneumoniae 50 0.39~1.56 0.78 0.78 0.78
S. pyogenes 25 0.39~1.56 0.39 0.78 1.56
S. agalactiae 20 0.39~1.56 0.78 0.78 0.78
Streptococcus spp. 20 0.20~1.56 0.39 0.78 0.78
E. faecalis 50 0.78~100 1.56 1.56 25
Enterococcus spp. 20 0.39~25 3.13 12.5 25
Peptostreptococcus spp. 50 0.20~50 0.78 6.25 25
P. acnes 25 =0.025~0.78 0.20 0.39 0.39
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BRER D BRI T % MIC 730 (U5 LIZHE)

i MIC (pg/mL)

K range MICso MICso MICgo
E. coli 50 =0.025~0.78 =0.025 0.05 0.10
Citrobacter spp. 50 =0.025~50 0.05 0.20 0.20
K. pneumoniae 50 =0.025~0.78 0.05 0.10 0.10
K. oxytoca 25 =0.025~0.78 0.05 0.05 0.10
Enterobacter spp. 50 =0.025~0.39 0.05 0.10 0.10
S. marcescens 50 =0.025~50 0.39 1.56 3.13
Proteus spp. 50 0.05~>100 0.10 0.39 1.56
P. aeruginosa 50 0.20~25 0.78 1.56 1.56
Acinetobacter spp. 30 =0.025~0.39 0.10 0.20 0.20
H. influenzae 50 =0.025~0.10 =0.025 =0.025 =0.025
M. (B.) catarrhalis 50 =0.025~0.78 0.05 0.05 0.10
N. gonorrhoeae 30 =0.025~12.5 0.39 6.25 12.5
Campylobacter spp. 20 0.05~3.13 0.20 1.56 3.13
Vibrio cholerae 40 =0.025~0.05 0.05 0.05 0.05

i) MEFRZEERAHERORE
EINT 1992 i HRFEINT, LR Tt o ot —_Af T X7 — 703 [ENERIR 53 BiEk 00 % Fl
PRI T DR — A T o R & F i LT D, 1998 4 29, 2000 4F 30, 2002 4F 3D, 2004 4 32)
Je R 2007 4F 3920 BE L7 EEEMO LA 7 1 3 VMR ORERHER 2 R IORT,
LR 7 a X% rid, 2007 H50BED Methicillin-susceptible Staphylococcus aureus (MSSA),
Methicillin-susceptible coagulase-negative staphylococci (MSCNS). Streptococcus pneumoniae.
Streptococcus pyogenes. Haemophilus influenzae. Moraxella (Branhamella) catarrhalis, i ONZ
IGNHE R O#E (Escherichia coli 2 (Y Proteus mirabilis % k<) T, 87.3~100% D &\ W g% %
HERF L T2y —5. E.coli Y P.mirabilis Tl VAR 7 o %43 L S VERAME FEAICH Y . 2007
FITIZZENTR 73.8% KN 88.8% CTd 7=, Enterococcus faecalis J OVREEIEYIE (UTI) ik
Pseudomonas aeruginosa O ViR 7 1 %4 2 AT DIMERIZENEI T4.1% KT 72.8% LRV
DD, 1998 FFin D 2007 FETREREFHITR LMD o7,
2007 FE1Z 57 i S AT BRIR Y BERR OIS MERRAL OB Tl LA 7 B 3 v 2 G DR TORM 2 15
FELERm LA X armbiEEIC L, MRSA., Enterococci, E. coli, P. aeruginosa, N.
gonorrhoeae [IMMALMEM A RS 7223, ENLSOEFETIZ, 90%LL ED @ W EMERBRFEF ST
Y
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BRER I BERR D LVFX B R DR F AT
TR - % (O BfEpRED) MICoo (pg/mL)

[
F 1998 4 | 2000 4 | 2002 4 | 2004 4 | 2007 4 | 1998 4 | 2000 4 | 2002 4 [ 2004 4 [ 2007 4
95.8 96.5 95.3 94.5 93.2
MSSA @610 | (15 | (108 | 1126) | (136) | 925 | 025 | 05 | 025 | 05
17.3 12.6 14.1 8.3 5.8
MRSA 399 | (648 | (o0 | (1169 | (749 | 8 -8 | w64 o6 —6d
82.4 92.1 92.9 90.5 87.3
MSCNS (227) (291) (437) (719) (536) 4 2 2 ! 2
30.3 52.3 56.4 31.9 28.6
MRCNS (175) (543) (685) | (1029) | (724) -8 8 8 8 16
S, preumoniae 99 98.4 98.0 99.2 98.8 . ) ) ) )
’ (291) (432) (598) | (1010) | (B677)
S vorenes 100 100 99.5 99.4 98.4 ) ) ) ) )
- PYOs (1700 | 331 | 368) | 676) | (509)
. 75.1 T4.4 1.5 69.9 74.1
L. faecalis (321) | (07 | (649 | (987 | (683) -8 16 32 32 64
7 frocium 24.3 22.1 19.6 11.3 105 g g 61 6t 64

(181) (357) (429) (663) (552)
100 100 99.8 99.9 99.9
(295) (442) (627 | (1051) | (675)
N. gonorrhoeae — — (11‘;3) (1252'23) (1131'(?) — — 16 16 16
100 100 99.8 100 100
(173) (298) (483) (762) (534)
96.7 91.9 88.2 81.2 73.8
(363) (504) (696) | (1105) | (743)
98.1 99.1 98.4 98.8 98.0
(319) (449) (630) | (1010) | (663)
100 100 100 99.1 99.5
(99) (165) (186) (320) (210)
98.2 95.6 92.2 88.8 88.8

H. influenzae =0.06 | =0.06 | =0.015 | =0.01 0.015

M. (B.) catarrhalis <0.06 | =0.06 0.06 0.06 0.06

L coli 0.25 0.5 4 8 16

K. pneumoniae 0.25 =0.06 0.125 0.25 0.25

Salmonella spp. =0.06 | =0.06 | =0.06 | 0.125 0.06

P mirabilis 161 | 270 | 373 | (67D | (547) ! ! 2 4 4
Indole-positive 93.9 94.4 95.0 92.3 95.3 05 1 05 9 1
Proteus group (198) (358) (463) (764) (508) ) )
S marcescens 95.3 93.9 93.2 96.5 93.9 1 1 9 1 9
] (233) (440) (586) | (811) (654)
. 92.9 94.2 91.6 92.7 92.7
Citrobacterspp. | (189) | (345) | 479) | (19D | (573) | ! ! 2 L L
96.6 97.4 97.1 96.9 94.3
FEnterobacter spp. (298) (469) (682) (1029) (681) 0.5 0.5 0.5 0.5 1
. 95.8 93.1 94.7 92.3 92.5
Acinetobacter spp. (215) (392) (474) (334) (598) 0.5 0.5 0.5 1 1
. 59.8 62.0 60.0 65.7 72.8
>
P aeruginosa UTL | 919) | (399) | (508 | (835) | (589) 64 | 64 64 64 64
P. aeruginosa RTI 85.4 85.2 81.8 81.4 79.2 3 3 3 3 16

(294) | (426) | (592) | (1049) | (673)
a: BRI, 1998~2002 4F43 Bk X National Committee for Clinical Laboratory Standards (NCCLS) . 2004, 2007

HE/yBERRIT Clinical and Laboratory Standards Institute (CLSI) D& 5i/NEEIERE (MIC) 7 LA 7 KA v
MZH¥EU TR L7z,

2) FBEMLLTRBFEONERILRELBE - RBOBE
KR L
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(7)Z Dith
1) RBRERRKRIE

FEN (100~200mgx 3 [E]™ ) -« Y5k ¢ Fhi X 472 & FHE I O AR GE LS 5k 2 % 0 A Ol R 3B O 1k

FIIRDEBY TH D,

pE, IR, TN TRE, SR N BRIE, MR OV OMOFEIE, Q BTkt 2 ERARREBRILE NS

EBER TR,

DaMREX R, Mk, EHETRBRED KL

i) EMEE MAREER
ENOTHHTHiREEEFRE LT ) Au~ A L OERGR - EERLERRICBONTLRA 7 ¥
PUUBHIE LT S, LY R TMRICHTH LA T e XY 100mg X 3 B/ A # 50
HEHIT 100% (6/6 ) T -7z 39,

i) #4555 MARELER
WO LA XTI LDHTHRMRBEFEEZRRE LTEARRICB N T, LA 7 2 %420 500~750mg
X1 [E/A® 5O FIT 93.0% (66/71 1) Th -7z 39,

QFEHE . /LMY VIRE., FERNRE, FEMESRR

i) EINE MAEEHER
FEPIRY:, FEAABREREL, UL U URE, UL B U IR, FE SRR (7T 2 U7 W) |
LR - BB E T H LR 7 o % LK OIERRBRICKIT 57 FUKER., KG#E., <7
FNARNVT hayh AR/, hT7a—~27TFIVT7 (V7IV7 - hTa~T 4 RA) S K5 AFHE
BURYYE IR T 2 HHRITRDO LB TH 5.

— _ (%) 100~200mg X 3 ‘E‘L
B ZWIE /KI5 HhE (%)
B SRS 29/31 93.5
2SO 49/50 98.0
T NG 58/61 95.1
TEA R 35/41 85.4
&t 171/183 93.4

500mg X 1[5/ H O FIER G EICET 2 B AR KR O O EERFRER T — # 13720,

QRUEMEERLE. IFE (LBRUEREZESLD) | REMREREAE. ) UNRE - ) UNE%, B
RRAE. MG - BMERUFMAIZEO ZREE., FLIRE. IIMEARRE. BEX, BEX

i) ERNEE MR ER
R GBI EIRYE BE T2 LR 7 o 9 L KR OEERRBRICE W T, 7 RV RE BRI L 5 % E
FHEERYYE (RIEMER G YE , RIEME R RGE, U VN - U LRk, IBIEARRE, S98) I
T HAMRITKDOEBY Th D,

e _ (%) 100~200nig><3 )

BIEB/FER | AR (%)
B B BRI 390/436 89.4
IR EIERIE (B 5 K%F) S ((RIRERIEZ(E S b D) 71/85 83.5
BRAEME R RE (D, W olEES) 142/153 92.8
AN SN IV [ F/S 15/16 93.8
BPENREE (BT, TTIRRSE) 162/182 89.0
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i) Ao ERREER

B JE R E IR G E R M ORI E R ISk 2 LR 7 a3 0 (500mg X1 [Al/H) DK
A (WCK) 1ITBWT, 7 YRR B EIC K 5 SR EBURYE  (GRIEM: R R YE . TRIEME B i i e
SE, VLN - U UNEIS, BMEIRECE, SIE) | SR - BEIESMVB BRI GE ISk D A bR D &
BHOTHD,

PR AEBIRIER | AZE (%)

B2 & BRI R G
FAEVERERIME (B 5 R55) S (LIRIESIEZFE D b D)
TRAEMER G RGSE (B0, B oOlEES)
U e ) OREIR
IBPERRBE (BTG, TTHRES)

SAE - BIESM R BIUR G E
SME - BME K OVFIRANSE O — R G

a) HUMIVERCE - B RE LRI YAE

302/311 K[EH 2 97.1 KE»
133/137 KoMl @ 97.1 FRM@

iii) EP5E A EER
SARHEIUEYIE B T 5 LR 7 m e o L K ORRRERBRIC ISV T, 7 P UK RS IS & 244
B BABMERIYE, 7 L7 v 7 B, RIRESIC L D A5ER - ERICHT 2 HRITRO LB

nThod,
e _ (%) 100~200nig><3 )
BIEBI/FER | AR (%)
S - BT AR RIS Y E 146/181 80.7
SME - BVE S ORISR D 101/129 78.3
FLAR S 23/29 79.3
LA PR A 5 22/23 95.7
RHFELRK - RHAE 19/26 73.1

MEFESE « JHRAEZRICOVTIE 500mg X 1 [/ H O FER OCHRIZK T 5 B A KR OMES O BRI T — 2 13720,

@NEx. mEX. BISER. LRMEERRX
i) EINE M ER

WEMESE S . Ak, RAREPHR (%) | AAE R, TER, BlEPZER, (WIRMEMER IR EE T 5 v
AT v X KR OIEERAERIZI T 57 N U ERE B SRR X 2 F S EMGER ISR G (5t
THIENRIFKDO LB TH D,
" _ (%) 100~200mg X3 EL
NI/ Fe A5 BHhE (%)
PN 23/30 76.7
FHZ% 111/150 74.0
Rl bl g% 52/68 76.5
LR iR ¢ 9/11 81.8
Gl 195/259 75.3

500mg X 1 [8l/ A & AEK OCHEICBT 5 B AR OYES OERREER T — & 13720,
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OREX. EHE. BRRR
i) ERZE MR

AR PEIRYE BB G T 2 VAR 7 n 4 o LK OIEEMERBRIC KT 27 NV KER. 7 7 R E%
(2 & D IRBHEIEIE (T 2 ARITRD LB TH D,

A

(%) 100~200mgx3 ™

A INIEB/ FTE B

I (%)

TREER, ZRIIE, WA

68/70

97.1

500mg X 1 [8l/H O IER CHEICE T 2 B AR KR OV O EERFRER T — # 13720,

ORLEMBLA. BFIX, LS

i) ENE MEGEER

ERMEGRBF IR T A LR 7 o KM OIEERBTBRICE T R E, YLVERTE, h B
0N H— B LB GEGEIC T A AERRITR DO EBY TH 5,

_—_ _ (ﬁﬁﬁlm%QMMQX3m*
B INIE B/ FIE B HHE (%)
RGP ¢ 115/119 96.6
T 7 A 11 100
a7 3/3 100
2t 119/123 96.7

500mg X 1[5/ H O FIER CHEICET 2 B AR KR O O EERFRER T — # 13720,

(%)
LR 7 a Yo K OIET 7 A « RXT F 7 AR DIRFERGE (1993~1997 4F) ZkD LY T
H5,
PBA BREEER (%) (FE3E7R LAER] HEH))
[ 100.0 [9,79)
RTTFTA 100.0 [2,72)

1 BA&EE LT 400mg % 14 ARG, 6 » A RIBHFHA
DRGSR AT FE S GG AR KL 0 ]
QEEHEBx. wEEBEX, BR
i) EMRE AR
W E AR R E AR, BHRBE KT A LR T Y v K OIEERABRICKIT D L Y ERE
JB, T RA MUY b3y AREIZ L DR - OSBRI GYE IZ )T A A SEITRO LB TH
%o

(%) 100~200mgx3 ™
B NREB/F e A (%)
[E R i SN T i N TS 171/205 83.4
500mg X 1 [8l/ B & LR OHEIZE T 5 B AR K S OGRS T — & 13720,

A
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<BE> (MHERRUZOMOKEZLIE)

FERERRIEAR T W a2 N FEHE L 7= BT & BRERIFZE 30 Cld, ZAIMMEREE (MDR-TB) K OEIVER O 7= it
DY IR DE A T & 2 WEHEMEMFSERE 91 B (5 6 4 BIIMISNEEEE 2 0F%) (2xF LT AI0FH
WiEEAT o7z (LA 7 X ¥ 500mgl H 1 [RG589 9F) . EOfE., & GHIGRHICRIT 28K
HOFEEZ T OB FERIL, BPE 49 B, F21E 40 B A 2 TH D | B5BEMEThH 72 49 61D 5 6|
TGHEBALET. 1 v A TRAIC K VBT 1 6, TRRBIATR ORFEMRAER TN 1 # %R 47 6 TR G-BiA
% 6 » HLLNIZE B bR b,

AARFERZ I P RIERE B SN ER L2 Am S EAEERE (LAT7 X0 0 RO TM) 3021
L VA7 w XY o BETITZ MDR-TB X OREWEH O 72 O OFUREEZFE M T & 2 Wik Bz 50T
ffishsERZ D B 1,316 Flicxt L CEAOFRFIE M Thoz (LA 7 e X422 500mg/ H 234 6 )
ZORER. FEHTRFER 1,190 B0 5 & HUREFERA R RSB K OHIE RNRE A bR < BFE TOHBEFE R & D
FatE b RITEBE 2R T 91.7% (928/1,012 #) . MDR-TB #3% T 86.0% (49/57 #) | EGKENFE AR
S OVHE RBE % bR < BB CTORRKRZN R OFLRITBE 2T 98.3% (879/894 1) . MDR-TB ¥ T
89.3% (50/56 f5l) T o7z, KB (MiFEZ SUIMAERE) DOREEME(LRITWVTIE 90%LL ETH

-7z,

o AFNOARSHEZHELOCHEIT DEE, RAKIZLA7e XYL LT 1E500mg # 1 B 1 EROKEEST 5,
B, FER JERIDS U CEERERET D, it L OF MO OV TE, FRIE L TlobtisEsR & o3
JGF 7 A, RTFTRZONWTIE, LAR7exY2 0 LT 1HE500mg 2 1 H 16 14 AFEO#HRE5T 5, |

O

ze,
T2,

&
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2) REEMERKRIR

LARTZm Sl LT 500me, 1 H 1[R[ FEK OB THEE L 72 [E PR RER TOJRRKEIZX T 5

HAER 2 EISE RIS FRIDRT,
BHEERHAR (ERNERKRFER)

S IR BRI G 19 PR EYE
WHERE (%) WHERE (%)

CNS - - 12/13 (92.3)
S. aureus 2/2 (100.0) 8/10 (80.0)
7 RO R S. capitis — — 3/3 (100.0)
S. epidermidis — — 5/5 (100.0)
S. saprophyticus — — 1/1 (100.0)
LU ERE R S. agalactiae — — 11/12 (91.7)
(MR ERH 2R <) S. salivarius — — 1/1 (100.0)

il BB S. pneumoniae 19/19 (100.0) — —
E. faecalis - - 52/60 (86.7)
E. faecium - - 2/3 (66.7)
R R R E. avium — — 2/2 (100.0)
F. durans 1/1 (100.0)
F. gallinarum 1/1 (100.0)

h ;E ) 1(7 7 AT) M. (B )catarrhalis 7 (100.0) — -
PNL E. coli - - 65/75 (86.7)
. . C. freundii — — 11 (100.0)
v hro s C. koseri - - 2/2 (100.0)
= K. pneumoniae 1/1 (100.0) 16/16 (100.0)
rvT =T K. oxytoca — — 2/2 (100.0)
e E. cloacae — — 3/4 (75.0)
ETRAT R FE. aerogenes — — 2/2 (100.0)
I TFT)R S. marcescens — - 4/4 (100.0)
TaTr AR P. mirabilis - - 4/4 (100.0)
EAHRT « ELH =— M. morganii — — 5/6 (83.3)
A== AN P. alcalifaciens — — 1/1 (100.0)

A TN H. influenzae 21/21 (100.0) - -
PRI P. aeruginosa - - 8/9 (100.0)
e A. calcoaceticus 1/1 (100.0)

dliaiddn. A, Iwoffii 0/1 ©.0

ftL Enterobacteriaceae - - 1/1 (100.0)
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<BE>

100mg AN I3 1T 2 it K] B B il AR 2

BYTHD,

- RRAEAIRASDR (BEHREERY

e

hAAR. MR R

O AR ANEEZD B 69~ D BRI RIT LT D &

Ji [E3] fiE B %% AREBIE | AR (%)
7 7 LB oM HE 1,023 867 84.8
72NN VN = 895 759 84.8
[CRRE S ¢ 126 102 81.0
N a—~ITIVT (VTIVT - bTaAVYT 4 RA) 107 102 95.3
*  FTEM
- [RERERELRE
i ¥R TH R A HRE (%)
7 7 s B 904 772 85.4
7 7 nofE oM E 884 787 89.0
m M oH <M HE 117 107 91.5
NToGa—<=7II07 (VF7IV7 - bTF7a~vr 4 X) 101 98 97.0
- fhFESNAERSI 2T HERIRZI R

VAT XY o R ERIOPEIE | i B B | AEGEC | AR (%)

~ = v Jj R 24 22 91.7

vt 7 7 v 2 K YU v % 107 80 74.8

7 o J B O K R 5 3 60.0

~ 7 wuvu 7 A4 K % 17 12 70.6

V2R N (7SN B3 5 4 80.0

¥ J = N % 17 10 58.8

o AFNOARSHEZHELOCHEIT DR, RAKIZLA7eXxH2 0L LT 1E500mg # 1 B 1 EROEEST 5,
B, A ERIE U CEERET 5, Wik OZF OMOFERIEIC W T, BAIE L CThobiszsR & 03
HZEMETFTANRTFTRAZONWTL, LR 7aXxY o LT 1E500mg 21 A 1A 14 AR O#HKS5T5, |

Thb,

* o HH A
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. EYEB(ICEAT HIER

1. EEPMICEESHHILEYMRITILEYEE
v RCANVRUBRIEEY : A7 axYv > (OFLX) . /aA7aXx$ir (NFLX) | HEE 7o 7oy
v (CPFX) . hR7ux¥> o Mgtk (TFLX) %

EE  BEDH DB ORRE I RF T, KHFOETHRL LRI L L,

2. EIEER
LAR7ZaxY 03, IR THLT 7 uxH L D FONREEESIETH D,
(M1ERERML - ER¥F
AHNO EAEAEFITME DO DNA X% A L—A KO MRA Y A Z7—FIVIZ/EH L, DNA ##Z[HET S
ZLThHDB, DNA Dr A L—RAEHE MRS Y AT —BNEEOEL L 2B EET I 0IEMEICL - T
B 7 38~42)

SEMEOZMERICHT HBEEM (in vitro)

ICs0 (ng/mL)
E. coli P. aeruginosa S. aureus S. pneumoniae FE. faecalis
(DH1,KL-16) (wild type) (FDA 209-P) (J24) (ATCC19433)
Gyrase | TopolV | Gyrase | TopolV | Gyrase | TopolV | Gyrase | TopolV | Gyrase | TopolV
LVFX 0.38 5.95 0.88 4.96 31 2.3 49.7 17.6 28.1 8.49
CPFX 0.21 5.7 0.55 4.06 52 2.5 135 10.7 27.8 9.30

Gyrase : DNA gyrase, TopolV : TopoisomeraselV

DNA Vv A L—AKNRRA Y AT —BIVHEFEEORS ZA 72XV 0O/ 2 %5 Th % 41~16, MIC &
MBC (21T K& 2580 bT, TOREERITZREN TH Y 1440 HOFREEAEIE TIiX MIC {0
JECHEDRD BTN D 49,

LB ML D N AR A Y AT =BT D EEEIL, MEO DNA Yy A L—2R (FARA Y 27 —E1)
FREIEME R N R R A Y A T —PIVHLERE L 0 IX 50T 2 E AR 5 TN D 4649,

FRAYVAS—EIITHT HEEFM (in vitro)

IC50=SD (pg/mL) HERME
Gyr TopolV Topo Il Topo Il Topo II
(E. coli KL-16) (8. aureus FDA209-P) (human placenta) ! Gyr / TopolV
LVFX 0.39£0.00 2.36+£0.41 1,854*35 4,754 786
OFLX 0.71£0.07 4.17+1.25 2,221+48 3,129 532

Gyr : DNA gyrase, TopolV : TopoisomeraselV, Topoll : Topoisomerase I



VI S HERIC B9 5 IHH

(QEME R 1T 5 HERAKE
1) BERICHT SMEN

OFAFFN> 13K
MIC (pg/mL)
R LVFX OFLX CPFX TFLX

106 108 108 108 106 108 106 108
Staphylococcus aureus 209-P 0.1 0.1 0.1 0.2 0.05 | 0.1 0.025| 0.025
Staphylococcus epidermidis ATCC 13228 0.2 0.39 | 0.39 | 0.78 | 0.39 | 0.78 | 0.1 0.2
Streptococcus pyogenes ATCC 10389 039 | 0.78 | 0.78 | 1.56 | 0.39 | 1.56 | 0.1 0.2
Streptococcus pneumoniae type 11 0.78 | 1.56 | 1.56 | 3.13 | 1.56 | 3.13 | 0.2 0.39
Streptococcus pneumoniae type 111 0.78 | 1.56 | 1.56 | 3.13 | 0.78 | 3.13 | 0.2 0.39
Micrococcus luteus ATCC 9341 0.1 0.1 0.1 0.2 0.1 0.2 0.025| 0.05
Enterococcus faecalis TMS-64 0.78 | 0.78 | 1.56 | 1.56 | 0.39 | 0.78 | 0.2 0.39
Bacillus subtilis ATCC 6633 0.2 0.39 | 0.39 | 0.78 | 0.2 0.39 | 0.2 0.39

<BE>REBE (Bacillus anthracis) 1Z%19 21 E M 39

PR R : 108 XX 108CFU/mL
LVFX: LARZ7e¥$Hr CPFX: v r7adH#ir OFLX: A7vx# > TFLX: hR7ox#i v

MIC (ug/mL)

] Tk
LVFX OFLX CPFX
Bacillus anthracis 0.05 0.10 0.05
Q7 5 LIzt 5050
MIC (pg/mL)
R LVFX OFLX CPFX TFLX

106 108 106 108 106 108 106 108
FEscherichia coli NTHJ JC-2 0.025 | 0.025 | 0.025 | 0.025 |£0.006 |<£0.006 | 0.012 | 0.025
Klebsiella pneumoniae IFO 3512 £0.006 | 0.012 | 0.012 | 0.012 |£0.006 |<0.006 |<0.006 |<0.006
Klebsiella oxytoca 1 0.05 0.1 0.1 0.1 0.025 | 0.025 | 0.05 0.05
Shigella flexneri 2a2 0.39 0.39 0.78 0.78 0.39 0.78 0.1 0.1
Salmonella typhi S60 0.025 | 0.025 | 0.025 | 0.05 £0.006 | 0.012 |<£0.006 | 0.012
Vibrio cholerae 569B £0.006 |£0.006 |<£0.006 |<0.006 |<£0.006 |<0.006 |<0.006 |<0.006
Proteus mirabilis 1287 0.025 | 0.025 | 0.025 | 0.01 0.012 | 0.05 0.1 0.39
Proteus vulgaris IFO 3851 0.1 0.2 0.2 0.2 0.1 0.39 0.025 | 0.05
Morganella morganii IFO 3848 £0.006 | 0.025 | 0.025 | 0.025 |<0.006 [<0.006 | 0.05 0.1
Providencia rettgeri IFO 13501 0.05 0.05 0.05 0.1 0.012 | 0.025 | 0.025 | 0.025
Serratia marcescens IFO 12648 0.1 0.1 0.1 0.2 0.05 0.05 0.1 0.2
Citrobacter freundii 2 0.05 0.05 0.05 0.1 0.012 | 0.012 | 0.025 | 0.025
Pseudomonas aeruginosa IFO 3445 | 0.78 6.25 3.13 12.5 0.39 3.13 0.39 3.13
Pseudomonas putida ATCC 17464 0.025 | 0.05 0.05 0.2 £0.006 | 0.025 |<0.006 |<0.006
Flavobacterium meningosepticum TMS-466 1.56 3.13 1.56 3.13 1.56 1.56 0.78 3.13

<BEZ>F I XHE (Salmonella typhi)

PR R : 108 (X 108CFU/mL

. MIC(ug/mL)
BE
LVFX OFLX CPFX
Salmonella typhi T-285 0.012 0.025 =0.006
Salmonella typhi 0-901 =0.006 0.012 =0.006
Salmonella paratyphi A 0.012 0.025 =0.006
Salmonella paratyphi B 0.025 0.05 =0.006
PR A& : 106CFU/mL

- /NS F 7 RAHE (Salmonella paratyphi) 1233 2IE &M 50
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QIR (V3 LBME. 75 LRKER) @

MIC (pg/mL)
£ IS LVFX OFLX TFLX

108 108 108 108 108 108

Peptostreptococcus anaerobius ATCC 27337 0.2 0.2 0.39 0.78 0.1 0.2
Peptostreptococcus asaccharolyticus WAL 3218 1.56 3.13 3.13 6.25 0.2 0.39

Peptostreptococcus indolicus GAI 0915 3.13 3.13 3.13 6.25 0.1 0.2

7 Peptostreptococcus magnus ATCC 29328 0.1 0.2 0.2 0.39 0.1 0.2
5 | Streptococcus intermedius ATCC 27335 0.78 0.78 1.56 1.56 0.39 0.39
A Streptococcus parvulus VPI 0546 0.39 0.39 0.78 1.56 0.39 0.39

, Staphylococcus saccharolyticus ATCC 14953 0.2 0.2 0.39 0.78 0.1 0.2
b Propionibacterium acnes ATCC 11828 0.39 0.39 0.78 0.78 0.78 1.56
1 Propionibacterium granulosum ATCC 25564 0.1 0.2 0.2 0.39 0.39 0.39
Fubacterium lentum ATCC 25559 0.39 0.39 0.78 0.78 0.39 0.39
Clostridium difficile GAI 10029 3.13 6.25 6.25 |12.5 1.56 1.56

Clostridium histolyticum GAI 19401 0.2 0.39 0.78 0.78 0.1 0.2
Clostridium sordellii ATCC 9714 1.56 1.56 1.56 3.13 0.39 1.56
Bacteroides fragilis GM 7000 1.56 1.56 3.13 3.13 0.78 0.78
Bacteroides fragilis GAI 0558 0.78 0.78 1.56 1.56 0.39 0.78
Bacteroides vulgatus ATCC 8482 3.13 3.13 3.13 6.25 0.78 1.56
Bacteroides distasonis ATCC 8503 1.56 3.13 3.13 3.13 0.78 0.78
P Bacteroides ovatus ATCC 8483 6.25 6.25 |12.5 12.5 1.56 3.13
_ | Bacteroides thetaiotaomicron ATCC 29741 6.25 |12.5 12.5 25 3.13 3.13
7 Bacteroides uniformis GAI 5466 3.13 6.25 6.25 6.25 1.56 3.13
| Bacteroides eggerthii ATCC 27754 3.13 6.25 6.25 |12.5 3.13 3.13
& | Bacteroides gracilis GAI 10428 0.39 0.78 0.78 0.78 0.39 0.39
M Bacteroides ureolyticus NCTC 10941 £0.05 | £0.05 0.1 0.1 £0.05 |£0.05
... | Prevotella oris ATCC 33573 0.39 0.78 0.78 1.56 0.39 0.78
Prevotella oralis ATCC 33269 1.56 1.56 3.13 3.13 1.56 1.56

Prevotella bivia ATCC 29303 6.25 6.25 |12.5 12.5 12.5 12.5
Prevotella intermedia ATCC 25611 0.39 0.39 0.78 1.56 0.39 0.78
Fusobacterium varium ATCC 8501 3.13 6.25 6.25 |12.5 3.13 3.13
Veillonella parvula ATCC 10790 0.2 0.2 0.39 0.78 0.39 3.13

PR & : 106 X% 108CFU/mL

>

D7 h3aAXT4R) B

G

@Dr3a3—<93533207 (U3

m
.,

T MIC (pg/mL)
LVFX OFLX EM MINO
Chlamydia trachomatis DIUW-3/Cx 0.25 1.0 0.125 0.06
Chlamydia trachomatis F/UW-6/Cx 0.25 0.5 0.125 0.03
BERED 0 104 BB AL/ mL
EM Tz ARV T

MINO :X/¥A27 U
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2)

PRERTBERRICH T HIE S
@YU 5 LBME (100mg RF| ARG K ER)

e o MIC D#iBH MICso MICso
SEE |
i * A ke (ug/mL) (ug/mL) | (ug/mL)
LVFX 417 0.1 ~>100 0.2 0.39
OFLX 417 0.2 ~>100 0.39 0.78
S. aureus
CPFX 376 0.2 ~>100 0.39 1.56
CCL 362 0.39 ~>100 3.13 25
LVFX 102 0.1 ~>100 0.2 0.39
S. epidermidis OFLX 102 0.2 ~>100 0.39 0.78
CPFX 23 0.1 ~100 0.39 6.25
LVFX 338 =0.05 ~>100 0.2 0.39
coagulase-negative OFLX 338 0.1 ~>100 0.39 0.78
staphylococci (CNS) CPFX 294 0.1 ~>100 0.39 0.39
CCL 276 =0.05 ~>100 1.56 6.25
LVFX 52 0.39 ~3.13 0.78 1.56
OFLX 52 0.78 ~6.25 1.56 3.13
S. pyogenes
CPFX 52 0.39 ~3.13 0.78 1.56
CCL 52 0.1 ~0.39 0.2 0.2
LVFX 38 0.39 ~3.13 1.56 3.13
OFLX 38 0.78 ~6.25 3.13 6.25
S. agalactiae
CPFX 36 0.39 ~3.13 1.56 3.13
CCL 33 0.39 ~0.78 0.39 0.78
LVFX 49 0.2 ~3.13 0.78 1.56
OFLX 49 0.39 ~6.25 1.56 3.13
S. pneumoniae
CPFX 37 0.39 ~3.13 1.56 1.56
CCL 37 0.1 ~0.78 0.39 0.39
LVFX 122 0.2 ~100 1.56 1.56
OFLX 122 0.39 ~100 3.13 3.13
Streptococcus J&
CPFX 107 0.2 ~6.25 1.56 1.56
CCL 106 =0.05 ~50 0.78 1.56
LVFX 148 0.39 ~100 1.56 3.13
E. faecalis OFLX 148 0.78 ~100 3.13 6.25
CPFX 83 0.39 ~100 1.56 3.13
LVFX 34 0.2 ~100 1.56 25
Enterococcus J& OFLX 34 0.39 ~>100 3.13 50
CPFX 23 0.2 ~50 1.56 3.13
CCL: k777 nmn BRiE & : 106CFU/mL

<BE>ARR ME (Yersinia pestis) 100 #IZxt9 2 HEEM 59

N - MIC (ug/mL) ®
T %Al - ne
0 MICso MICoo
i LVEFX <0.03~0.06 <0.03 <0.03
Y. pestis
CPFX <0.03~0.12 <0.03 <0.03

a) : NCCLS # (iR (kA Ri%)
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<BESHBREE (Francisella tularensis) 38 ¥&IZxt9 B E 4 5

. » MIC (ug/mL) @
i H %Al _ ne
0, MICso MICoo
. LVFX 0.008~0.023 0.012 0.016
F. tularensis
CPFX 0.008~0.023 0.012 0.016

a) : NCCLS = (E test)

<BE>TILtSE (Brucella melitensis) 38 ¥IZxtd BB E M 50

. o MIC (pug/mL) @
& HE A ) MICso MICoo
LVFX 0.5 0.5 0.5
B. melitensis OFLX 1~2 2 2
CPFX 0.25~1 1
a) 1 TR AIRIE
<BESQRUTYFT (A9 PIT T - TIrT41) (Coxiella burnetii) 3 ¥RIZKT BIEEME 57
s - " L @
(pg/mL) Nine Mile #k Q212 ¥k Priscilla £
0.125 R R R
0.25 I R R
LVFX 0.5 S R I
1 S I S
2 S S S
0.125 R R R
0.25 R R R
OFLX 0.5 I R R
1 S I S
2 S S S

<BESLCHRT -

a) : R : resistant, I : intermediately susceptible, S :

Za—FT 4 SR T HIEEME

susceptible

< - MIC (pg/mL)
MICso MICso MICoo
LVFX 0.015 0.03 0.03
CPFX 0.015 0.03 0.03
PZFX 0.03 0.03 0.03
MINO 2 2 2
CAM 0.008 0.015 0.015
TEL 0.03 0.06 0.06

PZFX : "AX7mFxHvr CAM: 77V Ar~vAL v TEL: 7 UAm~A T
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@7 5 LIEME (100mg SLF| &SRR ER K FER)

" y MIC O MICso MICso
i A R (pg/mL) (pg/mL) | (pg/mL)
LVFX 410 =0.05 ~25 =0.05 =0.05
B ooli OFLX 410 =0.05 ~50 0.1 0.1
CPFX 309 =0.05 ~50 =0.05 =0.05
CFIX 250 =0.05 ~100 0.1 0.2
LVFX 32 =0.05 ~50 0.2 0.78
Citrobacter J& OFLX 32 0.1 ~100 0.39 1.56
CPFX 25 =0.05 ~50 0.2 0.78
LVFX 36 =0.05 ~0.1 0.1 0.1
Salmonella J& OFLX 36 =0.05 ~0.2 0.2 0.2
CPFX 36 =0.05 =0.05 =0.05
LVFX 94 =0.05 ~0.39 =0.05 =0.05
Shigella J& OFLX 94 =0.05 ~0.78 =0.05 =0.05
CPFX 94 =0.05 ~0.2 =0.05 =0.05
LVFX 90 =0.05 ~25 0.1 0.1
K. pneumoniae OFLX 90 =0.05 ~50 0.1 0.2
CPFX 60 =0.05 ~25 =0.05 0.1
CFIX 31 =0.05 ~0.78 =0.05 =0.05
LVFX 28 =0.05 ~50 0.1 0.2
K oxytoca OFLX 28 =0.05 ~100 0.2 0.39
CPFX 21 =0.05 ~100 =0.05 0.1
CFIX 8 =0.05 ~0.78 =0.05 0.2
LVFX 48 =0.05 ~25 0.1 0.78
Enterobacter J& OFLX 48 =0.06 ~50 0.1 1.56
CPFX 31 =0.05 ~25 =0.05 1.56
LVFX 32 =0.05 ~50 0.39 6.25
S marcescens OFLX 32 0.1 ~100 0.78 12.5
CPFX 22 =0.05 ~100 0.39 3.13
CFIX 13 0.1 ~2>100 3.13 >100
LVFX 45 =0.05 ~25 =0.05 0.1
Proteus I OFLX 45 =0.05 ~50 0.1 0.2
CPFX 34 =0.05 ~1.56 =0.05 =0.05
CFIX 17 =0.05 ~12.5 =0.05 =0.05
LVFX 163 =0.05 ~>100 1.56 25
P. aeruginosa OFLX 163 0.1 ~2>100 3.13 50
CPFX 107 =0.05 ~>100 0.39 6.25
LVFX 24 =0.05 ~100 0.39 12.5
Pseudomonas J& OFLX 24 =0.05 ~>100 0.78 12.5
CPFX 12 =0.05 ~100 0.39 3.13
LVFX 24 =0.05 ~25 0.2 1.56
Acinetobacter J& OFLX 24 0.1 ~50 0.2 1.56
CPFX 13 0.1 ~50 0.2 0.39

CFIX: &7 4% A
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e . MIC D#ipH MICso MICso
B H A
& f * A " & (ug/mL) (pg/mL) | (pg/mL)
LVFX 67 =0.05 ~0.2 =0.05 =0.05
) OFLX 67 =0.05 ~0.39 =0.05 =0.05
H. influenzae
CPFX 47 =0.05 ~0.1 =0.05 =0.05
ABPC 26 0.2 ~>100 0.2 0.39
LVFX 23 =0.05 ~0.2 =0.05 0.1
) OFLX 23 =0.05 ~0.39 0.1 0.2
M. (B.) catarrhalis
CPFX 19 =0.05 ~0.2 =0.05 0.1
CCL 19 0.39 ~50 1.56 3.13
LVFX 52 =0.003 ~0.39 0.013 0.05
N. gonorrhoeae OFLX 52 =0.003 ~0.78 0.013 0.1
CPFX 52 =0.003 ~0.39 0.006 0.05
LVFX 22 0.0125 ~0.025 0.0125 0.025
OFLX 22 0.0125 ~0.05 0.025 0.025
V. cholerae
CPFX 22 0.0060 ~0.0125 0.0125 0.0125
NFLX 22 0.025 ~0.05 0.05 0.025
LVFX 20 0.1 ~12.5 0.2 0.39
C. jejuni OFLX 20 0.2 ~25 0.39 0.78
CPFX 20 0.1 ~25 0.2 0.39
ABPC: 7o vy NFLX: /i 7ufxHv BERiE & : 106CFU/mL

O =IEE (V5 LBMEE) (100mg RFIRKDFERRHER)

e . MIC D#iBH MICso MICso
i A " 4
(ug/mL) (pg/mL) | (ug/mL)
LVFX 79 0.2 ~3.13 0.78 1.56
. OFLX 79 0.39 ~6.25 1.56 3.13
B Streptococei
CPFX 76 0.39 ~3.13 0.78 1.56
CCL 76 =0.05 ~6.25 1.56 3.13
LVFX 90 0.2 ~3.13 0.78 0.78
OFLX 90 0.39 ~3.13 1.56 1.56
Peptostreptococcus J&
CPFX 90 0.2 ~3.13 0.78 1.56
CCL 89 =0.05 ~>100 0.39 1.56
LVFX 41 0.39 ~1.56 0.39 0.78
OFLX 41 0.39 ~1.56 0.78 1.56
P. acnes
CPFX 13 0.78 ~1.56 0.78 1.56
CCL 13 0.1 ~100 0.2 0.2

PRl & 0 106CFU/mL
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@D 523—<USID7 (VF2D7 - 333 T4R) (100mg EF|FEDEFERKER) 50

[ MIC (pg/mL)
(%0 LVFX OFLX EM MINO
P 0.25~0.5 0.5~1.0 | 0.125~0.25 | 0.015~0.06
C. trachomatis
(40) MICso 0.25 0.5 0.25 0.03
MICso 0.5 1.0 0.25 0.06

B R 104 B AKIE R HEAL/mL
OMXIAITSIAT (R4AaAT5AT +=Z2a—F=1) 5

B fE e MIC DB MICso MICgo

(B *® A (ug/mL) (ng/mL) (ng/mL)

LVFX 0.25~1 0.5 0.5
_ CPFX 0.5~1 1 1
]'/(['4g§’eum0"139 PZFX 4~8 8 8
MINO 0.25~0.5 0.5 0.5

EM 0.002~0.004 0.004 0.004

R & : 59 1x10° colony forming unit (CFU) /mL

2008 FIZHFR & 0 0Bl S Iviz M. pneumoniae \ZX3 2 HUEEM: % Yamaguchi & D HF{EICHE L 72
WEMRAEAIUE (color change method) THIE L7z,

OIS ICT7 (V530 F-Za—F=I) 5

BofE MIC (ug/mL)
(B0 LVFX CPFX PZFX MINO EM
(’E;;”e”m’“ae 0.25~0.5 1 4 0.03 0.12

PR & © §9 1x10% inclusion forming unit (IFU) /well

2005~2008 T &7z C. pneumoniae \Zxt 3 A HLHETEMEZ B AL FHEFSIEAERICHE L 7
FIETHIE L,
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@FERE U vitro B2 1ERER) ©

Fit e MIC D#iBH MICso MICoo
(He0) A (ug/mL) (ugml) | (ugimb)
LVFX 0.25 ~ 16 0.5 8
CPFX 0.25 ~ 32 0.5 16
. . SM 1 ~ >128 32 >128
Multidrug-resistant ®
. . EB 1~ 32 8 16
Mycobacterium tuberculosis
(31) KM 1 ~ >128 4 >128
INH 2 ~ >32 8 >32
RFP 4 ~ >32 >32 >32
RBT 0.03 ~ >8 8 >8
LVFX 0.25 ~ 0.5 0.25 0.5
CPFX 0.25 ~ 0.5 0.5 0.5
Non multidrug-resistant SM 0.5 ~ >128 1 2
Mycobacterium tuberculosis EB 05 ~ 2 1 2
Levofloxacin-susceptible ¥ KM 1 ~4 2 2
(24) INH 0.06 ~ 0.5 0.125 0.125
RFP <0.03 <0.03 <0.03
RBT <0.004 ~ 0.008 <0.004 0.008
LVFX 2 ~ 8 — —
CPFX 2 ~ 8 — —
Non multidrug-resistant SM 1 ~38 - -
Mycobacterium tuberculosis EB 05 ~ 2 — —
Levofloxacin-resistant © KM 1~14 — —
(7) INH 0.06~ >32 - -
RFP <0.03 - -
RBT <0.004 ~ 0.008 - -

a: INH MIC: >2pg/mL, RFP MIC: >4pg/mL, b: LVFX MIC: <0.5pg/mL, ¢: LVFX MIC: >2pg/mlL,

— kb

SM: A7 bh~Avy EB: X7 b= KM: hF~AT v

RFP: U772ty RBT: VU Z777Fv

WT 2007~2010 FIZERIRTBE S 7= Z AR E (multidrug-resistant Mycobacterium
. 2008~2010 fFIZERIR 778 S 417z LVFX B0 IE MDR-MT KT 2010
EERR S EE S 7z LVEX it MDR-MT (26 LIS R IAAIREE 2 AV in vitro HLE TS VEETAM

tuberculosis: MDR-MT)

% Ehii L7,
3) KIEMEICRT S MIC & MBC D LLER 49
MIC (ug/mL) | MBC (ug/mL)
WM | MK b8 re
50% 90% 50% 90%
S. aureus 20 0.39 0.78 0.39 0.78
E. coli 20 0.05 0.1 0.05 0.1
P. aeruginosa 20 0.78 1.56 1.56 3.13

PRl & 0 105CFU/mL

INH: A V=7 2K
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4) Post Antibiotic Effect (PAE) 4®
RBEWNIZIH W T, E colilZxt LT LVFX, OFLX, CPFX, CAZ ® 1 )14 MIC % 3 FEfEI/EH S,
Z DBIER 2 BRE LI2E @ PAE 2 HEMET L7 8, LVFX 13, RBENIZIWT B coli 128 LT
PAE #/r L. 205 =X OFLX, CPFX LIZIEFRI% CTh o7,

E. coli IZxt9 2HERE N PAE

e HE (XMIC] PAE
s
Hi * Al (ng/mL) (hr)
0.05 (1] 0.7
LVFX
0.19 (4] 1.9
0.1 (1) 0.5
OFLX
E. coli 0.39 (4] 1.5
E77156 0.025 (1) 0.4
CPFX
0.1 (4] 1.9
0.1 (1) 0.1
CAZ
0.39 (4] 0.2

CAZ: 78TV A BEFEE & : 104CFU/mL

5) RERRIT Y R B EIZNR 6
EBRI 2 HEYME~ U AR DI BERER R VR HE R W T, LR 7 a4 v Ui EN 2B
R NeRE R E R LT,

» TG B o MIC(ug/mL) EDso(mg/kg)
R ST Hetm cmerss
(CFU/~ v &) 108 (95% 15 HHBR )
| 3% 105 LVFX 0.10 3.15 [2.74-3.63]
S, aureus Smith ) OFLX 0.20 6.30 [5.50-7.25]
(108 LDso)
CPFX 0.10 11.6 [9.80-13.7]
LVFX 0.025 0.37 [0.32-0.43]
. 3.8 X102
E. coliKC-14 OFLX 0.05 0.61 [0.49-0.77]
(20 LDso)
CPFX 0.012 0.57 [0.45-0.71]
LVFX 0.39 10.5 [7.10-15.6]
. 1.3X 104
P. aeruginosa E-2 OFLX 1.56 32.0 [23.7-43.2]
(10 LDso)
CPFX 0.20 17.5 [12.4-24.7]

B & : 106CFU/mL

6) EERMTIORABEE (RRX ME) ETIICEITEHEEDR

% %l AT @ MIC
0.08 0.4 2.0 (ng/mL) @
LVFX 6 6 6 0.032
OFLX 0 6 6 0.063
CPFX 0 1 6 0.016
a) 1#f 6T

b) 1[EIO#F 55 (mg/mouse) . YL 1 LN 24 K% IC 2 EIRE D #& 5
¢) NCCLS & (PR A RiE)
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7) EMERHERICRIZTEE
TR A B OB LR 7% 500mg 2 1 H 1A, 7 HRBRICKERORS L, BNHEFEE
DEFBZHOWTHE LT, TOREER, FERMEEICOW IR G TIET OREROBL R LD BRI
7S, ARG 14 B (5K TH 7 HE) (%, #50GAMOBEKIIZIZRE L T, Bk
FICOWTIX, BGBtART2H 28 HE (BE& 7% 21 AH) £C, REKIZIZE A LT /hoTz,
FPEERGEFROBERRKBRORINETH D C difficile l3H ST, KEDOEALAT I EHEE LM

Hahiginoiz,
=] 7=
FERMEEEDEE
(Log CFU/g) FRME (Log CFU/g) SEE
124 0--O Enterobacteriaceae(n=9) 124 0--O Bacteroidaceae(n=9)
@—@ NFGNR(n=9) @—@ Fusobacterium(n=9)
V--¥ Staphylococcus(n=9) V--¥ Lecithi +)Clostridium(n=9)
104 ¥—¥ Streptococcus(n=9) 104 ¥—¥ Lecithinase(-)Clostridium(n=9)
O--0 Enterococcus(n=9) -0 Veillonella(n=9)
m—a Bacillus(n=9) m—a Megasphaera(n=9)
84 2= Corynebacterium(n=9) 84 - Bifidobacterium(n=9)
A—a Yeast(n=9) A—a Eubacterium(n=9)
H® Ye—st BEH(n=9) 3 O--<> Peptococcaceae(n=9)
& 6 & 6 #— Lactobacillus(n=9)
5 # te—tc WEH(n=9)
4 4
2 2]
T T T 07— T T
0 1~8 4~6 7~9 14 28 (H) 0 1~3 4~6 7~9 14 28 (B)
BRE&EBAH RE&EBAH

8)Invitro E FAHFRES T aL—2aVETIVICETA2REEA (MEELICRETHEERVAZEORE)
OERKR D B A KB I T HREER
LR 7 mF% 30 500mg X 1A/ H#% 5 & TN 100mg X 3 [Bl/ H #5800 b b i i HERS 2 1 il b (2 PR
LBl RERE (S. pneumoniae, EG00453 Hi MIC " =1.3pg/mL) 1253 5B EIZ W T
L7z, £z, HEHEA 24 B OBRZ M EARE, LA7ax o VIEGAROLAR 7 a x4
TUBH MU EAT L, 35°C T 48 REEE %fﬂ?*ﬁi@ au=—#EFHI Lz, EEIREAOHR
BRIZOW T AR OB Z 0 L FUESEIMERRTIHZ O LA 7 v 292 VES R E 2 L— 3 o L g
L. HIEREZEOBbZBF L (R b—3 a V) . ZTOfEE. LR 7% 2 100mg
X3 B/ AHEET VT, IR Z MR 28 AR EH LB biud ., 3EHITEH 24 RefI2/E
AT L CL AR 7 v 23 AT DS EDME T L2 ORE 2 L— a USRS Ve, — .
LARZ 4 500mg X 1 [E/ A 5E 70Tk, AR S HIROAREEA R0 b, KA
EF 24 BRI L AR 7 0 3 U U Ckt T DI MENME F LEEOAR E = L— a VIR I e
72 IEX VY, LARZaFY 00 500mg X1 [B/HES1E, 100mg X 3 [al/H &5 & g U CtidERE
(ZKRET D VRFN R M O OIHHEEIHNIC LV R TH D L E X b,
(1) 2 5 BEREATIRA 0 & B BB 4 il 43 L CHIE L 7= MIC

S. pneumoniae IZHTHLART7AFH L OO LAR7BF9S U DER 24 BE%ED
BREDR S. pneumoniae MRE 2 L—3 3 VR
(Log CFU/mL) (Log CFU/mL)
9+ 9
8 8 — Control
~~~~~ -O- 100mg x 3/H
71 7 a --500mg x 1/H
6 X el 6 .
% 5 o % 5
a4 — Control 4\ Tl
3 -0- 100mg x 3/H 3
-e- 500mgx 1/H
2 2
1 1
0 5 10 15 20 25 (hr) 0 0.25 05 1 2 4 8 16 32 (ug/mL)
B 2RESERY W P I=EZY
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QKRN BRGRA I T 2RE/EA
RO & Atk O fET 2 KBE (E. coli, GK00459 ££, MIC=0.78ug/mL) % W TIHEHE L 7o, & DfER,
BRE D BE RIS IOV T h, LR 7 o d 3 00 500mg X 1 B/ A 58%5E7 L Tld, REDENR
DAV, FEHIE 24 FEREIBICERBT S B L TLAR 7 B 93 KT DS MME R Lizan =—
OHBUIHER SN o7z, LR 74200 500mg X 1 [/ H#51X, 100mg ¥ 3 [8]/ B #5- & ik
U CRIBHEIZx T 2 IR R K 02 OmHHELIIHNIC L VR TH D B 2 b,

E.colilzxtgdLRT70FH 00N LARZ70x49S U 0ER 24 BREIEZED
BREDR E.coliDRE 2 L—> 3 VR
(Log CFU/mL) (Log CFU/mL)
104 10+
94 = o000 94 O O Q. — Control
8- et 8- -0- 100mg X 3/ H
O -e-500mg x 1/H
¥ o Sy ] :
9 -0O- x p
% g_ ¢ ,/U +5oom§x1/a % g_
730 | AN % ]
34 34
2 2
14 14
0 T T T T T 0 T T T T T T J
0 4 8 12 16 20 24 (hr) 0 0.25 05 1 2 4 8 16(ug/mL)
g 35101 LRoaxgoy

9) PK-PDER (SRfEillfl~ ) RBEEAFRER) ETIL
DBRBEHNR & PK-PD /85 A —4 OEEM

&Y 4 HATIC 150mg/kg, BEYLHT H I 100mg/kg ODHETY 7 v 7427 7 I NaEENES Lo~y
Z (Crlj : CD1(ICR) &, W, 5 38lim) OWBIOBEEIZ, ) 106 CFU/muscle OEIG THiZeEKE (S.
pneumoniae) 28k, KIGHE (E. coli ) 1 KR OFRKIRE (P. aeruginosa) 1 Mkxz#HFE LT, LART7 ¥
Yo OB R, MIRERE T 32 ~ 256mglkg/H . KIFETIL 1 ~ 64mg/kg/H ., #HIEHE TIL 8
~ 64mg/kg/H & L, Z OFPHNTH 4 HEHE LT, 1BREILEY 2 RE% DA L, HE# S, 12
e kg 2 Bl G-, 6 KRk 4 BG4 O 3 KPR 8 &G0 4 fHiETLR 7 rFH v
ARG L. (LRE208) . BGB4A 24 W& O MO BEERA AN EE (1 8 4 i) &, EYEy
ME RO LR 7 w4 o LRI B B L7 AUC/MIC fif, B fif g & MIC O (Cmad/MIC
fE) K Or 24 BT o> MIC LA EO i i 2 73 el O 1 7% (Time above MIC) & & 4 /37 A —
SRVAT 4y I RTFAERNTT 4 v T 4 w7 S8, ZOHEGHE (R 2HBEORE L LCHE
L7z, EORER, MigERE, KIGEE ORIREIC X 5~ 7 APHEMERET VBT, LAR7 e
VU DIRFRNE & e b B\ BN 2 R L7z PK-PD /35 A —4 X AUC/MIC Th-7=,

AENS T REBEGHRREETILICEFALARIOFH L UDEBEME L PK-PD /85 A —4 QBN

=
W b B R .
AUC/MIC Cmax/MIC Time above MIC
S. pneumoniae 2 0.5739 0.2136 0.4322
E. coli 1 0.7745 0.4277 0.7239
P. aeruginosa 1 0.7184 0.3496 0.2170

QBEDROFEEICET S AUC/MIC [EDIRET
FRROEFEHFEOEREMET. ~ 7 ZOWEIOPEERIZ. #) 106 CFU/muscle OFIA THiZREKE 4 £k,
KIBEE 2 0. SEIEE 2 /., ©FF7 - ~LBRABL R 1RE, Mi%HE L ka7, LR7exy
DR G EIT, RERE TIX 32 ~ 256mg/kg/H., KIFE CTIX1 ~ 64 XX 4 ~ 256mg/kg/H .
FIEETIZ 8 ~ 64 X 64 ~ 512mg/kg/H, BT F 7 - v LB AL ATiL 8 ~ 512mg/kg/H. fifi
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RILETIEZ 1 ~ 64mg/keg/H & L, ZOFPAN TH 4 FERE LT, 1BFRITEG: 2 Fef®% S BMA L.
12 WA 2 2 EIe G- K O 6 REfEITRIRR 4 nElf G0 2 HIET, LR 7exd v o2k iR Lz (1
fE200) , BGBHAG 24 REEE O MO BEREA N BEE (1 #E 4 k) ROVEEEMMETFO LR 7 ¥
P RN BRI L7z AUC/MIC il % J1Z | $5¢ 5-Br Ay o0 BERE 5 N B4 2 1T 9~ 5 AUC/MIC (Static
AUC/MIC) % 4 RTA—H B VAT 4 v 7 ETNADLWHEES D Z & T static AUC/MIC fE & 5 HY
L7z, BH L7 static AUC/MIC fEI%. Andes H DOEICHET | iRERE KL ONT T LathE (KRIGE.
FRIRE, 7 F7 - v B A AROWRIEE) fIOFOEEZ RN L, TR, MREKELK O
T AEMEIC LA~ APERRRICB T A LR 7 axH 0 static AUC/MIC fEiiZ. #hEh
23.90 /10 43.35 LEHENTZ, 2O L LY, LART XY 500mg X 1/ H O KER O #5-8Eof
FERAIZIIT D AUC 23549 50ug « hr/mL Th 5 Z & 2R+ 5 &, MiRERE IS LT 2ug/mL, 7
F MEPEE % L TIE 1pg/mL BLF o MIC O EMRIERBICA D L& 2 6z,

RENGIT Y RBEHREETILICETALAIOXF YL VOERENREORRIZEST 5 AUC/MIC &

fill PR 2L Static AUC/MIC (*F-#Jf#)
S. pneumoniae 4 23.90
7T LR 2 6 43.35

a) E. coli 2 ¥§). P. aeruginosa (2 ¥¥). S. marcescens (1 ¥%). K. pneumoniae (1 ¥§)

10) IREEICHT DBENR (FTHYVIVEZEREEETIL) 64
T AT (2~5 5%, MERE. 10 PC/EE) 12 LDso DK 49 D IRIEE (Ames strain) % WM& g2 U CREYL
ETNVEER L, BB (EHE%, 24008 25, 500mgX 1/HE GO FEdh LR 7 r x4
UORERSE T S A OMER CHE L AELOHE L B 2 E], 12 FEEFER (1 EE : 15mg/kg.,
2 [EH : dmg/kg #%15) 1 #HWTIRERL L 30 AR A#E Lz, Y 100 A% F TOAEFILEOHE
BaBlE L, IRIROEIEL Lic, ZOfSR, SR CIUERE 9 HZ £ T2 10 B 9L sE T Lzd
Zxt L CEBAGFRE 42 H) | LA X o U RGHETIIEGHET 8 HZIZ 10 ITH 1 BT L
Too 780 @ 9 DLIXEY: 100 B £ CAEMF L, MIRBHICH L, ARICE VIR (Fisher D 7 IE : p =
0.0005) 2 S Tc, £lo, VAT XY U UBRERFEOIETHEAEN L BES LV RIEE Tld, LAY
2 ST A LIRS oz, UEDZ Enn, LR 7 axH o uid, 7S IVIRIA
FMEFRYTE T VBT, 500mg X 1/ B £ 5o v bR REHER 2 FEL U 7= A& OV & TR
RERL, MEREZHBLSER20Vb OB 2 b7,

()EFAHKIRRFA - HFGAFRA
MEER L
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VIl. EYEREICET 5EHE

1. MAPREDHR
(1)aR LB M P RE
TEQ DAL, R OB MEIKTFT 2,
( VIL2.2)EMERM T 2HEBRAME . [VIL5.(5)ZDMDBBEA~DBITE M)
(QERRHEBR THE S MFIRE
1) BEERA
OHEEES
EIPIZ R WD TR IC LA 7 1 32 500mg 2 22 IR AR 0 el L7256, iR EHER &
OHEMENRE N T A —Z | TIRD LBV ThoTz,

HEZOKRSEOMBFRREEHFSE (n=40. meantSD)

(ug/mL) 104
8_
I,
"
T
i3 .
2_
'y
0 T T T T T T
0 4 8 12 16 20 24

HF 1 (hr)

HOROKEROEYFE/ NS A -4

&5‘% Thax Cmax t1/2a) AUCO*72hr CLt/F VdA/F
(B 5-4) (hr) (ug/mL) (hr) (ug-hr/mL) (L/hr) (L)
(ZE)EIE;) 0.99+0.54 8.04%+1.98 7.89£1.04 50.86+6.46 9.97+1.28 | 113.49+22.64

a)  ERAHOEFH CLJ/F: &po27 V77 A
VA/F : A& GREOK K OMISEE T L 0 B L= omar
(/v ay =k A2 MEHT, n=40, mean=SD)



- Y EhREIC B D IEE

<BE>REFHTLDLE
EINIZB W TR A LA 7 a2 430 500mg % HalEE 0BG L 723556 X% 60 45 [ CHa] s i
L7z5a . B XT A —2 13, kO LB THhoTz,

(/) vay,— kA MENT, n=48, mean=*SD)

" Tmax Cmax t1/2 AUCO-72hr
BB 2K (hr) (pg/mL) (hr) (ug * hr/mL)
. 0.99 8.04 7.89 50.86
500mg % 115 40 + 054 + 1.98 + 1.04 + 6.46
e 1.00 9.79 8.05 51.96
500mg A FiHE 8 +0.00 + 1.05 + 154 + 4.96
QRE®RE 9

fEFER A B9 FlicL R 7 dH 0 500mg 21 H 1 F, 7 HEEBRICKEROKRLS LZEA.
B2 ALUBEOMETRREXIZE—EOHBZ R L, E-EYEET7 2A—4%4 1 HEE 7 HEHTIEIE
—TETHY, KEZRGHFICEE T REEREERIETERO N7,

RERORSFHOMTEHIRE

(ug/mL) (ug/mL)
10 100 5
n=9, MeanXxSD n=9, Mean*xSD
10 3

m | . o
o T ] i

2 2]
= =

3 E 01

0.01

0% T T T T T T T 0.001 & T T T T T T T T 1
0 24 48 72 96 120 144 168 192 216 (hr) 0 24 48 72 96 120 144 168 192 216(hr)
e S35
--EEMRFE(0.010¢g/mL)
REZEORGHOENFENZ A—4
;crxh’él: Tmax Cmax CZ4hr tl/Za) AUCO-24hr de/F CLcr ?ﬁi‘%ﬁé EP‘EFT&%—? b)
(hr) (pg/mL) (pg/mL) (hr) (ng*hr/mL) (L) (L/hr) (%)
1HH | 1.7£0.8 | 6.02£1.04 | 0.37£0.08 — 43.36+3.76 — 8.06+0.75 69.62+5.95
7THH | 1909 | 6.32+1.15| 0.47+0.15 | 9.4£2.9 | 49.67£6.68 | 136.6£36.4 | 7.80£0.89 76.73£7.66
a) : RO b) : 0~24 BRI D BAER Pk =R
VA/F : BOFGREOKKMOWERHEEEHR L VAN LIEO0MAEE Cla: B2 V770X

()=

LR L

() rar— kA MEFT. n=9. mean=*SD)
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(HEE-HFRROZE
1) BEOEE

LR 7w % 500mg R GRE QI EE T A —5 (ZEJERE) L, LR T rdY o o ERE 1

HHOEYEGENT A =4 (% 30 47) ZHETLHILI2LD,

MR, B0 Cmax LN AUCo24he & REREEBEZ T 20077,

LARZ7AXHL 2 500mg BROBRSFROEYEFENSA—F(CEZLI2BEDZE

AARNCBT 2 REOREZ R LIz

Cmax(pg/mL) AUCo-24n:(pg - hr/mL) Tmax(hr)
ZeRE I @) 7.35+2.21 52.03+8.79 1.44+0.73
1% 30 43 P 6.02+1.04 43.36+3.76 1.72+0.83

(n=9, mean+SD)

a): AR 5. b) : )KE#H S 1 H A

VAFTY, TARRY RICKHEE

<HBEAT—E>

L (R ICB W TREEERR A, v AF T 400mg & 1 H 28], XI7m_%x¥ K 500mg # 1 H 4
B, 7 HRE#®EG L, 4 HRAICVARZ 090 500mg ZZEERHEEROKE L, Y AF VRO rx
2 REDPAICE D LA T X% 0 ® AUCor2n 1ZENZEI 27.0% K Y 38.2% E5- L i lZENZEH
30.5% M T 31.8%MER L7=7, Cmax (ZHBITH BTz 69,

BERUVZOMOHAEDEZE

<HNBEAT—2>

AP GNT7—h, OLT7 U, KT VXY T3 REDOEMBAERRBROMBE, WIhoiRBkic
BWTH, EYBRESUIIEAFOMMBER & LCEF MR LR 7 e o RE, mftfh oL
7 U RE, 7a hr U (PT) | miEH 7 U Ry 7 7 3 RIRE, e 7L o — R EE R O T
A 2 ) RSO GIC L DR BRSO DR o Tz, A7 T VT 7 — b & ORI EAE R
WZBWT, LARTrdH o ORYEREIZKT 5 BFOREOMG GITHON TWD A, EERR G & i
LEHEFERETLR 73 OEWERENRE S EZHT 2RO bhikrorz, ( VL7.(2)6RE
BELTDER 1)

2. EMEERB/NT A —4

(NEEMT A &
AVIR— AV METIL

1-a> /3= h AV NETLE



VIL_RYEhhe

(B9 HH

(2) W% UK FE TE %4 60
<£% : 100mg #HT—42 >
BEBAOEREREICETLEMERE/ AT A—2
(one compartment open model, n=5, F#p 23~48 ik D H )

&0 WR P TER | THREEER SARITEY i tie Tmax Cmax AUCo-
Pe bt (hr-1) (hr-1) (L/kg) (hr) (hr) (ug/mL) (ug-hr/mL)
(o 11674474 | 018+0.01 | 1.19+0.07 | 3.96+0.26 | 0.92+0.31 | 1.22+0.08 | 7.46+0.36
Teey | 423155 | 0.12%0.01 | 1.25+0.06 | 5.97+0.38 | 1.48+0.31 | 2.04%+0.21 | 19.88+ 115
Cepng) 15754673 | 0.14+0.02 | 1.10+0.09 | 5.12+0.48 | 0.82+0.18 | 1.36%0.16 | 10.42+0.43
(mean=*SE)
QB)HKEETEH

<% :100mg &HFT—42>

BEBRAZSITHEEERS

[VIL2.2) R IGEEES
@oI750A

VIL1.(2) YORRIKE) &

By mEE
VI1.(2) 1)DHEEIKRE ] &M
<sE>
VI2.2)RIGEETESH SR
(6)Z Dfth
BRI L

. B&EF REaL—Y3y) @h

(MW AHE
ENEE T FRFER, [E NI g e 25 AR SR e ONE N B RS RE IR N 2 x5 & L 7 3B e BRIC 51 5 1f.
PRET —2 20T, 1LIRRIR (Z 724 L50) 21D 2-a 23— kA2 METIVIC L D REEM Y )
REARAT A FE i L 7=,

@R\ A =2 EEFER
MiEFLART7md %o REIL Cler DR FIZEY EA L, AREOETIZEY Crax i
TEHLIHDOD EHTHZERHALNERoT, FIEPNEFOREIT/ NI o7,

D I HE P JBE AN A

CDEIR
NAFTRAZEYT 4 0 [VIA.(2)1) OBEEHRE<SES> SBEHTLOLE &
<% : 100mg &HF|IT—4%2 >

WY = 66) © 90% LA I



VIL_EYyihieIZ B4 5 I H

<BMT—5>
Em#E 676869
T b, A X, P (n=4) [T HUC-LART7 XY 20mgkg #HEIKROFKYS LZHE4A. Tmax 1ZFNEN 0.5
IFPfl, 4 IffH], BRI CH D, A X, FAOWIUTT v FORINE VL) TH o7z, F72 Cmax (RZE{LARHR
FHAL>ARX>F v hDIETH -T2,

HEEORSHROLMRPIREHER

Sefe L
(=N,

L) 10 -
(pg/mL) 10 mean+SE (n=4)
—— ¥ I
8 3

% B B 3B

0 L1 1 1 1F
00.51 2 4 8 24
B A (hn)

“C-LART7aXH L VEEREROEMBTHRSTRERENSOHEH LE-EYBE NS A —4

Tmax (hr) Cmax (ng/mL) te (hr) AUC (ng-hr/mL)
VA A 0.5 2.51 1.7 10.28
A4 X 4.0 6.38 8.4 113.2p
VA% 3.0 7.76 4.5 83.7%)
a) AUCo24 b)) AUCo mean (n=4)
REHRS O

Zv b (n=5) [T HC-LAR 7 ¥ 20mgkg 2 1 A 1A 21 AMKEROES LZ5A. mR#E5% 0.5
B R D A I T A RE TR B 1, e 5- 1R P 1.80~3.30pg/mL O#EFANTH Y . HEHRGEOREN S I 21—
varlleT—HIFE— LT, £, &R E5% 24 FER O A g TR RE I EE 1R HER AL LT X3 R
FUTEVMETH Y . KIEHRGICL D BT 6T,

REZFORSHOEMBEHREHRE

(ug/mL) 5-
O : £#llfE (mean*SE, n=5)

o

21 (day)
B

4

))

W Fi B = B
N

TR YR ER 4L
UC-LARTZ mx Y5, 20mglkg & 7 v b OIEESFALICTEAN U TRIGBAL 2 i L72fE R, “C-LaR 71
FH U ATNG EE S RTINS Fv, H TORIITAED TH7Rno T,



VIL_ Y Ehielc B4 5 IH H

5 9% f
(1)1 % — R B P @ @ i

<gMT—4%>
FARENIREE (T v R) 6
MOvﬁ7m#%yymmyg%§yb:%@%D&@%@ﬁﬁwm%%ﬁﬁiﬁﬁﬁw FCERIC AL
p N @ﬁ%fimw&ﬂﬁ Fe 5% 0.5 IFE ChemlR LIS Lz, #5-# 0.5 Rl d6 1T 2 /AR O e
B, FCE <, TR B o 7o, MMk Ak Hh R B X AR AR SR L OB Ci 0.2 BL R &R o 72
)\%@@@ﬁﬁ®%<ilouﬁﬁ%b\MOvm7m%#yy®m%%ﬁTiﬁﬂ?%okoik Akn
NOMFIZIBNTH UC- LR 7 1 43 3 54 24 B £ TITIFIEN A L, T 28013380 S )
<77,

2 v MIHT 5 EEROKRSROBMAKRSREREHR

P FAkNERE  (ug/mL or g)
0.25 0.5 1 2 4 8 24 48 72 W[
4 I K| 1.34 2.51 1.61 1.21 0.60 0.40 0.04 0.06 0.023
Jiilk iE| 1.55 3.23 1.99 1.66 0.83 0.49 0.03 0.01 N.D.
Jib4 0.14 0.24 0.18 0.19 0.12 0.06 N.D. N.D. N.D.
il 4.90 11.05 5.80 4.57 2.55 1.63 0.08 0.02 N.D.
5 5.30 11.48 9.12 5.28 3.13 2.08 0.13 0.05 0.04
N.D. : HRFALT mean (n=4)

(2)1fi% — R BEEAFY @ 1t
<#gT—4%>
IRT v MCUC-LAR 7 B 20mglkg Z RO G L2 G, VAR 7 n 4o U idni 2 mild 5
T EDIRENTZA, MR VTR OB RERR B (X RHMA R MR TR EE KV R 0 Ko T,

RS v MIH T D EEROKRSFHOMBRNIRE

FHRENIRE (ng/mLor g)
Gl HHRR R 12 H B R 19 B A
0.5 FFfH] 24 g 0.5 FERE 24 IRERE]
AR 2.99 0.08 3.46 0.09
. 4 4.06 0.08 5.04 0.11
_ JiF 8.52 0.29 17.44 1.02
R &l 8.58 0.23 18.68 0.45
hOE 2.34 0.04 3.16 0.11
ES 2.25 0.04 2.79 0.25
ESEVIN 0.50 0.00 N.T. N.T.
Bl E0 1.33 0.01 1.86 0.09
JiG Y2 N.T. N.T. 2.59 0.11
e VR N.T. N.T. 1.72 0.04
N.T. : R BRE3 mean (n=4)
B)Fit~DBITH

<HBEAT—E2>™

LR 7 m %4 500mg/day #% A& 54 CHRE 5 BER%ORALFO LR 7 axd o oo — 7 BEI
8.2ug/mL T, OO M HHEE & FREE O H~DBITHN R b,

<zgMT—4%>

AT T v M HUC-VAR 7 v XYookl 20mg/kg & HERR O& 5 L2546, it e i3k 5%
0.5 B Al 5.81ug/mL (2 Lz, #54% 0.5~24 BT 2 850t/ e fig his g tix 2.1~2.7
Thy, UC-LART7r XY NI ~OBITHRENZ ERHA LN E RS T,



VIL_ Y Ehielc B4 5 IH H

(4)BERA~NDIEATIE 72

<$H% : 100mg &F|T—42 >
WRERBLR BB IZ LR 7 1 4 3 ki 200mg P A HEIEE U, #5- 3 BRI O BEIE T KON i i BE

ZHE LT,
WERTEE | WRTRE
=2 fi [ e == == MZPAiE
R n i CEE) R )
200mg F[] 10 3 1] 0.355pg/mL 0.156
(5)Z DIEDBE~DBFE

BEIZLAZ7aXY v L LT500mg # BBl A& G- L6, DERK (BG#% 2.6~4.1 FFE T X gEh
TR © 1.42~1.89) 29 HiNAR (3514 2.9~4.0 FFE CxEMAEHIREL - 0.76~1.58) 27, HifF (5% 1
~4 W CRHMAE PR © 0.40~0.88) 20, LEZAJRKEME (B5-1% 2.3~5.8 Wil CxAmAEHEELL : 0.89~

2.29)
iR

20 Byt (5% 1~4 B TxbmiE B L - 0.11~1.39) 20 TH D, EmWBITHEE R LT,

LARZ7ux4v 0 500mg (LAR7aXtv o b LCoOME) Wk 5% 2 R OMERHEE (n=7) X, 5.26
+1.75ug/mL CE¥IE) T, mMiEHEREICKT 51X 0.9720.17 Th o7,

<$H% : 100mg &FIT—42 >

KRR BT IRE

G- 1% IF ]

R - (A P e

HALRE - TRIR P Bk () X {vA FEA - RIR PR i

vEgE T 100mg 2 0.5~24 | pg/mL 1.16 (G i iE) 0.81

200mg 2 0.5~24 | pg/mL 3.67(% & i) 1.24
ML 66) 100mg 5 — pg/mL 0.72( & i) 0.7
2.16+1.30CF-#{#) 2.18+0.81
sk 100mg >3 1,3 HH ™| 17 B nele 0.39~5.38(4[#) 0.97~4.33
200mg7 14 3 uglg 3.91+2.33(CFH4E) 2.17
Him 70 100mg 3 2 pg/mL 0.54+0.62CEHi) 0.59+0.63
T 100m 1 2 / 0.85 0.49

FH EIRIBRRE 7O 200m§ 1 2 ti/i 1.01 2.73

- FERLRG R 76 100mg 41 1~8 uglg 0.34~1.06(i[H) 1.11~1.93

fii B kLS 76) 100mg 2 1 uglg 0.84 0.63+0.88

RITETFZENa AR 70 100mg 1 1 uglg 4.10 3.66

bk T 100mg 26 1~6 uglg 1.09~1.51 (i) 1.25~2.52

200mg 49 1~9 nglg 1.59~5.91 (i) 1.78~2.11

H TR 100mg 8 2~5 nglg 0.19~0.77 ) 1.00~1.50

5 N 70 100mg 5 2~8 nglg 0.84~1.37(H) 1.51~1.76

PR 7 100mg 26 — pnglg 2.175CF-#1) —

1 b sk 7 100mg 16 3 nglg 0.79+0.1CEH i) —

SHE AR 70 100mg 13 3 nglg 0.35+0.1CE¥H) —

S i 100mg™ 5 1.5 wg/mL 0.64+0.46CF-2{f) 0.55+0.12 #
200mg8® 5 1 1.02+0.46 CE¥{E) 0.47+0.10

AT ST AR A 8 100mg 23 1~6 nglg 0.49~1.79 (#iPH) 0.78~1.86

s B 82 200mg 4 2 nglg 4.73+1.52(CF-#)1) 1.63+0.13

TR LKA 82 200mg 4 2 uglg 3.32+0.48(CF- ) 1.19+0.13

A 100mg X3 [F],13 HiE | 5 7 HH 1.19+0.08CF-#J1E) 1.12%+0.11

FER 82 pg/mL

100mgx 3 [E,13 A | 5 13 HH 1.32+0.15CF41#) 1.26+0.14
100mg®? 3 2~4 0.64~2.13([H) —

T A BT AR 200mg®? 3 2~4 nglg 0.77~4.86(#H) —
200mg8? 7 1.5~4 0.11~3.06(iH) —
100mg®? 5 2~3 1.57~2.04 i PH) —

TEf B 200mg8? 5 2~3 nglg 0.89~4.27 (i) —
200mg8¥ 7 1.5~4 0.11~3.39(iFH) —

JRZER R 85 100mg 6 2~3 nglg 0.34~1.59(i ) 0.9~1.7




VLY Ehie!

AR

Sk - thite B g | F OB et | e ﬁ%ﬁﬁggﬁg’
JRZEAR YT 85 100mg 6 2~3 pg/mL 1.8~12.2(5iPH) 4.5~12.3
JRAE AR 85) 100mg 4 2~3 pg/mL 1.4~5.8(ipH) 1.9~6.2
B RE AR 80 200mg 39 | 50~240%y | pglg 0.00~8.49(#ii ) 1.14
Rk 87 100mg 13 2 pg/mL | 0.61%0.25(F & 1E) —
—— 100mg 20 2~9 L/l 0.15+0.07CF#)E) 0.20+0.07

200mg 22 2~8 0.53+0.27CFEH)E) 0.26+0.10
L 0 = s AV S I LY R P #: AUC It

<zFoH>
g ez 59

In vitro |

FEIIANIE PR EE DY 7.01~9.63 51

Bk
In vitro

ST,

IBWT, b MERERKE 10~100pg/mL @ LR 7 1 52 U ERIE T T 30 A kEEE LA R, APy i

@I % I_/f\_o

IBITH UC-LARTaeFH Db MLER~OBITREBEFI LI 25 BT

E FIERKA~DFEITE (in vitro)

LAR7oxY 2 B E (ug/mL)

AT (%)

1L 87.0~39.4%Th

1 39.4 + 1.2
10 385 *+ 3.5
50 37.0 + 4.7
(n=3. mean=*SD)
<HSABEAT—%>
KRR VBB PIRE
s o | G REER e e e s FELARR - AR PR S
KR - A Bt 5i KA - AR @ N
Kk - (AR Pe b Bil%k () HAL KRk - (AR P PR
500mg/24hr N 4.33+0.96(5 &) -
SRR X 3 [f] ¢ 0-5~24 | weml | g8 4 00rH) 0.2~15
RS 500mg/12hr 0594 L | 67972050k A -
X5 [a] : HE 1.2+6.7CFE£Jfi) 0.5~1.2
T PN 0~24.6 nglg 0.39~2.98(#i[#) 0.28~0.69
B REEENE 500 24 0~24.6 nglg 1.05~7.57(FipH) 0.44~30.48
e | R me 0~24.6 | pngle 0.49~15.12 (i) 0.06~2.16
BN 0~24.6 | pgle 0.28~2.37( ) 0.12~0.80
U SR 500mg 35 0.5~8 mg/kg 4.8~8.3CF¥i) 0.9~1.8
S 500mg/H 5 HRE | 4 4~24 pg/mL | 0.70~9.94CF#{i) —
= SRR
SR LR 500mg 35 | 05~8 | mgL | 5.9~109C5H) 1.1~3.0
" ., | 500mg/H 5 HE | 4 4~24 ug/mL | 13.8~97.9CFHIfE) —
Wvsnzy—y 500mg 35 0.5~24 mg/L 16.2~46.9CF-#fH) 4.1~18.9
JitikEL ik 500mg 16 |2.28~25.43| pglg 1.61~18.40(%i[H) 1.06~9.98
FIRA S 500mg X 3 [A] 20 0~24 — — 2.96 P
W 90) 500mg 30 1~24 mg/L 5. 10 s fif) -
Bl b s o1 500mg 6 3 pnglg 5.84(F JfE) 2.56
JlHE 92 500mg 7 | 3.42+1.05 | mglkg 17.93(F 4 fifr) 1.7+1.12
IR ~OBATIC SN T HRAT SR TS 9, ko bARTRFY LT

a @ (m )& O
ZRINE LD R ARHE LR P FE D Fec R~ F

b REEEMIfEATIC & 0 FiH
(6)MRERFEE R
LR 7m0 1~50ug/mL @ in vitro TO b MR AR S RIL, BRI AHIETETH 26~36% TH -7,

AL P I BE D S-S A, (R D) fo AP -

[

HERE P 5 P ~ fie

R -

MREPNIREE . CTEE) 4581



VIL_ Y Ehielc B4 5 IH H

6. £
(DA HER AL R U R R
<% : 100mg &&|T—4%2 >
1) MEFFEE
R A BN 6 FlIc LR 7 oY kMY 100mg P #HEFEG L, MIET OB A F KK N
F XY A RIEIZHOWTHRE L=,

Cmax (;@J";’%Bﬁ{tffjg%) Tmax
JiE A F AR 30ng/mL (2.1) 1.4 I
NA XY A FK 17ng/mL (1.2) 2.4 IHF R

2) R B o
ENIC W THREBERLA B 6 BIlIC LR 7\ 3292 L kil 100mg ™ # BB E L7254, BER
MR, G5 24 BERIICB W TG RO 79.6% B KRELIR, 1.75% 03t A T VR, 1.63% 05 N-A x4 A
RiETH - 7=,

3) REiter Y 9
EPNICEBWTHEE 4BV R 7 a4 2k fi¥ 100mg P & BEERE O #5% 2~3.5 FE] ToAHZER
iz 7»7m/&@A%ﬁﬁi00&m4@gmLf@@ REACBRIZRTT HHIA 1L 8.9~25.8% ThH
STz, ERAFICHIREREED 7 V7 v VEERAERNERD b,

(0]
F COOH
Vo
HsC-| U

VT7D#V//
\ 0
o _F COOH
F COOGIu COOH HN N N'
VAR
HaC—U HsC U >

_______ - CHs
O\)‘ \)‘CHS

IV 0 EaAE N-#+ %44 Rtk B X F Lk
(Glu: Frn )

QRKBFICEAET 58K (CYPE) OHFiE. HE5X
LARZ7ax o UAFHER, B b CYP A FREFFRNZETNVEELZE MNFI7n Yy -2t Fa—va
L. SEWRERERIEEZE Lz, ZORE, VA7 a4 v 0% CYP 7o 1k B SEY R TG
%45 ICs0 1%, W3 4L H 100umol/L £ V) mihro 7z,

CYP/y 1 By FRENE ICs0 (pumol/L)
1A2 7-Ethoxyresorufin O-deethylase activity >100
2A6 Coumarin 7-hydroxylase activity >100
2B6 S-(+)-Mephenytoin MN-demethylase activity >100
2C8,79 Tolbutamide 4-methylhydroxylase activity >100
2C19 S-(+)-Mephenytoin 4’-hydroxylase activity >100
2D6 (4)-Bufuralol 1-hydroxylase activity >100
2E1 Chlorzoxazone 6-hydroxylase activity >100
3A4 Testosterone 6 B -hydroxylase activity >100
3A4 Midazolam 1’-hydroxylase activity >100




VIL_EYyihieIZ B4 5 I H

QG)EEEROEERVZEDEIE
ZEER e L

GHRBEVDEFEOFERVEML, FELE
ViRTZu v RO A F IR, NAFH A FIR, 538Y O IR BRI OREHERR I 2 Prsis e
ZRE LTRER, A FARIZ VAR T md o EWEIZ L > THRSRWL 164 fFOfEEEZ R L, MV
FHY A FRITZ T DEPEE O —EBICx L THWEEZR Lc, —77, BURBIRICIIHIETEEITIE & A L3R
BTN T,

708
(1)BE R ER AL R AR B
FLLTEBTH 5,
<B% : 100mg HHF|IT—42 >
R A LA 7 a4 o ok 100mg ™ A BHEIE G L, &N E IR EE O 217 o7, Z Ok
B TRANVE R KW E  (Vinax) 13X 0.42pumol/min, Michaelis 2 (Kn) 13 0.52umol/L, JRAME HWRILE (R)
1% 0.15 Thoto, LMo T, LARTZ XU 3RERIK A K OREBN A JRAHAE 73 Wl FR 12 L 0 Pl S
e BT, —ENTRME XY RIS D Z &R ST 99,
(2)Hk it ==
R A
OH A 5-
EWNIZB W TRRBERA BIE 9 Bl LA 7 1422 500mg 2 2EfERF B D5 L7254, &5% 0
~24 IR O JR HPIEIE 1L, 188.8~877.7ug/mL TH v | # 54 72 Wi £ Tl H- 8D 83.76% MK ZAL
k& L TRPICHRIE S A7z 19,

BE#ZFOREFROR P

(%)
100

80

60

e S R R

407

207
n=9, Mean=*SD

0 T T T T T T T T T T T T
0 6 12 18 24 30 36 42 48 54 60 66 72 ¢(hr)

LS

Fio, BERERABME 5 B LA T a4 K 200mg P A RERG LA, EPIIRRG%
T2 R TR G- 8D 3.9% KRB bR & L THEES hu7z 66,

OKER -
VI.1.(2) 1) @QREHRES) 5K



VIL_ Y Ehielc B4 5 IH H

8. I URKR—E—IZBAT H1ER
CLer 2SRERIKAMMEE 2 LMD Z & D, LARZax v U 3RME THMESN TS EEx Hb, OAT1
J Y OAT3 OFEAITH 57 a~*x > K, MATE1l, MATE2-K & O* OCT2 DILEEAEZ b > AF Y%, H
AN VR T a4 v miiliflalz PR3 5 & Cler 3T 36.8% K TN 23.4%1K F L, 82 ik
L ROMAOTFT—4% GHEAT—%) 1% VI1.4) 2V AFTr, TAORRY FIZLDEE] <HEAT
—2>5H]
VAR 7 v %4 U OPRME 3 A T = X IR S TWRWA, In vitro RERTIX, P-FEX X7 OIE
ThoH I ENREINTND 9, F7- BIEFHBGIEZ AW B IAZRERICIKS W T MATEL X O MATE2-K
DLART7 v X4 o UEREIEEITERNZ EARE I TN D %),
FLEIZDOWTIL, in vitro TP-HEX L )7 1Zxb9 5 1Cs0 1F, 1644pM & HE ST D 9, 500mg % #% 1 #
5. L7z & & O Cmax K OVHALE IR EOHEEE L 0 BRR T P-HEX o7 20 LTC 3 AERREE L) 27
HEWEEZ BRD 100, £72 OCT2, MATEL O MATE2-K (2519 % ICs0id, WPFhb LR 7m0
500mg Z#&5% D Cmax LV &<, TN 127uM, 38.2uM K 8 81.7uM & i & Ty 5 98100,

9. BFICKDIBREER
MIEBENT XX CAPD 1X, RN DD LR T a4 o VERE~OEEIT D720 LGRS 0 102103100 5FHT1% D
BMEGIEIAELLEZ D,
<% :100mg #&|lT—42 >
(1) RERRFEHT
LR 7w P o oFEEZENT (CAPD) 109
NG AT 8 6 i (4% 3 i, ZetE 3 #il. 50 % ~70 /%)
DR 120, BEIRIGPEB R ERIREEALIE e i R A A i
BEHTHIRT - 51+26.6 v H (26~96 » H)
TJVTF=r 7 VT T AE R 5.4+0.36mL/min  (4.8~5.8mL/min)
LARZaxdv oK s Y  ¥H---100mg X3 [E/H (&%) . 2 HHLE--100mgx 1 [=/H (§])
. 2H 7 )T T A 0 22.6+17.34mL/min
JEfE 7 U7 > A ¢ 3.42+0.831mL/min
S3TZEAE ¢ 76.3+21.9mL/min
i BEGFEfE R ) © 69.7+13.76%
fliam: ST EE BT LR 7 eX YV oEIRZ V7 T RERH 7 VT T ADK 1T% Th -T2,
2% JE8ET VT T v AMEO L

A% fERE s V7 Z > Al (mL/min) I AEEEE 5y (%)
Levofloxacin 2.1~4.5 (3.42%0.831) 49~81 (69.7+13.76)
Ceftizoxime 2.7 70
Cefpodoxime 2.3 80
Imipenem 4.2 85

VARZaXxH o o ofEES VT T o AMEIRMOTTAEME L FREOMEE R LTz,



VIL_ Y Ehielc B4 5 IH H

(2) miRFEHT
MREHEEICE T

A% 102

MHEEAT BT 28 BIC LA 7 b3 o LK 2 b 4 BRERRBEITZ O R B 3R1T, 36.9% Th -7,

VAR a2 /KR 100mg ) BRI GO i - JEBHTRE 55.419.8 BERE], EAHTHF 5.9+ 1.9 B
QD XA T T4 Y —FB-130U (k/Lu—2 F U 7&T7— bE) & PS-1.3UW (KU A7 4 ) OfT
BRETRDLNT, LR 70X H L U OBIEICONWTHEA T I F =2k pERIRNVED L BbiT,

AT T AP Vﬁ7m%z;;g397§yz LRT 240055 MR
FB-130U (n=8) 114.9+6.9 +=0.958* 0.69+0.19 t=-1.527*
PS-1.3UW (n=5) 111.6+3.9 (N.S) 0.83+0.08 (N.S)

Total (n=13) 113.6+6.0 0.74+0.17
* 0 XHEDZR tIRE
<BE BRHAET2LFAT7SAY—DOHE>
pEAg| WHZ V77 2 (mL/min) P [ BRI e bR
(m?) | gUN Cr P VBis (um) (um) (mL/mmHg-hr) (mL)
FB-130U | 1.3 | 194 | 184 | 177 | 125 200 15 25.8 75
PS-1.3UW| 1.3 | 184 | 170 | 163 | 117 200 40 22.0 70

10HENDERERT HESE
() BREEEREICHS T HHEEIRE 109

ENICBWTEH#RERERE %, Cockeroft iEI2 L2 7 L 7F =217 F & (CLer) fEHIZED 4 BT
(FB) . AR 7 e 500mg &2 fERFEERE QG L7256, BRI Tty g E o
EWFRPERB O R, RPBEEOK LR FHMFEOR FARBO N, £/o, 20 4 #x2 1 B

(50mL/min = CLcr) & IIEf (CLer < 50mL/min) (2 KB L7=5A DOIMENRE T XA —X ZRFITRL
7
HEZOFSHONEFEE (BHREESES)
(ug/mL) (ug/mL)
157 100
Mean+=SD
~O- 80mL/min = Cecr (n=5)
8- 50mL/min = Ccr < 80mL/min (n=6) 10
-4%- 20mL/min = Cer < 50mL/min (n=7) E —
104| —& Cer < 20mL/min (n=4) | e - Ny
% - --- R ERRIEO01 tg/ml) % 14 Tl T
i (A I
= N moll T
E 51 i 3 Mean+sD f ~~~~~~~~~~~
1 -0-80mL/min = Cer (n=5)  — T
0.01 J-=®-50mL/min < Cor < 80mL/min (n=6) ____ "
______ 1§ -A-20mL/min = Cer < 50mL/min (n=7)
~~~~~~~~~~~~~~~~~~~~~~~~ ] & Ccr < 20mL/min (n=4)
____________________________________________ 1 == ]
0 : : —— : ——— . 001 4 ERBRBOOI ug/mb) :
0 12 24 36 48 60 75 (hr) 0 12 24 36 48 60
B B M

75 (hn)



. pEhRelc B9 2 H
HRZOHRSHORGH (BHEESEE)
(%)
100 4 Mean=£SD
-O- 80mL/min = Ccr (n=5)
-8~ 50mL/min = Ccr < 80mL/min (n=6)
£ 809 -A- 20mL/min < Cer < 50mL/min (n=7)
% —&— Cor < 20mL/min (n=4)
& |
# e O
I S
= nd T
20+ B AT
0 t
0 6 12 18 24 30 36 42 48 (hr)
B FE
EREEEEREICR T 2EMEIRB/INTA—4 (/) vz 28— R A MEFT, n=22, mean=+SD)
Ei Cr | max max t1/22 0-72hr b7 RARDK b =
CL il C T ) AUC Vd/F PR TP PR D)
(mL/min) (ug/mL) (hr) (hr) (ug*hr/mL) (L) (%)
80=CLcr 5 |6.47%+1.02|1.6x0.9 | 8.3=%0.5 62.90+13.78 | 98.40%+=19.99 76.96+8.25
I |50=CLcr<80| 6 |7.65+144|1.2+04| 9.9+1.3 97.44+17.80 72.60+8.44 82.57+1.51
7t 11 |7.12+1.35|1.4+0.7| 9.2+1.3 | 81.74+20.78 | 84.33+19.42 80.02+6.08
20=CLcr<50| 7 [9.17£1.68|1.3£0.5 | 15.9%+3.8 | 150.96+18.03 | 72.30£14.52 56.39+13.51
I CLcr<20 4 [803*£0.59 | 1.8+1.0 |33.7+14.6| 250.66*=58.30 | 72.35+11.79 28.28+11.83
it 11 | 8.76+1.46| 1.5+0.7 |22.4+12.4| 187.22+61.19 | 72.32+12.97 46.16+18.78

a: SERFDOWR I b - 0~48 W BFIR ki
VA/F : fR 085O R O Jod B 8 L 0 B U7 A s
( TVIL6.2)BHEEEEEE &)

(2) BEMAEBEREICE T AEBRAERUVARIZLSYZaL—Ya Y
B ERE (EEEROTEE - Cler < 50mL/min) (238175 LA 7 a4 OHELKOCHEOHREH O R
L LT, LARZexd v U KERGROMEFRREHBEZ S Ial—rar Lz (FK) . 20mL/min =
CLcr < 50mL/min ®BEFERHIZBWTIE, VAR 7 X% f)E 500mg % 5% 2 H BHLLE 250meg # 1 H 1
6 HF#EGICE V&G 7 BB CAEREYIRED EF IR 67> 7=, £7-. CLer < 20mL/min
OERERETIL, #IA 500mg H 5% 3 H HLAK: 250mg W H 3 [EHEGIc X v, miEhRymeE s, 1A &
THHCTIREFRBRETHY . RED LAITEEOLNRNT,



- Y EhREIC B D IEE

20mL/min = CLecr < 50mL/min @EEHEZ & ClLer < 20mL/min OEEZ LDMERERE
D MmIFFREHFE (#)E 500mg % 5% 250mg e (#1[E 500mg %51 250mg fRH 3 B
1B1E6 BRSO 2 aL—23Y) BEDODIalL—3Y)

(ug/mL) (ug/mL)
15 15+

— 20mL/min = Ccr < 50mL/min — Cer < 20mL/min

0+ . r . T T T ) 0 T T T . . . )
0 24 48 72 96 120 144 168 (hr) 0 24 48 72 96 120 144 168¢(hr)

R Fr fd

BHENEERERVAZBICETA2ENHRENSA—2DVIaL—Y a0 ER (RET7THAB)

. % Cockeroft 1512 & % Cler S N s Cmax AUCo-241”
e ks (mL/min) RBRUHARO AR (ng/mL) (ug+hr/mL)
I 11 50 = CLer 500mg 1 H 117 8.20+1.43 | 82.24+21.10
7 HH
#E 500mg B 5-1%
< + +
. 7 20 = CLer<50 950mg % 1 B 1116 A 6.33£0.66 79.24+10.14
#IEl 500mg & 5t 4 +
4 CLcr <20 250mg [ B 3 [l 5.98+0.81 83.48+£29.86
a) : @ A #% 5 Tk AUCo-a8he X 1/2 (mean+SD)

( 'VARZERUVAEICEEY 5FE] 28

() Mk BT EE
<$5% : 100mg &F|7—4% >102
O#EEZS
MEEATEBE 13 6] 2 %512 U CHM AT 2 B AT LR 7 a9 2k fi¥ 100mg ™ % HAlRE 05
L. & (X147 74 %—:FB-130U X% PS-1.3UW) % 3Kifi] (n=2) »2WT 48l (n=11) 17-
fo b 2 A METREITN 62%ICMK T Lz ( VL9.2)MESEN | ) .

MREMEEICE T HMERREHRE

(pg/mL
2.5¢
1.59+0.51 mean-SD
(n=13)
2.0 1.3940.39
(n=13)1.29+0.32
(n=13)1.13%0.31
m 1.5¢ , (n=13)0.99+0.32
b= R4 (h=11) +
& ; o.(79__o.)27
B 4o ,/ n=11)0.59+0.23
& / ;\+\5m=n>
/,’
05 i S\}
~ | B |
’I
0« : ! ! L L . (¢ —de |
0 1 2 3 4 5 6 Y 26 7 50

wE®IERE ()



VIL_EYyihieIZ B4 5 I H

QRAXI(FERKS
MEN EBE 23 B2 A& 58 (18 100mg 1 HZ (2 2@\, F 200mg ™ ) C#EA&GE (1[0
100mg ™ 1 H 1[814 AR) (253, 4 R OBEHTRITH O M5 P E &2 E L,
ZAT T4 % =%, FB-130U X% PS-1.3UW Z H\ 7= ( [VIL9.(2)Mmi&:EH | =) |

mMAESHBEICE TS REROREHOMBHIRE

fBE#%E (n=10) EH#®S (n=13)
(ug/mL) (ug/mL)
35 35 2.1620.91
3.0 3.0 1.78+0.92
25 25
il 1.34+0.6
& 20 2.0 +
o 1.1840.39 1.12£0.56
= 1 0.8610.29 0784026
1.0 0.5240.16 1.0
0.5 0.5
0 mean£SD 0 mean£SD
[1BEE [ 26E | 3BE [ 488 | 5688 | 1HE [ 2A8 [ 3EEB | 488 [ 568 |
LVFX100mg 1 1 t t f 1

(4) EknE 19
HAR N MR S ln 51 9 B (67~73 7%) K OMEERER A 514 9 61 (20~27 %) Z X412, LA 7 v %4 > 500mg
Z1H 1B 7 AREBKEROESL L, EYBRE T A =2 EHRET LTz, ZORMR, Coax IZOWTITRE 72
XN OO, FEEE SR BRI R A B CLs/F O F, AUCo2une O LR B H LR TEY, I
BRIk D P EEIR T OB EZZ T 5 Z LR Sz ( [VIL6.(8)EEE ) M) .

RESHEERVEERASEOENERE/ NS A —4 (500mg %18 1E7 BRBRREROKS)

BRI
j&’ﬁ—‘ Cmax CZ4hr Tmax t1/2"“) AUCO‘24hr de/F CLss/F CLCI’ };ﬁ;t
(ug/mL) | (ug/mL) (hr) (hr) (ug-hr/ml) | (Whr) | (L/r) (L/hr) %)
0
6.49+ 0.71+ 5.41+ 62.30
. 3%0. - .75£8. — —
TR e 18A 0.90 0.20 3:3+20.7 58.75-8.91 1.27 +10.58
B 7.14+ 0.91=+ 103.98 7.56 5.46+ 72.37
+ + +
THH 509 0.30 414251 95+1.9 | 674951070 | oo | L], 110 +10.34
6.02+ 0.37+ 8.06+ 69.62
+ — + - —
ERERLA LAH 1.04 0.08 1708 43.363.76 0.75 +5.95
Gtk o 6.32+ | 047+ N N N 136.58 | 1024 | 7.80% 76.73
THET 75 0.5 | 19F09| 94529 ) 49.6TE6.68 |\ apar |l 1y 51 | g9 +7.66
a: BEMOMEI S b 0~24 IO RFERTHEME ¢ AARE ITHERABRLY
VAd/F : BAEGEEOKRAOMHEEEENLHEH LI0AEM Cler: B7 V7 704
CLs/F : EHIRBIZBT RO 27 VT T A J vy si— kA2 MEHT, mean®=SD (n=9)

11.Z D1t
M E R L

o AR OAB SN MEL AR @, AL R 77Xy LT 1 500mg % 1 B 1 EROKEESTS, 2B,

PR RIS U CHEEBET 5, ik O OMORIEIC >V TR, JFAlE LTHlOFREEE ST 2 L. BT
TR NRNTFFTRCHONWTUE, bAR7rFEH L LT 1E500mg 2 1 H 1 14 H&ENRET 5, | Tho,



VI Zzs4efh (B EoiEEss) (CBId 5HA

VIIl. £ (ERLOZIESE) T3 HER

ZERNREFDER
BEEIN TR

2. ERAREEDER
2.$%(k®$%lﬁhﬁbmm &)

21¢§@m PXUITA T X ATk LImuE OB RO H 5 B [9.1.2 2]
(REZDEELERBLUN)

2.2 Il SOFIER L CW D AREED & H & [9.5.1 ]

23 /NE%E [9.71 28]

R -

21 NREUE] ORERO S 2 EIRMCILEFEFHTH D, 20 L) 2 BE TIHRBUENSFFT 5 alRetEn
B2 HNDHTD, REIORS Xii7m%%//(ﬁﬁ®ﬁ%ﬁ TCThLLATuXH AL, TEIK
ThidrA7axh v O—HFONFEESIKTH D) 12X D\BUEDBEE A L7288 10X, ARl
HakTnZ &,

2.2 [VI6.(5)iHR] =K

2.3 [(VIL6.(7)/MNR%E | &R

3. MREXIIMRICEET TR L ZDER
[V 2HEEXIIHRICEET HEE] 21

4. RERUVHEEICEET 5FEETDOER
VARERUVBAEICEEYT HEE] 2R

5. EERERMIE L TOHEEH
8. EELEARNMEER
(FhHEEFIR)
8.1 AAIDERIZH o> TiE, THHEREORBEZ 7o, R E U TS EZ R L. SR OTRH L2
ENEOWIM O EICE EHD T L,
EMEEEROLDLNDZENDHDOT, AEEOELE, GRE 5 B OBRIEICHEET 2 ERIC I
%Téi?%%K+%K%%Té:ko
8.3 KEhfR., KERMAEEZ SIS -T2 &R HDDO T, BEREHDITITH & & bia, MEE. ME s
(IR HFEDIERN O O OB B ITE D ICEMORRE 2% 5 & 5 BFEIHEET 52 L, [9.1.5,
11.1.16 ]
8.4 RWIEG NI L 2 2 58101%, FRBEE +5I1dTo 2 L,
(&% B 2 D D% IE )
8.5 OPIFEZIE L OPFHIC LY, EERIFHERENHOONDLZ RS L0T, AT L2HAITELN
IS RER A 21T 5 2 &




VI Zzs4efh (B EoiEEss) (CBId 5HA

8.6 A& ETeHURSEEIIC X D16 T, FAWBSOR RO 5 Z L3 5, IBFEG% IS, BEAF ORI OBl
XAFAEZAER DO FHIFE L2 RO T2 A1, AR R EICIES E F GO R G2 W2 2 &

fRE

8.1 PEHICIBOEEFHTH D, [HIHEMEWERANOMEN LOEEFRHDOLEFIZONT] (199341 A
19 HAHEZE 5 5) I2HEV, &%E LT,

8.2 AANCB W TEMEESORIERN D HbN s Z L 08H 50T, HENHEERS OMMIREICET 2R %
Aok L7,

8.3 7oA Xk m L RHIEEOM T X 0 KRENRE &K O RERAFBEFEBLY X 7 O LR/ 2R 2 To
P RIS 106-109 K DAL C DO FE A BT 2 FEERIRIFZE OO WA 2B E 2, il L7z, 7ed. KER
TSI RENRAZBED U 2 7 [R1TiE, ~ 7 7 VIEGRE/ m A A« 7 4 —VIERHOM, =—F X - X
7 A JEGERE, BREARE. EMREEIRE. X—F = v MR, ®IE, 77 v — AEEIREES b5 E
o (IVIL6.(1)EHHE - MEREDHDEE 9.1.5) . [VI8.(1)EXGREIMER L MHAEK 11.1.16) ZH)

8.4 RIA%F. RGNV ERGAEIL, BWEARBUIH T 28IENNELEX DD, R4« +45512
192 &,

8.5 FEIKIE T D EEE 2R IFHEAERE HE O RHLUT —MREYE £ 0 b BEE DS 8 < | FEEE O 251 0F A O BB R FIE
HELTHMDBNTWD, ZOERFIKIEANT —RIUREIEE SN TWD, ARANL ZRPUREZIE S LTEA
PRFEICHE I S D 7o, IFHEREFRE U 2 7 OEWEBE~DOE5-& 2 WITNTHEREREE U 2 7 O @ iio
FEEE L OIFINRZ W EE R v, 78RO EREHRHE D TORBURNZ B E 2| thobiibzE s
OFH T 2 581X EHRC R A 21T 5 K S st L7z,

8.6 HIMEAZIKIC K 2 FAIWHSURNIE, FERIGHR 21T 5 IEFRBRF T O TR Y | JUfbEEEE & SRS
L ORPEENEE T E RWENEGNRE SN TVWD, MR EEREELUAMIBN TS, SIS
IO AMREME B D 2 &, Fio, HUkbEIRIC X 2 AW LU OMFIL, FE O BRI 27 L ¥ —
WCRDLDBZHFNIFESNTEY | RAFGIIHZIRR ORGE PICHHREZIEORIHIC L & FTRBLT 5 aTEE
WNRHDH T EMBREE LT,

6. HENERZEITHEREBICEHTHEE
MEBE - BEREZEOHLEE

9.1 &HHE - BEEZE0HIESE

9.1.1 TAMAEDESUEERIICNLOBEEREOHLEE
AR T ENH D,

912/ OVERMEREICKH LEBBECBRERENDHSEE (=L, FAEX(EFAFT7O0XH 2 UIcx LIBEED
BEEOHIBEICIFHRELAENIE)
[2.1 /]

913 EELNERE (FEIk., RMELEEE) OHLHEE
QTIEEZEZ T EnH D,

914 EEHENEDEE
EREENIEDZ ERD D,

9.1.5 REMRER T ABIIRMRZEH L TLLEE. RBIREXITABIRMFHOEEE, KEKEZLIFURY
BAF (RILT7 VEEE  OAR - T4 —VIEREE) 25758F
VIS U CHBREOFEMAZBET 5 2 &, WHAOEFMRICEBN T, 7t r X/ o RhEiEs
B\ RIS S KR BIIRARBEEDO T A ) 2 7 BN L7 & OENRH 5H,  [8.3, 11.1.16 S ]




VI %

etk N EOEES) (S 5IEA

T

9.11

EWNA O TR BERRBRICENT, LR Z7a 3% o OFHIC L AEBEORBNBE ST D, M
R IZINOOBEROH 5 BE CIEEORBBEEN G RAAREERH SO CTHEEICRGTH
Eo

9.1.2 F/ v U RPUE ST LIBBUE DBEERE D & 2 B TIE, AFNOFR G L0 @Bk 28 2 9T REtEns &

LOTHEICEGTLZE (M2RBRABEETOER 21 2H)

9.1.3 HATITONIERLORAFOE T HRRTIX, LA 7 X320 250mg~1000mg H[AI# 5 THiK

ERIEE 2% QT/QTe MIFROIERITFBD b Lo 7z ( TV.5(2)FRKREERER] M) , BWERE %
ML LT RmDFRRBRICE W TH YA EFEFROWME I RN 723, T E TOERNADOHREZIC
BILZLVAZ7axdH oo TEER QT BROMENRH DL ENLEERLMEELZAT LA
H T QT MR DOFBSREN & < 72 5 ATREMED & 5 120 RGE LT,

914 fho 7 Fux /) o U RPEER (JrrvaxYyr Fvaxd o Ryoxvvr (ERNRER) )

9.1.5

DEPYHBRIZB T, MRHEEENEANRD b, Zomo 7 Aax ) ar ZPIEETH FEOE
MEBTLHREEND D Z & IME SN TWND 1D,

Flo, EAKOMMIBW T LR o X4 v b OBEMENGE TE vy THEFREEOR() BNlE
ENTVWAZEnbEELE ((VL8.(1)EXAZBIEREMIER 11.1.15) 1) |

WIMZRB W T, 7 A ax ) o s RPIEEE G X 2 KENRE UL KERMBEDRAE Y 2 7 OIS
IHTU 5 1067109 (VIS EELGEARMIE L TDEH 8.3, VIL8.(1)EXLZEIER & WHAEIK 11.1.16)

mwm¢%f®ﬁm# WD LT\, ¥, MIKEN X% CAPD (Bgirasleigiasar) 1. R
LDOLRT XYL UREADEEBIIDINVERENH Y 102100 FIFHOBINESGIIARAELEZ BN
%, [7.2, 16.6.1 ZH]

FRESR
AENTBPMTL OFEEITH ¥ | BHEREIME T LTV 2 BF ClL, BRSO IS U TARR O M H R E A
EFL \ﬁwm¢%ﬁﬁ%ﬁTéoW% EDORREITIE I A O &2 B 2k 55, &ﬁﬁm%ﬁwb

FrlomEoBEESEEE CITEERICRG T2 ((VARERVAZICEEY 5] . [VIL10.(1) BHk
BEEEEIC &H%E@h%JTW&ﬁﬁ%L$6%£$J§%%
Q) EEERE
BRE SAL TR
(AESEREZEH T 5F
BRE I TV
(5)1 4%
9.5 i¥i%
(RIEFDEELHERB LN
9.5.1 M XUTAEHR L TV D ATREME D & 2 ZethIZIF & G- Lien 2 &, B ERR (F v N) THIRIESRE A
DEEIZIBNT, I8 - JRIEFETROEMN, (bE IS OFE B MHIEH & OVE 2 R BLR O N3 F8
HHNTND, [2.2, 9.5.2 ]
(RIEEDEELKE)
9.5.2 Il ITHEIR L TV D AIREMED & 2 ZMEIZIE 1B LOARMEZ BB L TR G2 2 &, [9.5.1 ]




VIL.

el (I EoEEs) (BT 5EA

FRER
9.5.1 BYWEER TiX, AR S -o7e2y & b TOMERT ORGP 5 et 03B LTI
MEINTWZRWY ( VI2REERABREZOERA 2.1 LU TR2.6)EEHELESHRR 2H) .
9.5.2 M SUTAEHR L TV D ATREMED & 2 &PE ] 1S L TR, R E LTV D2, RIEFOEERREIC
BT, R EOARMENERMEZ EIE S & EIRENEWT 25505, ET5Z L,
(6)iR%L4R
9.6 RILWE
RILLBNWZ ERLEELY, B R A~BATT 2 Z L STV 5,

fRE
Y FER CTHIT~OBITHAROONTEY (O&L), £/, A7ex¥ %k k6 il 200mg H[A#
HURER, 1 BTk 1.33pg/mL, 3 BE CTHek 2.01pg/mL 2SILHFICBAIT L Z &b, A7 a4
T L RIRR OB M 2 BRE LT,

(7)/hR

9.7 INR%ZF

(REZFOEERKEEIN)

971 Lz &, NESZS L LR RBRIT IR L TRy, 8RR sk, FHOkR (13 »

Him) . 97 v b)) THEREPEOLATWD, [2.3, 9.7.2 ]

(RIEZFODEELKR)
9.7218IFE FLOFRMZEEB L TEETHZ L, [9.7.1 3]
fRER

9.7.1 BWER (B R, HVK (13 » Al . 7 v b)) TFROBERERROLNTND, E72,
NP9 % 2 A PE AN BURE U CIERESL S AU TR0,

g W | A A | 5% | B5E mgke A& L A M K OV R

o #H K 45 A 7 HIH 5 B L

o B K 4 5 H 7 HfH 10~30 BEETHE O 7K B OO D ATE K

FVVRK 13 » A 7 Hf# 10 Bl

BHURCKR 13 % A 7 AR 40 3 B 1 B CE HE BRI BT o /MRS AL
PET > b 3~4 i 7 AR 10 R L

YT v b 3~4 i 7 HMH 300~900 KR FE D BEEHCE LA L

*  AKRRRKRICHET DL E2 N5 (1 4 FTDHR)

9.7.2 [PNRS) IZxt LTiE, BEETE L TWDHA, RIEFEOEELRKBICE N T, 18R LR MG
Pz bR & FREPHET 256 DA, HHLTHELIZR,

(8)=nE

9.8 HkhE

9.8.1 HEEENDH LTV EORERH D, [11.1.12 B ]

9.82 L ERLWVCELGMBICHEE L, HMEICERG T2 L, KANL, E& LTEE»OHRESND R, &
B CITEHEDNME T LTV ZENRZW D, mWILTIRENF T 28 ZhndH 5, [7.2, 16.6.1
Z ]

fEER -

981 7 AuXx ) oL RZHEEKREROREED Y 2 7 KRHICE LT, @mEg Clidimms & X TEEED
UAZBHEKRT DI ENREBEINT WD EnbRE L ( VL8.(N)EXRAGEEREMHIER 11.1.12
ZM)



VI Zzs4efh (B EoiEEss) (CBId 5HA

9.8.2 HAANDREH IV B (67~73 i) MOMEHRRALME B (20~27 %) 2RI, LAR7mFH)
P2 500mg & 1 A 1 [8 7 AMEBRMKERSG LR, I o PRl sE R T o E» R s e
( VI.10.(4)&tEE ] )
BHEREDIN T L7 BE BT HIRNEIREIC DWW TiE TVL10.(1) BHEEEETREICS T HBERS ) S,

Fiz, BHREOKT LIZBEFE~OREIEICHOWTE IVARZERUVRAZEICET 53R 7.2) 21,

7. MEER
(MBERZES L ZDERH
BEIN TV
Q)RR L T DER

10.48E/FF
10.2 fERERE

(BFFRIEET S &)

AN 5

BRI - HEE T i

BEFF - faBRIA+

7 x = )VERRSR XL T e B

T UMRIEAT O A RPETH

PRI
TN T T

K oy iy I SR A WY SR

HFARARRRIZ 31T D GABAAZ AR~ D
EIHENERIND EEZHILTWA,

TNI =T LI~ TR
T NEAH OfIRIEE . $A
KEBALT VI =0 b, R
b= 7 20 A, fitlEek
4 [16.7.1 BHE]

AFN DB RDWE S DB
WD, T DFEFNIAAIF G-
B 1~2 BHBICHEREGT 5,

INHDOHEAE FL— M ETERL L AH
DRINAME T+ D EFZEZDBNTND,

7=V R %

TN 7 U OfEHZHEML, 7

T7 7 U O &L, T EA

INTT Y o ey EURERIOEERRYD | A TR L VBT LT >
Szl OWERD D, VUM AL EZ LTS,
QTERZEZ T Z LM | QTIEEAE - THBZNAH 5. | QT EEVEAAHEINIICHIINT 2 5%
BT % HHA N3
F T = R °
RIBBREUR VT VAl (O | peED ) 27 BT 25 &0 | BFEARTTH S,
I % OFESHF)

WEND D, 6 DOIEHF L Dff
X, 1B LB SN fGRRME &
ERIZEHEDOHRLETH L,

T k=ynmr
E RaalFy 5%

fi#Es -

T EFMRRIETOEA VEBRIFERTOA FEERERE

Za—F ) a URPIEEKIC XA EEFEIE, TR ROMHMEEWE ChH DLy — 7 X BB (GABA) L
72 —TO GABA Fr WA ZET L2 LIk EEBX26N TS 13, =a—F /v U RPIEERHK D
FIWR 5 GABA L7 % — & OMAEHT GABA & %32 19, GABA 1EENE O IR D5
FHE S D & IR O BLE N R LRIER R S D, 7o, 2 ORRMFEGIE & GABA ISE X
NSAIDs o fFlc kv ahsZenHEFahTnwsd, oo Fy & L T, NMDA
(N-methyl-D-aspartate) KA NTHIERACT T/ v L P2 —#H 2N T H51EHZ LT - RENH 5,
LAR7aXh L 0 D007 = = AR I T 0 B4 U IBRIEAT oA RHENRSERIR E OfHHICE v,
RN Z V0T < 7D 2 ERBPERTHE STV D 119,

Fo. HAEERIZEZD2 b0 LAR 7 v x 3 o CBEMOENAMTIERWA, 7 == VHiRR XTI 7 e 4
fRIEAT A REEHRBERIEOIH T ORBENRL X 72 & T 2RIEHRENH 5,



VIL.

et (EH EoEES) B3 AEE
<ghT—4>
JxZILEEER - TOEAVEERIERTOA FHEERERELDOHA (YHUX)
LVFX OFLX ENX
TH 2% SRR 3K (mg/kg) | (1000mg/kg) (1000mg/kg) (400mg/kg)
CL|TN| L |[CL|TN| L |[CL|TN| L
T =) 200 9 6 9 9 6 9 10 | 10 | 10
4-¥' 7 = = VERE
(A =R 0 | 10| 4 | 1010 4 |10]10] 8| 10
AT77Fa Tz 500 0 0 0 0 0 0 8 0 8
Fraxt 300 9 2 9 9 2 9 10 7 10
T e 300 0 0 0 0 0 0 10 6 10
o 500 2 0 4 3 0 4 10 0 10
- VA A- Ve %3 g g g g g é ? ? ?
b S =
500 0 0 1 0 0 1 9 3 9
n%y7a7=zv-Na| 500 0 0 1 0 0 1 3 3 3
P rhFaerzzr | 300 0 0 0 0 0 0 0 0 0
ity AT =T L 500 0 0 0 0 0 0 0 0 0

WHRBFEITX / o R O# 5 10 98NcRo®5 L, LVFX: VAR 7o X4 vKmy
CL : FEfCPEEs: TN : JREMES L 24 BEE#% O BSEK
Kk ODEFIIMER LT 10 lEo~ 7 AR CHRE L% 7T,

FILEZOLRIEI TR OO LEFDOFIBRES. #%F

LR 7 a4 100mg B HEEE DGR, KBET VI =0 s (1g) | Bifggk (160mg) XLk~ 2
UL (B00mE) ARG LGAE. LR 7 v ONRAFT XA T8 U T ¢ — [ TH B GIZRRL .
ENFEN56%., 81% KON T78% 2 L7z, £7-, Cmax HAHEIZMK T L7 110,

RIS DT VI = AT~ 732 T AEHBANCB N T, ¥/ 2 U RHEE E O AEERIZ OV THE
B S TWb e, Al 2 TS L LTnd,

T AFOAREN-HELOHET HEE, AKIELR7ax3 202 LT 1R 500mg 2 1 H 1 FREAKS TS,
2B, A ERIOEC CHEEEET 5, ik O OMOFEIEIC W T, JFAlE LBt & o+
HZEMETFTANRTFTAZONTL, LARZaXxY o LT 1ES00mg 2 1 H 1E 14 HRERRAK S5, |
ThD,

7)) U REREE
LARZ7uxH U7 Y OffHICEY ., U772 ) COEANEREIN, e ho s BB OTERE
DR LN DOHENRH S 1D,

QTEEZRRIIT ZENMSONA TS EH
LRI RZIEI R A CH DT 7~=F0O HAEEH] BFHER) I ¥/ v RPlEEK X 7%
VURERE. LR 7 oy U ks N ENTBY . T o= REDOPERAMEE SN T O#k LT,

BIBERERILE A BOFIRVESHED)
Tt uX ) ar RiEERGREORBBEED Y AV RFICBEE LT, arvFaxTuf RS CEfiHze L
CHARTHEEED Y A7 BHERT LI ENRBINZ 1D ENBHERE LT,
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el (I EoEEs) (BT 5EA

BlfEA

1. 8l¥EFA
WOBWERANS SONDZ ENBHDHDOT, BIEE DTV, RENBDO ONHAICTRGEZHIET S
I CHOREEITO Tk,

(1) EXGZEIMER & DHER

1.1 EXRTEIEA
M1 Yavy BEEAW) [ 7FI453F2— (BHELRH)
VavZ, TF74T7F— (WIHUEIR - ALEE, IR, MRNEESE) BNHLbNLZENRH D,
11.1.2 hEMRRIEFEMAE (Toxic Epidermal Necrolysis : TEN)  (BEEEARIA) | B S AR 1R B
(Stevens-Johnson JE{ZEE)  (BEEEAH)
11.1.3 &8 (BEARH)
11.1.4 QTER (BEEARH) . DESEA (Torsade de pointes #&d) (B ARH)
11.1.5 [AMEEET BEAY) | MERERX HEAH)
11.1.6 BIFERFX (BEHEARP) | FFEREEE (HEERD) | #E (EER)
BPERTJE . ITRERERE S . BUE (FIMEIR « e - ErE, RACRIR, BRIk, £ 5% b bbitd

ZEBDD,
1A7 AMBEE GRS | WEMRE GO | AMMAN SR . mAMRRDS G
RH)

VLM ERPAE, BERDRIERAE (IR « B, WHEENR ., MBEUSE) | ~E7 v BV RE A O Wik
Zifn, /AR bbb Z ERH 5,

11.1.8 FIEMM% (FERP) | FERBERMERM R (HERP)
FEEN, Uk, PEURIRIEE, MOEn XS E . AFRRERIE 2 A 0k O VBRI . AFERERMERT R 3 B B oD
ZENRHLDOT, O RIERBBD N HE TG AR L, BB RERVE CHIREGED
WY e E AT H 2 &

11.1.9 BEMXBREFOMEZESEELGKER (BEARH)
M. BERIO FRIEDNFRD b GEICERK G2 F I L, @ R0@Es21T5 2 &y

11.1.10 R (B A
BAgE., A, CK BEH-. MR ORP I AT ey ERSEZEME L, 2R BRI 2D
WU RARIE DS B DD Z N D,

11111 €M% BHERH)
RIBEMERIEICE D H b ME SN TS, BERFEE FRICAVAR=L T LT REAXRA 2 Y
FlEZHE L TOWDHER) | BHEEREERS. BE Thbbbiod i,

MAI2 7 XL AL, BRREFOREET (L RH)
WEED O A, FE, BAREOTERNPBO SN HEIZITE G2 PIE L, EURLEZITH Z &, K
WBMOBEOHBETHL LTV, [9.8.1 ]

11113 888l (BHEAH) | FAE BEEARH) | 115 DE0OBMER (L)

11114 @EEME X (BHE )
FE N, BARIRE. S5, BRRIZRO. BUE AR T A ILERI A M A R SE DREIRDSFED b GG
WZIFREERIE L, BEURLEEITO Z L,

11.1.15 BIEMREHEDBL EERH)

11.1.16 XKEIARE (BHEAH) | KEIARAREE (S AHD)
[8.3. 9.1.5 ]
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11117 REMHZEET GEERH)
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RN -

11117 LR 7aXxdo L OBEEREE CXRWEE R RIEMEREENRE SN TWHAT-ORTE LT,

(2) zDithDEIEA
1.2 ZDOHMOEIER
1~5% ATl 1% A i BEEEANBA
W HEUE W5 Z 9O FEIE T2 OCREREUE
iR | OFEV, AR, FEW IR, fRER, Bk KT, HERSNRIEE T A
0, LUK
WAIR S Mg, 7 v7rF=r L& SR, REA. HEIR, JREA
Btt., BUN L&
JiF M ALT k5 LDH L& AST | fF#sER . v -GTP L&,
5 o e v /Le s #in, ALP
k5
i F BRSO | AFFREREE | U o ERERA . Al
. G EREaEA . R
B
Hibss B MR, RRL, BEER | BER. VB, MEEEER. B | DR, ER
PR, RACRIR kR, Wb RE, (R
R PR SRE HIG BRFEIH S, SRR, R
NN T
T ER A EuflEs e, AR
Z DAt FaiB A pREE, CK 5, PURE | @bl ke, 82 B
. BEEET . WEMERZER, | fiRRE. RITF. MR, SO
RATT R ORERGME, BUR, | B EEUK
SEAE

1) EEERETOEPICENT 4.4% (4/91 #) ICHESRNB D SNIZ L OWMENH D,




VIL.

el (I EoEEs) (BT 5EA

HERNEEFRAERAERVEREEEERE -8

JeFEfh D B3t Jedh o RTE
EN+ WFJEE;;HE PR 14 B R R & §
B R B e (4 3B

A IE B 1,582 29,872 342 31,796

BIVEH O FBUEFIE 460 482 62 1,004

BIVE O3 85 751 601 75 1,427

BEH OFBUEFIHE (%) 29.08 1.61 17.82 3.16

BIVE A OFEE BIVER ORSERIRBUES (50 £ (%)

JEYWIE K OV e 1(  0.06) 7( 0.02) 1( 0.29) 9( 0.03)
H P RIE — 1( 0.00) 1( 0.29) 2( 0.01)
A s 2 2 oE - 1( 0.00) — 1( 0.00)
JitiZe — 1(  0.00) — 1( 0.00)
TR — 1( 0.00) - 1( 0.00)
PR & Y 1( 0.06) — — 1( 0.00)

GERIE A Y A YE — 3( 0.01) — 3( 0.01)

IR AODINLAE = 2( 0.13) 5( 0.02) — 7( 0.02)
21l - 4( 0.01) — 4( 0.01)
F 1 BR e E 2( 0.13) 1(  0.00) — 3( 0.01)

Ty SRR — 2( 0.01) — 2( 0.01)
TrI4Tx = a vy — 1( 0.00) — 1( 0.00)
TFT 4T xRS — 1(  0.00) — 1(  0.00)

R R O 16( 1.01) 15(  0.05) 1( 0.29) 32( 0.10)
=AU T A fE — 1( 0.00) - 1( 0.00)
1B A E — 1( 0.00) — 1(  0.00)
&H U v 2 E — 1(  0.00) — 1(  0.00)
KF N U 7 AfE — 2( 0.01) — 2( 0.01)
RAIBEE 16( 1.01) 10( 0.03) 1( 0.29) 27(  0.08)

Rl 44( 2.78) 17( 0.06) 2( 0.57) 63(  0.20)
ik 1( 0.06) — — 1( 0.00)
RSy — 2( 0.01) — 2( 0.01)
LI — 2( 0.01) — 2( 0.01)
HIHIARHRIE 3( 0.19 2( 0.01) — 5( 0.02)
ANHRIE 37( 2.34) 10( 0.03) 2( 0.57) 49( 0.15)
MR 5 — 1( 0.00) - 1( 0.00)
BB AL E 1( 0.06) — — 1( 0.00)
MR 2 2( 0.13) — — 2( 0.01)

T R 92( 5.82) 50( 0.17) 2( 0.57)| 144( 0.45)
USEAEES — 1( 0.00) — 1( 0.00)
et — 2( 0.01) — 2( 0.01)
B~ LVoORT — 1( 0.00) - 1( 0.00)
EEEd F 0 59( 3.73) 24( 0.08) — 83( 0.26)
TR 4( 0.25) 2( 0.01) 1( 0.29) 7( 0.02)
GIEpEA 23( 1.45) 9( 0.03) - 32( 0.10)
B RR 4( 0.25) 3( 0.01) — 7( 0.02)
FEAH O HE RS 3( 0.19 - - 3( 0.01)
TSR R — 1( 0.00) — 1( 0.00)
fEIR 6( 0.38) 5( 0.02) 1( 0.29) 12( 0.04)
I 1( 0.06) 1( 0.00) - 2( 0.01)
PRHR 3( 0.19 3( 0.01) — 6( 0.02)
MENR DR 8( 0.51) — — 8( 0.03)

AR i 3( 0.19) 5( 0.02) — 8( 0.03)
A — 1( 0.00) — 1( 0.00)
N3z f5p 1( 0.06) - — 1( 0.00)
AR IEAR 1( 0.06) — - 1( 0.00)
IR i V2 it 1( 0.06) — — 1( 0.00)
AR Fe ifn. — 1(  0.00) — 1( 0.00)
=) — 1( 0.00) - 1( 0.00)
TME T — 1(  0.00) — 1( 0.00)
bR — 1(  0.00) — 1(  0.00)




VI Zzs4efh (B EoiEEss) (CBId 5HA

IO P JEFE b ik
BIVE A O FE%E EWN+ i Ekfuﬁiﬁﬁ BRE 14 B R iR A
BR PR R il (4 #RBr*)

RO e 3( 0.19) 1( 0.00) — 4(
Hug 2( 0.13) - — 2(
EILRETEIA — 1(  0.00) — 1(
H AR 1( 0.06) — — 1(

Lol 10( 0.63) 9( 0.03) — 19(
IR 1( 0.06) - - 1(
B 9( 0.57) 9( 0.03) — 18(

il 2( 0.13) 3( 0.01) — 5(
WAL — 1(  0.00) — 1(
R I 1( 0.06) 1( 0.00) - 2(
FTY 1(  0.06) 1(  0.00) — 2(

BRI 2R, S K OVERm p 5( 0.32) 7( 0.02) — 12(
BEEE DK 1( 0.06) — - 1(
M M iz A 4( 0.25) — — 4(
IR ] 3 - 3( 0.01) — 3(
S — 2( 0.01) — 2(
PR it HR — 1(  0.00) — 1(
SR — 1(  0.00) — 1(

H ke 139( 8.79) 190( 0.64) 17( 4.89)| 346(
PSR AR PR 20( 1.26) 24( 0.08) 2( 0.57) 46(
Rl 12( 0.76) 3( 0.01) — 15(
P 6( 0.38 5( 0.02) — 11(
TR 1( 0.06) 1( 0.00) — 2(
REE R 8( 0.51) 12( 0.04) 1( 0.29) 21(
(s 4( 0.25) 9( 0.03) 1( 0.29) 14(
T 22( 1.39) 73( 0.24) 4( 1.15) 99(
PNz 4 11( 0.70) — — 11(
MEL Iy = 5( 0.32) 3( 0.01) — 8(
BLW 2( 0.13) - - 2(
e B 0 1( 0.06) — - 1(
EES - 3( 0.01) — 3(
HRIE W LR R 3( 0.19 - - 3(
H I 6( 0.38 5( 0.02) — 11(
B/ — 1(  0.00) — 1(
M ZEPNTE ST AR — 1( 0.00) - 1(
T 55( 3.48) 51C 0.17) 8( 2.30)| 114(
HN% — 2( 0.01) — 2(
[ 22( 1.39) 16( 0.05) - 38(
R 1( 0.06) - — 1(
TEREALE i — — 1( 0.29) 1(
AN R 1( 0.06) 1( 0.00) — 2(
H O SR — 1(  0.00) — 1(

JHFREE R B 5 16( 1.01) 22( 0.07) — 38(
FFHERE B 15( 0.95) 14( 0.05) - 29(
JiFpe s 1(  0.06) 8( 0.03) — 9(

R K OV T AR e o 24( 1.52) 56( 0.19) 2( 0.57) 82(
miF — 2( 0.01) - 2(
PS> 2( 0.13) 16( 0.05) — 18(
1B — 3( 0.01) — 3(
HLBE 1( 0.06) 3( 0.01) - 4(
ST E 1( 0.06) - — 1(
SRR BNE RS — 1(  0.00) — 1(
% O FEAE 8( 0.51) 4( 0.01) — 12(
55 13( 0.82) 19( 0.06) — 32(
2 VER IS 1( 0.06) 1( 0.00) 1( 0.29) 3(
MR - 1( 0.00) — 1(
E AR — 10( 0.03) 1( 0.29) 11(
EHMT O PEIE — 2( 0.01) — 2(




VI Zzs4efh (B EoiEEss) (CBId 5HA

IO P JEFE b ik
RINEF R [N+ HE WHEE;;HE IR RR | A
B R B e (4 3B

5B R B OVt B Lk i 13( 0.82) 10( 0.03) — 23(
RA &R 3( 0.19 2( 0.01) — 5(
I 2( 0.13) 1(  0.00) — 3(
MR — 1( 0.00) — 1(
R B R 1( 0.06) - — 1(
i R 2( 0.13) 1( 0.00) - 3(
7B ¥ e 1( 0.06) — — 1(
7 PR — 3( 0.01) — 3(
VU R 4( 0.25) — - 4(
e — 1( 0.00) — 1(
i3] — 1(  0.00) — 1(
B OR B s 4( 0.25) 9( 0.03) — 13(
1R 1( 0.06) — — 1(
2R 1( 0.06) - - 1(
BRIR 1( 0.06) 2( 0.01) - 3(
EHR — 1(  0.00) — 1(
R — 1(  0.00) — 1(
PR ELE — 1( 0.00) — 1(
W RE R 1( 0.06) 4( 0.01) — 5(
A BE R M VLR R 1(  0.06) — — 1(
H e pE 1( 0.06) — — 1(
—f - EHREE R OB S0 RRE 27( 1.71) 30( 0.10) 2( 0.57) 59(
S E 12( 0.76) 3( 0.01) — 15(
Jf R AR Rk 6( 0.38 — - 6(
g 1( 0.06) - — 1(
A — 1(  0.00) — 1(
BRI IR — 3( 0.01) — 3(
957 1( 0.06) - — 1(
L% 3( 0.19 5( 0.02) - 8(
E 1( 0.06) — — 1(
Sy — 1(  0.00) — 1(
5 2k 1( 0.06) 8( 0.03) 1( 0.29) 10(
T - 1( 0.00) — 1(
FAYPE IR 2( 0.13) 3( 0.01) — 5(
FEEN — 1( 0.00) - 1(
(mF72) 1( 0.06) 6( 0.02) 1( 0.29) 8(
(R SRy I — 1(  0.00) — 1(
R IR R A 211( 13.34) 94( 0.31) 40( 11.49)| 345(
TI=r T N T AT 2T 29( 1.83) 26(  0.09) 4( 1.15) 59(
TANRTGXUBT I ) N RT7 27 —EHM 22( 1.39) 26(  0.09) 4( 1.15) 52(
- FEER AT B N 1( 0.06) — — 1(
M e Y e s 10( 0.63) — 7( 2.01) 17(
e 7 v — g — 1( 0.00) — 1(
Md 7 V7 F ok AxRFF—E 8N 4( 0.25) 5( 0.02) 1( 0.29) 10(
7 L7 F = 40 3( 0.19 8( 0.03) — 11(
7 Ko bR 1( 0.06) 1( 0.00) 3( 0.86) 5(
A =7 R o s - 1( 0.00) — 1(
ifn H LR A K SRR N 26( 1.64) 6( 0.02) — 32(
MV o A 2( 0.13) 2( 0.01) - 4(
ME E5 — 1(  0.00) — 1(
i PR SE I8 1( 0.06) - - 1(
1A R SE N 1( 0.06) 3( 0.01) — 4(
1 H R B N 1( 0.06) - — 1(
C— I EMER B8N — 1( 0.00) - 1(
IR ERE R 3( 0.19 — — 3(
T ERER R N 19( 1.20) 10( 0.03) 11( 3.16) 40(
y— I NEINET AT =T — PR 1( 0.06) — — 1(




VIL.

el (I EoEEs) (BT 5EA

JeFE D B3 Jedkfh o s
BIVE A O FE%E EWN+ ﬁmﬁ;%E BRE 14 B R iR & Ft
B R B e (4 3B
y—INEINKNT AT =T — BRI 10( 0.63) 8( 0.03) 5( 1.44) 23( 0.07)
PR TR o BERGE 3( 0.19 1( 0.00) 3( 0.86) 7( 0.02)
~< 27U M 2( 0.13) — - 2( 0.01)
~~ k7 U M 1( 0.06) — — 1( 0.00)
R o i B 3( 0.19 - 2( 0.57) 5( 0.02)
S /= R s % — 1( 0.00) - 1( 0.00)
~ES e 1( 0.06) - — 1( 0.00)
FFHE e - 3( 0.01) — 3( 0.01)
U 2 RERE R 2( 0.13) — — 2( 0.01)
U SEREEE N 4( 0.25) - — 4( 0.01)
HAERELH N 2( 0.13) - - 2( 0.01)
- H RO D 13( 0.82) 1( 0.00) 1( 0.29) 15( 0.05)
1/ RS IR 18( 1.14) 3( 0.01) — 21( 0.07)
R BRI D 2( 0.13) — - 2( 0.01)
1 i BR e 50( 3.16) 4( 0.01) — 54( 0.17)
F 1 BR A N 3( 0.19 2( 0.01) — 5( 0.02)
e VL e R 1( 0.06) — - 1( 0.00)
i/ N N 15( 0.95) 2( 0.01) — 17C 0.05)
TR LR 0 SR N 3( 0.19 - - 3( 0.01)
LFRAERE 43 SR80 3( 0.19 6( 0.02) — 9( 0.03)
TP ERE 0 SR 5( 0.32) — - 5( 0.02)
TR ERE 43 1( 0.06) — - 1( 0.00)
HAERE 43 R0 2( 0.13) — — 2( 0.01)
U > SERE 5y R 1( 0.06) 1(  0.00) — 2( 0.01)
U SR E Sy S 8( 0.51) — - 8( 0.03)
PR A EE B B 4( 0.25) 1( 0.00) 4( 1.15) 9( 0.03)
MHET AV RRT 7 Z—FHN 5( 0.32) 6( 0.02) 2( 0.57) 13( 0.04)
SR Z ) — — 1( 0.29) 1( 0.00)
s -5 — 1(  0.00) — 1(  0.00)

X

[V.5.(6)1) QBLERFTHRIRRAER D 4z &7,

(Je s dh OE A R AR T )

BIEH O : TICH [ERREZFEMFESE H AGEM (MedDRA/J Version14.0) | IS &, &BERIRSIH (SOC) IZ/%H L.
SbiZ, AAGEE (PT) ZRi#iL7z,




VI Zzs4efh (B EoiEEss) (CBId 5HA

ERRE. GHHE. EEERVFHOAREFERANOBERATERE
BEERMNOHEN (ERROERBEHRE)

SE 1% RIVEAZBHIE (%)

el 3 12,825 | 200 ( 1.56 % )
= 17,047 | 282 ( 1.65 %)

A fin 15 A 72 0 ( 0 %)
15wl L 65 B 18,890 | 269 (142 %)

65 ik Lh b 75 mioAR 5,162 | 104 (  2.01 %)

75 LAk 5748 | 109 (  1.90 % )

B - RELH 0 0 ( 0% )

JRCYLIE fE IR IR, e T E 13,266 | 223 ( 1.68 %)
JREE « PERRIRYLIE 8455 | 132 ( 1.56 %)

PE I N B GE 396 4 ( 1.01 %)

J2 e B R R G 1,501 25 ( 167 %)

SR - AR E 729 6 ( 0.82%)

B R GE 115 2 (1714 %)

H S B IR YE 2,454 46 ( 1.87 %)

R B e e i 132 0 ( 0 % )

5 REGE 1,282 14 ( 1.09 %)

WA - O SR R E 745 11 ( 1.48 %)

F D, 797 19 ( 2.38 %)

S YLE O EEE R 15,500 | 238 ( 1.54 %)
FHAESE 13390 | 226 ( 1.69 % )

HE 939 18 ( 1.92 %)

B - REE#E 43 0 ( 0 %)

A B 29,715 | 478 (  1.61 %)
AL 155 4 ( 258 %)

B - KR 2 0 ( 0 %)

HET L X — L 29,192 | 440 (  1.51 %)
HY 680 42 (. 6.18 % )

R R - AOHE iRt L 29,217 | 461 ( 158 %)
Ho 655 21 (321 %)

R R L 29,480 | 461 (  1.56 %)

Ho 392 21 (536 %)

DR L 28,492 | 445 (156 %)

HY 1,380 37 (268 %)

Jibd o 8 P L 28,764 | 447 ( 155 %)

Ho 1,108 35 (316 %)

PRI L 27,889 | 439 (157 %)

HY 1,983 43 (217 %)

FRAF M I R 2L 29,748 | 479 (161 %)

Ho 124 3 ( 242 %)

FHZE 7u A USRI L 25,775 | 421 ( 1.63 %)
7 = =/)VEERE R NSAIDs HY 4,097 61 ( 1.49 %)

o7z L 29,584 | 475 ( 1.61 %)

Ho 296 7 (236 %)

BB — 500mg i H 28,251 | 455 ( 1.61 %)
250mg J# H 1,097 15 ( 1.37%)

500mgx1, 2 H HLAFE 250mgx1 182 5 (275 % )

500mgx1, 3 H H LI 250mgx1 30 2 ( 6.67%)

Z DA 312 5 ( 1.60 %)




VI Zzs4efh (B EoiEEss) (CBId 5HA

9. BERERKRICRITTHE
BRE I TV

10.B8EHE

BE STV
<BE.Zai—F/0 F0OPHEER>
(FEAEK]
L, R, B, Moo, R DB, DARK, S50, O, R, SEEEEK, LUK, HEK. B
L BEARSMIEIR . R, T, BUEE . 20T, R, HAE. /MINETH, BHENE LS (R, EH, O
S MALIAZEORER) . RE@HET v F— A Mk EH. AST - ALT - AL-P @ EF. BifEkEd, GFEREkEE %,
M/ iR, MR, el - BIREE . ANk, SmEE, AR i
(RE:E)
DH B W
2) W #F Al IEMER (40~60g —7K 200mL)
3) T K Wi~ 73w A (30g —7K 200mL)

X, 7o~ 7 %7 (50g —7K 200mL)
4) i o IFRER Mz %)
OfRBMET > R— R JREEKFE T N U U AV
OIRDT VT YAreeeeeeenees REEAKTFET B Y T AT

<ENLOPEt 2N 5>

5) m il Fl R TwuvI FEZMNZD
6) X JiE ML g DT B R ADOHIEA Y KT
7 EIEOLE  MIRERZAT

(ZEBE LR K, & HERE  ERLAMETRET A R 2000:p.214, RV 7 v AT 1 F)V)

1M.ERALEDEFE

14 EHALEDEFE

14.1 ZRIZFEFDEE
(&)
PTP W2 DFANL PTP > — R bWV L TIRMT 2 X 58T 52 L, PTP & — FOBRIKIC LD |
BEOSLA IR S B EREEA~FIA L, IR E B 2 L CHERIRR EOEELRAINEZ IR T2 L 03H
el

12.ZDMDFE
(MEGEREAIZE D < 1H#R
BE S LTV e
(2)FEBGFREAERICE D < 1EHR
BE STV e



IX. JERRAREAER(CRE4 5T H

IX. JEERPREERICRI I S 1HA

1. EEHER
(1)ZENIEIRHER
[VI.ZE#hEFEIB(CRR T HIER | &R

Q&x e MREHAR
YUAL Ty b BEAEY b YR RT3 A XEHOTRRERRER, FPRIEERS R, BRI
frRy RS T O FAF T RBIT OV TGS L 7o/ R, BRR BARICRIE & 722 2 F 2 EMI3EED bz
Do 7z 118

(3)Z Dith > F 2B A Bx
M EE e L
HMHERR
(NEEEESHRER
LDso fili 119 (mg/kg)
e ~UA 7 v b A X 2
el aeR v M i i3 i il i3 i3
%0 1,881 1,803 1,478 1,507 — >250
i RPS ™ * 261 315 413 385 >195* —

kWSO R, kk  EAHLE L TOHE

rEEESHRR

1) 4 BEEES (Tv b, HIL)
7 v b ROV 4 B A &G L, —BeREE, Mk, IR, liss7e &2 f~72, 7 » T 50, 200, 800mg/kg
Beh- L7254, 50 KR 200mg/kg TR GBS 2 B FRIE TR b 20 o 7223, 800mg/kg

i;@tlﬂﬁk@{)j/y&[ﬁ’ﬁﬁ: L7B# M/E © EH (M) | RFORREE 20/ NEIDB AT R ZE b, e 72 1T
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