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1. IR5E4
M 4%
7 7y NP5 250mg
7 7 ¥y N 500mg
7 7€y NHIRL 10%
% &
CRAVIT® TABLETS 250mg
CRAVIT® TABLETS 500mg
CRAVIT® FINE GRANULES 10%
()BFHDHE
[CRAVE (B\®3 5, I3 5) IT) 75 CRAVIT & L, FbERENLEATHDZ LE2KBL LT,

2. —fk4
(¥ & (f&%)
LARZaxY ki (JAN)
(2% 4 (f&&%)
Levofloxacin Hydrate (JAN)
levofloxacin (INN)
(3)AT L
F VP AWERPIA R ¢ —oxacin

3. BEAX(TRER
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4312 ¢ C1sH20FN3O4 « 1/5H20
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CAEZRE (E8iE) RIEKE
(35)-9-Fluoro-3-methyl-10-(4-methylpiperazin-1-yl)-7-oxo-2, 3-dihydro-7H -
pyridol1, 2, 3-dell1, 4]benzoxazine-6-carboxylic acid hemihydrate
(IUPAC A IEIC £ %)
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(2)/BfF M4
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FEEZ (100) 103 < KT A X 7 —MZRREEITIZ K, =& 7 —/b (99.5) ITEEITFIZ Wy,
0.1mol/L SRR IZIE 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) & pH OKBRIZHT HR0@E Y
VAR 7 v Yo K pH2 LUF TIRRISIEME 23 A L, pH2~5 TR 7 T~ — Oy
EHRE R T, £72 pHE~T (T CIRMEIL K B L2% A2 L, pH7T~8 TiixiF
24mg/mL DIEMRETH 5, & 512 pHS LU L TITAICIEMREN L5475,

(mg/mL)

400

350

300

250

200

150

100

50

PLiEo

0 1 2 3 4 5 6 7 8 9
pH (RIERE25C)
(3)iEtE vV
FESHEE 11~93% 2B W THBMEITR & 220 o 72,
@R (DRR) . R, BER
il 0 226°C (5fiR)
(5)ERIE E AR REE 2
pKa1 : 6.11 (IARF I VHE TR
pKaz : 8.18 (BT D 4 iDEFH, THEE)
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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
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2) LhERED

(a) % =-
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K v W PR g | WA RN
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Sy i) A Ak
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+ ﬁgj‘é (75 %) 3H Zk?gﬁ; T BAFLE (0.3%)
o CT AR (0.83%)
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IREHNBE R L7223, S fEI3AS b ivigino 7z,

@AY ) —NdHDHWNEZ maR/LAIERL (0.5%EHK) . 80~90°C T 8 REfMAGE LA, &
RIS D o Tz,

pir

Britton-Robinson %% (pH7.0) (Z¥fiE L 72586 (0.1%. 0.01%) 2, #06kT (25001x, 25°C30 Hf#)

RS LI R, B0 (DR Ik, BATF R, D7 I UK, NASRH A RIE) BNAER L,

FT ORI O LR T v Y O R L, VAR T B Y KR 0.1%EHE TR 160

T lx - h BB CLAR 7 a4 o L KR 75%I12 L, 0.01%¥ K TIEH 1% Lz,

o o o
F COOH F COOH
I |
rN N (\N N
) o

Hic™ YCHs HaG™ \CI-(I: 5o O\)' CHs Hh O\)‘cm
o R Y S5 R Y1 S fEY)-2
5% ke B AR DRIV LK B A F LK
(@] O
| I
N N (\N
HGC/E\H o CHs Hc™ N\) O\)VCHa
HHEEY-3 S fEY-4
T UK N-7F X494 Rk

3. ﬁ)‘)]ﬁk_ \O)EEDL\D-t%ﬁlf IEE/%
bRk iR VAR 7aexd ook 12k

=

E

=

==X

AR TvR7axds oKk 12k



Iv. WANCEE4 5 H

V. 2H|(ZBHd 51EH

1. #
(EIR DK

IS Ew RE250mMg : 7 4V b a—T 4 VT EE
95 Ew FES00Mg : 7 4V A —T (VT EE

2 Ey MK 10% : 2 —T 1 > kL

QHFI DI ER K O IR

iz
fR5E4 T 0, Jox X B & X
(mm) (mm) (mg)
oy | T @ny) ==
&% 950m a—T 4 VI T
: & (WM - EIRA) BT (B | & 537
6.6 (JER)| T "
_ 7 4V A i 1 (25(|]ew+) (500 mg)@@
77wy bk s TN
B 500mg | 2 ATTEE g
(FEHE - EHEA) 16.2 (%) % 5.6 % 674
79 GE) | T "
a2 R S =1 ) B
k0% | 7 TR

Q@RI —F
YL

(4)EF DY
25 Ew ML 10%
RLRE Sy Afi
18 St 4xf
18 St 30 S 10% LT
(5)% Dt
AR




IV. BFIZRE4 5 IEH

2. WHEIDERK
(MEES CEMRES) ODEERVHMA]
WR7E4 By wIngl
182 fEmkElae—2, HLAu—A b Raexora’kila—
778y b LRT7Zasdr ok (HR) A, TNMBATT IS R TA BT aia—X LT
$E 250mg |256.2mg 2o By w7 ud—) 6000, #EA=fRkek. L)
(LRZ7uaxH b LT250me) | v iy
1 BEH R LoD —2 HLAn—RA b Rafdi ot ibio—
I8y M URT7aXv kT (HR) A, TINVBATTINVF MY TUA v An—R BT
#£ 500mg |512.5mg Ao B wZuoa— 6000, EA= ek, =8
(LR7uexH 8 LTH00mg) [{bik, HaFomry
AR 1g H AT, Zvr . buERa T T BT, 8B
Iy M ULRTZaRH kT (AR) BT AW, ¥ a R AT, T AL — A (L
HKL 10% |102.5mg Tz VT T =AY | BB O 2 By
(LARZ7aFxH L LT 100mg)
R)ERMEFDRE

YL

3. /?Eﬁ,ﬁﬁ#/f‘ﬁa)"f‘ﬂﬂi& %
Y LN

4. 71 i
AL LR

5. BAY SAREMED & 5 MY
RAIFIZ, 0.1% L HRAT 2 6O & 2 FiwE 1Dt R RS B S Tun g
£l VAR T ud U KO RIS X AR E LTI, UFokEwismitishTng ( [.2.(2)
BHIDRICKHERY 2

O o o

F R:I;:I?%]/COOH R:[;:[%iT/COOH
[ | | |
N N N N N N
HsC/Q O\)VCHa Hac/(\;-(i;(l)-lo © CHs HG © CHs
B R S fRY-1 S fRY-2
Fit e Bk AR DRIV IVEK fit A F LK
o o
COOH F. COOH
|
ALY
'(\ O\)VCH HaC™ \) O Ao
7'1: 2 EY-3 J'l: DEY-4
T IURK N-ZF x4 1 FK



Iv. WANCEE4 5 H

6. HWEIDBEFHTICHITHLREMH
25 Ew bEE 250mg. 500mg
WIEERBRIZ BT, IR DO

(2 KV R DM & AR OAR T 23R B ALTZ s, U ORERE B T2k

TR NN T,
Bl RIS PRAFIERE PRATIAH] R HEEH
/ix >
PTP a1, ;ﬁ«;};éﬁ%ﬁ
R | 25°C/60%RH | 77 A F v 7 |36 » A 2zl L B
AR Vi
ik
PTP &%, ffﬁrﬁ‘%t%’ﬁ
HE R 40C/T5%RH | 75 A F v 7 |6 % A b7 L R
INZaE T i
A W R
. ; [N
1EE 50°C PTP w4k 37 A b7 L R
— B
—He e L I 5 E=NEC)
I 30°C/92%RH | v —LBIf |24 A R RN Gk
F AR T B
¥ D655~ | vr—LBf | 120 % Ixh Bl L f;ﬁ:ﬁ%
7S Ew AR 10%
OB PRAESAM: PRAFIERE PRATHA IS HEEHE
PR (418D
MEEERER (EigkmE)
4y, A —
EWRFRE | 25C/60%RH | 75 A F v 7 |36 # H il L VA
L WL
G
HEJEE R
TR W B R

7. ARERVBBREDREL

AR

8. fhFlE DEEAEIL (WMEILFHEIL)

778y MK 10% (5g) LELANTHIND 25 HA (1 EEDKRK) IOV TEEGE(LRERZ M L7,

IR, A THERREMLFOLDTH D,

(1)RBRFF &
1) HERIER

SMBL (iR, RENE) | R, ROEE,

2) REXMH

30°C/92%RH, 7,14, 30 H
25°CI75%RH, 7, 14,30 H

D65 7 7" (25°C/3500 1x) . 10 /7 Ix'h




V. $AC

3) EAEILHAERICERA L -ZH
TARI U 10%, 7 ANRY U 10%.,
Z—, b7 %I H 0%,
A7 = 3v R, EVAR AR, 7
B~ — RV =S JERL, &3 XA KL

oY = R, XS AR 0.1%., A3 Y voN2 DS3%., PL RERL,

v 7 AFBHIL,

(2)BRAER

30°C/92%RH TiX, HARFERHFCTAZ—8, ZFhFTAZ—E, KLy 7 2RO 3 RHCHidh k]
DR B oRFIT, A, B, X

BAeBO BT, 72121

hea Ak 1%,

HAREPHTOT AL —E, By 7 2R 10%, X HFT A
AARER T N7 LT F
=/ NVEZ =L 10%, TV K=Y e U H 1%, R Z—n
AV 10%, A T F R 0.01%, L7 b —E kK 10%.
v — Uk 50%., KOS L

J A ZIVHRL 40% .

72. D65 77 TiE, 7=/ NV E X —LE10% CERFICEILNRO b, BEMoRE T REEEICEHOZE
(LR LT, BB, FOMOIERN N F DM ORTESE T, B3, REitE, WEE. KOS &I
WIS EERED BT,
LA ED S =ZH|
Bl A S A PRAFSAME RERIE R & B LONE
AARMR T OT A% —F 30°C/92%RH PRENE : BRGARE L LEE L TR LR bz (14,30 H) @
BHFT AL —F 30°C/92%RH PRENE : BRGARE L LES L TR LR btz (14,30 H) @
ARy 7 AEKE 30°C/92%RH TREIME : BRAAKE L it L T bR bz (30 H)P
e . D65 5 . . e
T )V E R — L 10% (25°C/3500 1) A - BIAAIE & HeE L T EAERD B/ (10 7 1Ix'h) @
a) HMoORAIC, @, WEME, KOS RICELNBO il
b) EAORIAIT, WEME, & OWIBHEEICELGRO b,

o) HARDBHF T, AFRICEI R BT,
9. UM
25 Ew kg 250mg. 500mg
AR TvilRozmexho 86 I2X5
(FRBRI s RS 2 ] 900mL 2 JH v,
132 80%LL E, )
27 Ew AR 10%
AfE TUAR 7 a4 ik
(

(N
AR 2K 900mL Z vy, 7N F/WEIZ LY |

10.8% - 2%

NERIEIZEDY

557 50 R CHRBRAZITH £ &, 30 %

557 75 [EHE TR 217 9 L &, 90 4

()ERPRELGERS - K. NENRRERS - BXICHET 51ER

LR

B4 5 H

TR EICE RO bz, F

YR DOVE IR

PO HFIT T0%LL E )



V. ®HICBI9 5HH

Qe
(7 5 Ev kg 250mg)
(FFAF v 7R KL :8F) 100 8
(PTP) 100 & (10 #£%10) 500 & (10 £&<50)

(¥ 5 Ev kg 500mg)

(FTZAF v 7R :87) 100 §E

(PTP) 50 && (5 £&x10) 100 #2 (5 &< 20) 500 #& (5 $E X 100)
(77 Ew % 10%)

(FZAF v 7R kv)  100g

(43E)  2.5gX100 )

[7 Ty MBL 10%13 I L B2 E AL EZLIET A0 0mTE AT 4V, R MVEETT T AF
IRV GE) L L7z (B, A MVEEZEFBE# OMERGEE B, EREETRE L) L ]

QB)FREE
M L
4)BRDODHE
U5 Ew bME PTP : R FubL o7 b, TII=ULE

250mg. 500mg T I AF v IR bV RV TrELY (PP) ¥¥ v 7, BEERY T L (HDPE)
TTAF v 7R bV

95y MAKET e AV xTFLrTL7HL—bh (PET) . RV TF LT Ix— M7 4 b A (FE)

10% TIAF IRV R 7rE Ly (PP) Xy v 7 BRIRA LT 43R ~—(COC)
TIAF v 7R v (FEfa)

MARRE SN S EME
GAS RO

12. 2 Dfth
PPN



V. BEICEI3 5IHE

V. aRICEY 4HE

1. BhEER TR
GEGETE)
AENRRMEDT FOKER. LUoYHRER. MAXKE. BRER. KE. £33 (TF3unA4A3) - H4%
S—YR, REHE. #&E. XKBEE. FAFH. YLERSE. FIRAE. NASFIRH. Y AN E2—F.,
YLIVISR. ToTANIEA—R. €5F7R. FATIORE. ELART - ELA=—, TRETVD
TRE. RXME., ALIE. 1 VILI VTR, ERA. FoR b\ 2—F. LOFRIE. TILEIE.
HRHFE. hoEANIEZ—RB. RTrR LT FavAHRE. 77FE. QBVZYF7 (39257
WE2T4) bZ23—<TH9F3D7 (UF2V7 - bJAXT4R) . MRUVIIOT7 (VFIVF7 - Za—
E=I) | Y423 T5RXY (R43T53XY - =Z2a—FE=1I)
(GBS E )
REMREELE., FEMRBEREAE. Y/NE - ) oREx, BEHBRRE. &8 ERBREREZFHESIDIOD) |
MG - BERUOFMBIFO ZRZRE, IR, IFERRS. RE - EX. Rkx (RREERX. RUERR
BEAT) . BUKEX K. Mk, BEPRFRED RS, Ehtx. BEREX., GILR% (RMHE. BH%E) .
FAREEAX RIZAR) [ RKERXR. TEEEXR. BEX, EERX, BREMEBEX. BFI7RA.NASFIX, L3,
NILEY VERE, FERNRE, FEMRSREX, RELX, 2HE. BRIRX, NEX. dEX. BISEX, LiRE
ERAR A, WEMKL. EREEARX, B, RE. JILEIE. XX b, BRKE. MERERVZOMOEKIE.
Q#

2. EERIEIHRICEET HFE

5. MRERIMRICEES HFE
(HEE - MREEX. Rkt (RHtEEZ. RUBRRSEZ2T) . SUHREXR. BEUBX. BISEXR)
T#ﬁé%%LE@m®$%%ﬂ%§%b\Hﬁ%&%@%%@%#ﬁbkif\Kﬂ®&§ﬁ@@&%
rans5aickbE952 L,

VHEE - WRTEZG. Mk, ARSI, ORI SRR O\ DAIRE U R & AT B HMER
IR Tl D (VA 30 47 3 1 27 F AR5 0327 5 1 5) .

3. AERUA=E
(MAZERUVHAEDMER

BHE, ALV AR 7L LT 1EI500mg 7 1 B 1EERAOBEG 325, 7ok, A - ERIZE U T
H&ET D,

i % B OV DM OFERZIEIZ DWW T, JRANE U TilofiisZE L O+ 5 2 &,

JBF 7 A, NG FTRTONTIE, LARZ7axH L LT 1H500mg 2 1 H 1[E 14 HEEAHREST 5,

QRZERUVRAEDRERE - BRI
iT4E, Pharmacokinetics-Pharmacodynamics (PK-PD) (ZB3 295D LV | PLEIEOIEFEIRE KR O
P EICxH DMt ki, £ OEYBRE L BEHACHE L T\ D Z R SN TE 7, RERFNREREE
Hard %/ m RZEEiE, 1 HOREEHEZERE T80, 1 BEORGEAHEET D550, A0ER
BrrcEssLEBA6N TS, /v R ilEEORBRHRICITMm T 24 K] AUC & MIC Otk



V.

IBFRICB S HIHHE

(AUCo24n/MIC) 7348BI L 36,

WHE STV D 7710,

AL oI X

P E L MIC O (Cunax/MIC) 2FEHEET 2 Z &
il 213, FiREREICT 5%/ v U RPTEEOEEFIL, AUCo-20n/MIC 23 30 LA

EVETHD EHREINTEY D, F2, in vitro DIFSE T, LR 7 1 4 2 x4 B Ml EKE Ot bix

Cmax/MIC 78 5 LL ETIX

IO LN hoT b REINTND 7,
INHOEMEREEZ, LAR7 XY OENTO 100mg A0 HER O E

#Y TH 5 100mg 1 H 3 [[]

KO 200mg 1 B 3[E &, AN TOERAE/ROHETH S 500mg 1 H 1 [BIZHOWT, RHEEMEEYENRE ST 2

— X AWt Thrn v alb—ya K DHEROHERD PK RT A =X O T Z21To72, 15

b

7 PKT—% & MiREKE D MIC 5345 D7 — % * % T PK-PD /NT A —XZH M L7-, TOREFR, 100mg

1 H 3=,
1%, 95.1%.

200mg 1 H 3 [EI &N 500mg 1 A 1 [EOHAEROHE T, AUCo24n/MIC 73 30 UL E%5#i7- 351G

98.9% M TF 985% TH V., REMWEWIRWEHESNT (TRER) . —FH., ThEhLoH

EROHET, Chax DFRAEIX, 2.11pg/mL, 4.22pg/mL, & 6.09ug/mL T&H Y. Cmax/MIC 28 5 UL L%

W79 E AL, 31.4%.,
200mg 1 H 3[ElC
iz,

* o AENERE TRt (B B

EUFALASAL—

— 4k

N

BRAZAL) 56 7 MU AR

VAVICEBRERUVAER®D PK-PD /X5 4 —4 i F(E

82.9% K 93.5% T -7=, fi~>T, 500mg 1 H 1 =L, 100mg 1 H 3 [E&H 5L
AT DR B TE oMM b2 EZ LIS WHERUOHETHD Z ERHERES

PEEERHER OMFT 2005 4 11 H 19 A

Chax (ug/mL) Cmax/MIC Co IMIC=5 AUCo-2s(ug-h/mL) | AUCo-24/MIC | AUCo-24n/MIC =
FEL O E H L fiE H L fiE g;JA(O/:) L fiE i 30

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

100 mg 2.11 3.93 41.04 76.23

1831 (1.23~3.89) | (1.60~10.94) 31.4 (23.17~79.40) (30.10~222.43) 95.1

200 mg 4.22 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 1M | (3.34~10.15) | (4.58~29.43) 93.5 (38.62~132.34) | (50.17~370.72) 98.5

fiti koo MIC X, gk §

55— BESERaA 5 7 PR RS AR HER OfRET 2005 4211 A 19 B ZHWiz,

Ml EREE 2 Br < HREICxE LT H.500mg 1 H 1[R#51%,100mg 1 H 3[FE#5-1 0 $ AUCo-240/MIC, Crmax/MIC

W<, £7Z, 200mg 1 H 3 HHE L HE LT, Cna/MIC Z @ < D 2 L 23 AJHE

Mo, RO O LI A TE D L E X bR,

R AZIE DRI

BOTIEATHERE ORBE L F S 570,

SO ITRIE DS &

‘/C\‘&) @ N PK-PD @Eﬁuﬁ

WVIESNTNDZ LD,

FER ORI TRl R OV O OFERIEIC DWW T, JRAlE L TIOFIRESE L OF T2 2 &, | &%

T L7,

) 100mg A * OEZFHELOCH &

W, BRI

OYERIZ & 0 E R 5 23,

H3E&O®&E5T 5,

SIIBWRAAGy & B DIERNZ

LU R TMRICONWTIE, LARTZ eSS rkfE LT 110 200mg % 1 A 3 [EREAO&KET 5,

W= x
RIE., 7 /L& JhE,
B545,

% : 100mg WAITH D27 7 MHRL

7 7By MEEIT 2010 4 3 AiZiRE 2 Pk L7z,

IZXF LT, m‘7miﬂf UK E LT 1R 100mg % 1 H 2~3 B A& G53 25, 7ok, EYYEORE L
v 7axt o kfimeE LT 1 Bl 200mg % 1

NREGFTRZDONTIE, LARZ7aXH ke LT1[E 100mg 2 1 H 4B, 14 B OEEGT 5,
NRA N, BRF, QEUCOWTIE, VAT ke LT 1A 200mg & 1 H 2~3 [E#E D




V. BEICEI3 5IHE

4. RZERUVAEICEEST 2EE
7. BERUHAEICEET HEE
(Ehee &)
7.1 WEE OB Z T 5720, HEMREIRE S OaERR 530, 4T 1 AEEZ 1ETEET5 2
&, [18.3 ]
7.2 BEEREIK TAE CIEE VI TEENE T 20T, WOMELOHELHZE LT, HEICHLT
BHEEZHL, #EMBEZH T TERGTHZENEE LY, [9.2, 9.8.2, 16.6.1 & /]

X IS ——
ﬁ%ﬁb(yclljc;ilg (/myL/)mji?n? - RBR AR
20=CLcr<50 #H 500mg % 1[5, 2 H HLAKE 250mg % 1 HIZ 1 A& 5325,
CLcr<20 #H 500mg % 1[5, 3 H HLARE 2560mg % 2 HIZ 1 BHET 5,
(BmFIAR. INTFITR)
73 LARZuxH oL LT (EFAL D AN B2 2 5E 3R AI ORI & 5 0) 14 0 &
G452 &,
(BRIED

7.4 BALDOFAE K OHEROMEN (T, BINERELT (EMA) 2560 AMOHKRGEZH#HEREL T 5,

iRz

7.1 In vitro Tt M HPREHER 2 B IC BBl L 727 LIcBW T, 500mg 1 H 1B 51% 100mg 1 H 3 [A]
Bl & el U T, iR ER B M ORG B O TP B B & il L 72 Z & 2 HakE L7z ( [VIL.2.(2) 8) in vitro E
FIBEES I 2 L—2aVvETIVIZEITAREER) 2R) |

7.2 [VI10.(M)BHERERFICESTHEEKRS) . [VI10.Q)BHAEREEEICST28EAZRUVARICEK
53IalL—Y3v) B,

7.3 FIEHEBEHOT A FZ 42 (2005 4F) IZBWTC, BT 7 A NITF 7RI L7 A X ) m o REOE
HHIE LT 14 HEDBHERIN TWDL ZEMDORE LT, BB BT 7 A, RTF 7 AOIEFEFiEL LT,
FERDSGEER 2R LS AL, LR 7 e X U IERFIN D LR 7 a3 o R OFI~D8) 0 B 2 348
EINDD, EOHE bREAFOKRGME 250 T 14 AR HERE I D,

7.4 2002 4 7 AT S7- EMEA/CPMP 77 A & 0 AH 2B\ T BRIEICH T 5 LR 7 1 4 o o O#EER 5.
A 60 H & SN TWVWBZ EBLERE LT,

% : 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)



V.

IBFRICB S HIHHE

5. ERERAAE
(MERERT—2 1Ny r—o
KOO : pHilEE O : ZE5EFR

— AT D L UTFHEOXR LT, 2RbT,

phase PO e | Raet | EyEne | ME
%5 148 A AR AR 5B M - © © |HWEERL, EEG
% 148 H A B o i 5 - © © |xERE
1M EHEPN =32 5PN T - © © |HEERE, RERS5"
1M EPNE 35PN Tis - - © |HEES
SEIIAA B REAR T - © © | HmER5#
SBILAR (ZEW =71 | BERER N T 1 B o o 500mg §E & 250mg & DA WA
EENETENT) EXLHOL )
SSILAR (ZEW =71 | BERER N T 1 B o o 500mg HE & 10%RI D AR
EENETENT) EXLHOL )
SEIIHA AATHh g, 12HERER 2R AR IR 20 2R B OS2 SR D B
BEO KRB D D D TR ERE © © ©
IR WS NI BE
SEIIAA A A CHMEME IR B Y E & 72 1 _ AR R 20 2R B ONH A =7 F 2 SR D B
_ © ©
SN BHE
S IIAH HE T2 & 2 WIS BE DR 2 SR B O B - O 2D SR D et
BXROBVEE L BR S L- © © ©
B
AL P O MR B TR R I AR 290 SR B O A A 20 SR D W
SE, PER RBR. REMERE © © ©
JERYLIE & 5\ A M TR I Sk
iE L B S T BE
BRPRSEBEARER | fEFERRN CKIED) _ o o BEOEBRRAIFLT 77— &
DA EAEH DR
BRIRSEBEARER | fEFERRAN T (BRIN) B O o PAFTURRTERRY R E D
HAER OB
BRPRSEBEARER | fEEERRN (AAR, TEH) - O — QT/QTec (2 KIET B R
BRIRSEBEARER | fEFERR AT (BRIN) - O O T 2T 7 = OMENERRE
BRPRSEBHARER | fERERRANBE CKRED) - O @) TN 7 Uk OMALERBR
BRIRSEBEARER | fEFERRA T (BRIN) - O O 7V Ry s F R EOMEVERRG
BRIRSEBEAER | fERERN CRIEL 77 E) - O - QTc FIRRIZ B9 2 A R SOGPERBR
BRPRSEBEARER | fEEERRN CKIEL, 77 kL) B o B QT/QTc | KT 3 58 ¢ Lhlalit
(MFLX,CPFX,Placebo)
BRPRSEBEARER | fEEERR B (B, 115 _ o o PAFTURRTERRY R E D
HAER OB

(E) #: HARANTPPK ittt 217> 72,

% : PEANT PPK T 21T > 7=,

PPK gt 5% (VI3 B&EM ((REaL—3Y) @i M,




V. BEICEI3 5IHE

(2)ER PR ZE R EABR
HE, REHRS5 12
HEE G T, LR 7ax4 > (LVFX) & LT 250, 500, 750, 1000mg % HAS AFEEER A BPE, FE~
36 Bl ZEME RS P B LT,
SHENREILL AR 7 2 Y2 2D Cmax DNHEBINZ LB LT EH L7z Dizxt LT AUCo-72ne 1 EELHIMED
TREND LY bEEEZTRTZ ENMER SN, LR 7 042 0 OREED BRER T PR 25 80% T
HLZEMOANAFTT ATV T A IRBGFTHD EEZ BT,
RAE#RETIX, VARZrX L LT 500mg A RS M 9 ] (20~27 5%) 121 H 1[E, 7 HE&R%
BAE Lic, TO/RE, 52 BENG 7THHORSEROMEF LR 7 232 U RE (Con) X EfHE
THB L, BO1REREITERRD b RNoT,
FLAROBEM TS BRER, BRRAE (KRFR, migAE e, RETR) KOVERTREICE
WTAHNER 24 R REFTRITERD bheho T,
PRI 8 Z E TR it L, AFRMERE. BEMEE S D THIBIEEED bivehroiz, El0Thok
B IC b C. difficile 13 S, KEOFEAT L2BR bR INRho7 (([VIL2,(2)7)E MaRHMEREIC
RIFTEHE) ZH)
BAEFLIHEERLG CIIEEO bNT, KEKRSG T 3 I 4 RO bz, WL HRE I EETHY , &
Gk UTgRE TV e o 7o, 1RBREEE ORRBIRIZEEZR L, HDWTITE A CRER L &HE I,
FILEMEOFHMEEE & LT, &/ v RPIFEEORNEN & L TALNEmY7: Torsade de Pointes U A
777 72— LTHLNTND QT/QTe MFIEEMEMIC O W T HFT Lz, fid e LT, QTc MRS
B2 450msec % 2 7= 9 BRFE 1T ], KRG L HIZRO N>z, QTe HRDORX—AT7 4 UMb D%
L&) 30msec ZHAZ T-MBRA IZHEIHR G TIIF 7 ¥R 2 4. REHEETEIT IR 14 THY LR
mH L VTR bR (VL8 (NEXLEMER EMHER] . (VIL6.(1)AHHE - BEEZ0H
8% 1) .
<£E>
QT/QTc MfRIZRIZT EE
AEGHTIZZRND, WSUTEERILIS, (0 70, EHAD) CARERIZOW RS ZIT > 7O T RISHERZ LT,
- QT/QTc HfRICEY 2 X2 MR UVAERGEROBKRE CRE. A7) 13
KENERRA S & 48 il xRz LR 7 axt v (7244 500, 1000, 1500mg & HWNE7 7 &
REHEERE LT QT/QTe MIRIC T L ket Lic (ZEEMR. BIERL, 77 BRI, 474
W7 v 24— "=k IREEWIRIT 98 FEfH)
ZOFEE. 1000, 1500mg THEH% 1.5, 2 B0 QTe Bl (Bazett 1) T7'F &K & Hills L C#iat22i
\CHBEARBINAR® Hiznd, 500mg TILR® bl o7z, 1000mg 5 TIEAMESF BT L CThtdt
PO EFENERD HTZ, 1500mg #5-ThH bz QTe FFE O IER 13 OB N & SO L Tu % AT gErEAs
B, LART7aX T U RNLEFSBICKIETREIIAATH D,

- MFLX. CPFX & DLLEEER CKE. hT&L)

fREER AN B 2 (B 7F 12 4], 31 48 f5) Z xRV AR 7 m ¥ o 7 L#A] 1000mg (L #) . MFLX800mg
(M #£) . CPFX1500mg (C#E) . 77 ta& (PR) ZHEREHEEL LT QT/QTe MIRIZ KT R % hikin
AL (CEHER, BIEAL, 7T 2RM, 48 4827 0 24— "=k (REHIZ7 B
BIME LR L REIRICEEED 52 A EFRIT P, LETHE21, 2438060, WPFhofESd
BEEE T do o 7278 P REDTFENMED T R O FIRED RN MR MLE D 2 LIS ITRERIE & ORIRBERITEE S
NWigmrote, i, AL, BERAFFRZITFR DO ONR-T, (H:NEED



. IRKRICBIT DIHH

- MEBIRNIRERIZE TS QT/QTc MEICRIFTH£E (AR, F5) @
ARy AR N B e 48 Bl & R IC LR 7 1920 500mg ATEFARN % 50D QT/QTe MIEIZ M IE 4 2
ERF L (HER, BIEAb, 77 BR%, 28 2 817 v 24— 3 —ik RIEMIRIL 7 AR .
TEFE7 B AR 48 BIOYEBRE % . Fln, MBI/ Ko BE L, HIH, FHIHcLR7exHo
ST AER 2R L2, T OfER. LR 7 axY v 0o QT MRICxd 21EMIZE b 59 < Torsades
de Pointes # #5372 AlREMEITIEF IRV B 2 BT,

o AROERSNEZAELOCHER ., ARV AR 7YoL LT 1E500mg 2 1 H 1EREAOKES 5,
e, HE - ERIOE U THEERET 5, ML O OMOEIEIC WX, JRAIE L ThobifssE & 0P 3
2L, BT TARTFTRZONTIL, LR TZ7aF YL LT 1A 500mg 2 1 H 110 14 HEEDEET 5, |
ThD,

()RRRGEFHBR
LR L

(4)1REERYEAER
1) BINEREAR
OENFEMAFER (FFRIFERE) 19
AA APER SR GE (T flige 1B PERFIREINZE 0 YRR, XUTBMERUE 3Ck) A 1562 il 26512,
LARZuFdH i 500mg 1 H 1AL 7 HE#EEG L, A2ME, ﬁiﬁ%*ﬁﬁbf: GEE RIS REER) |
ZORER. 7 FUKEE, MRKE, €7 2787 (TT70nAT) ~WET—=V A 7 VT TITT)E,
A TN WHE FRIRE SIS K D IPREGESYE ST O AT T DO LB Th o7z,

PB4 A SIE A AT 31 G (%)
BMERE SCR 14/14 100
Jifize 94/101% 93.1
P PRI S 2 D YRRk 28/28 100
7t 136/143 95.1
a) 77 ITVTHIRITRT 2HFEIL100% (V1 H]) | v~ 27T X< hiRIxT 54 5051% 100% (15/15 1)
Thol,

EIER R BAEE T 39.5% (60/152 #l) TH-o7=, EemIEAITELD 7.9% (12/152 1) | 4FBREREK
BN 7.2% (11/152 fl) . WEM-. THI. BERAE 5.83% (8/152 i) Tho7-, Fdhie ST A —%
(Cmax. Caan, AUCo-24n) DOENNCHE S FEFL ORI, BITEHRIE OB IMERNITRD Sz

277,

QBN FEMABGRER (FEIRERRESAE) 10
HEN FRGERGE (TR tig, 1BPERE RO SMEEE) BF 775 il Ric, LAR7r ¥
500mg 1 H 1 [B], T AfiZe Tk 7~14 A, BHERE XK OZMEETIX 7~10 ARG L, G20,
Zfé'ré%f*ﬁﬁw: (=T TVLERER) . (B, HREELRHIOFARE B & OHIE S ML THUREHE
RAFFEHRE A (P EMAELR, 1993 4E3640) | ICHEILL 7=, )
%OD#*S'E T RUEKERE, MRRE, €7 27%T7 (T AF) « WX T—VA JLTVTTE,
A TN YE, RIRE S X D MERAEYE IZ AT 2 A RIIU T O B0 ThoTo,



V. BEICEI3 5IHE

B A ZDIE e IE B B (%)
Jili g 348/357% 97.5
P PR S 2 D YRRk 399/411" 97.1
Al 747/768 97.3

a) LU R TMRICHTDHERERIL 100% (3/341) . 77 IV THiRICHT DHEERIL 100% (3/3 #)) . ~
A AT T X RITxT HHEHERIT 100% (48/48 ) TH -7,

b) B S A DAk

MEFRIAIRIT 92.6% (276 §1/298 #i) . AT FMZE, BHEKEXRORMEECENE

1 97.0% (130/134) . 89.0% (146/164) T -7,

BIVE R HIAEE1X 31.4% (277/883 f5]) Tdb o 7=, T2REWERIZIFEMED Vv, AMERED 3% 4.2%
(37/883 ) . RHRJE 3.5% (31/883 ) TH-7=,

QENFE MAEKER (FREQRELSE) 17

A AR NN R B ROE B 167 B (RESICHEMRBZ AT 2B R R, BIRAEE MM B R
15 5, BEHEMEREBER 142 f) ZXZICL AR 7 a4 0 500mg 1 H 1 BIEG-OF M - 224805 Gt
Lz (=T 7~VLiR)  HGHIMIE 7T~14 A& L, 50 Bl Coeatt, Aotz iHn L7-%Ic 14
A E CREAREE Lz, EEFHMEEE & L CTHRMEIZ DWW TR A ALk lR e HMnE R E &2 B
2 TUTI SEARHMIE AL (55 4 EEDR) (B ARLSEHRIES MR 1997:45(4):203-247) | (Z#EL T

O G587,/ Hikks O RSN I T DA IR R OE=R] |

@ 54T 5~9 At OB EEICBIT DHKRSE (B2 RUHMEFRRE (EHEE) |
TIT>7,

ZORER, 7 RUKER, BEKER, WE, KBE, > henyg—R, 717 v=I|, mo7unsy
A—B., BE7FTR. TuTURE, EALTXRT - E®AT=—, TRETUVTRE, BRERE, FTa—<
2IIVT7 (UVTIVT - bTavwT 4 A) FIZXDRBIEBYYEICHT 2 ARITRO LB ThoTs,

BEA A ZIEA e IE B B (%)
JEIE S 120/142 84.5
B 11/15 73.3
Al 131/157 83.4

MR R O (BT IR TR BEIEYE 2R T 78.83% (123 Bil/157 fl) T, HERITIIHE
MEVEREIEZE 79.6% (113/151/142 f5) | #EMEVEE LB K 66.7% (10 #il/15 i) Toh o7z,

BT HIE T DR (%) R OSEFRIE (FHHER) T2 59.6% (81 /136
#) . 60.9% (95 #1/156 ) TH -7,

BIEHFE BT 17.8% (33/185 i) Toh 7=, EBIEMILTH 3.8% (7/185 ) | HIELRE 2.2%
(4/185 ) | REMED E VN, M2 LT F LR AR F—B NN 1.6% (3/185 ) Th -7,

@iy EMEER (PRESREZEAE)

R BR80T 1 (WARIZ R B T 50 R B G 89 1], SMER daBF 2k 84 1], AR
PREGIEGE 107 B, FEHEM: IR BEIEYLIE 27 1)) 2R AR 7 %Y 500mg 1 H 1[EFRE5 T, &
e, RO EIT- T2 (F—70 TR

B G IMIE, A TR BERYWE L 3~5 A, SR EE R, EHMERBEYYEIL 10~14 A
. AR EEEYYEIX 7~14 BEITH 5.,



V.

IBFRICB S HIHHE

FOREE. T RUKER.

Foa—</FIV7 (VFIVT - hTavTF4R)

RIIUTDO LB THo T

153 BR

WE. KBE. > haxXxrz2—&E,
R A= v TF TR, e T URARE, EAVITRT N =—,

/flr

PV ES R/, T
TrEF VTR, .
R DR RYEIZ T DR

e SR

B A ZDIE R IE B B (%)
¢ 76/86 88.4
B EE R 70/78 89.7
Al 146/164 89.0

F7-. BRI RITIEMET 96% (290 £1/302 #1) .

PEHRBICIE., EHEVER BIRYYE 100% (27

B1/27 5]) | Ak B T PR B R IE 94.2% (81 141/86 1) . AR B A TIX 98.8% (81 141/82
B | KAEMRBIEYYE 94.4% (101 f511/107 ) Tod D . HHEMEREEIYEICRH LT, A1 H 1

[6] 500mg % 5- THEMENRD vz 19,

A FHI RN, TRBRAE T RFOMIE FHI A DRI BIAT 94.6% (139 $1/147 #) ThH -7,
PRI C A HENE IR B EYIE 71.4% (10 Bil/14 1) | HEMUME PR BEIEYLIE (e BRI T 0 AR B RRE |
SR EE R, KEMREIEYYE) 97.0% (129 #1/133 #) TH Y, ZONRIL, SbERHE TR
FEIRYIE 100% (48 /48 1) | SPEB LB %K 96.2% (50 /52 ) . KAEMERBRIEKYYE 93.9% (31
B33 ) . EWVTROREE ﬁLT%%%HL@ﬁi?%ﬁ%#%TLKO

RIWEMIFEBISEE 1L 24.9% (90/362 ) Th o7z, FREWEAITFEIMO £ 4.4% (16/362 fi) |
0 4.1% (15/362 f5) | M rPFLERL K REERIEN 3.9% (14/362 f5]) Toh -7z,

<BE>

i) 100mg HEID —EFHRAR
F7mXH T o EBRREEE LT, ik 18]
BB £l L= & 2 A, BRI EHIEIC

1B M T ROERRYYE 19, EMEME IR B GWIE 22OV T ZHE
BOWCAKEGREE A7 0o VR GHROMICHEZEIZ

um &) ')Ohfotﬁ)o 71:_0
(HE) vaAR7exH ookl 100mg & 1001 8
FruxH 100mg 1[5] 2 62
(A 1 H 3EEgEnks 14 B (WfiZe . 181 N KB YE)
5 HIH (FE M PR 8 R YR iE)
P i i x TN S R E BTl 1 PR S SR e i
FEBIEC | A | o) | FEGIE | A | o) | FEGIE| AR | Ash%%)
LR 7 a4y KR 68 58 85.3 72 62 86.1 135 113 83.7
Fr7uax 72 66 91.7 73 60 82.2 126 100 79.4
WUTT ERHIAAEIC L B HE B+ A2

AR OEREINZRELOCHERDT R, A LR 7ex3 06 LT 1 500mg 2 1 H 1 RREAOKRS
T2, 7k, KB ERITE U CEERRET 5, Wi O OMOFREIEIC WL, FRIE LT OFRE
BEIOHTDZ L, BTF 7 A, RTFT7RZHONTUL, LR 7aXxH L LT 1R 500mg % 1 H 1[0 14
AR O#ELGT 2, | ThD,

i) SESTEID AR
500mg X1 [,/ H
(100.0%) TEHEZh., ~A 37T X<k

S CEE SN ENERRBRICBWNT, 79I PT7MikIice L 4 #d 4 4]
st 17 #1917 1 (100.0%) THEZTH -7~



V. BEICEI3 5IHE

2) REMHBR
M R L

(5)E%E - HEFIHBR
AR L

(6)BFRHIME
1) FRABERE (—REARERE. FEEARERE. FRABRBLERAT) | RERFTERT -2 ~N—XH
E. HERTRERABONE
OFFEARERE
AHEI (BE 250mg - 500mg M OHIRL 10%) O FERE FIZ31F 2 RMOEIEH ORI, RITEHOR AR
DM OV - e AR T 52 L2 HAE LT, 2009 4E 10 A ~2010 4 9 AT, 2 4,552
JiEg 7~ 5 32,200 BIOFHAEZENNE S4v, ZaVEMIT 5 29,872 i, AW HEMEHT x5 28,872 HillDu
TUTORENELNT,
a. LM R GHER] 29,872 BIIZ I T 2 RITEAFBLERIT 1.61% TH VD | EZR2RIVEAILX THI (0.24%) |
Hol (0.17%) . 2 (0.13%) . AST L5 (0.09%) . ALT E5- (0.09%) ThH-ol,
b. RANEPEHER L 72> T D 7 = = )VEFERR « 70 B4 U ERRIERSHIK (NSAIDs) 1% 18.7% T
OER STy, PEHIC & 2 iR BRI EH BB RO EAITRO bk o T,
c. BHEREIR FHEE (CLer<50mL/min) 2B WT, BFIHRLIIRINTW A HEROHECHE L
. AEEEN E B 2 5D THRAPRERENERNIEE S Do o3, AER O &% JaE 7,
500mg, 1 H 1 [Fl# A &G SV TWAEFNT, SO R RRIERANRBO b2 Lnb, &
FEREDMINT LT DIER CIEE FIRSCOREEICIEV Y, BHREIE U CHIER O EARE LG~ &

LEZ BN,

d. AT RAER] 28,872 B2 31T 5 A 21T 96.0% T, FEEER, IREEE D EEW“ SEIE D BhR
1L 93.8%~97.7% Coh -7, F1-. BEHH M&Fﬁ'@'%fﬁmﬁ&@ﬁﬁ%%%ﬁ’é” %A TH 85% &%
DR BN STz,

e. WINHETEIC I T B HEHRFRIT 94.2% (2,794 £4/2,965 £K) T, 7T LR 93.6% (902 #£/964 ££) .
77 LlatEE 94.5% (1,793 #5/1,898 #K) | HRAUWMER 100% (15 #R/15 #F) . FEERE 95.5% (84
FRI88 1K) Th -7,

LB, KREIZBW T, AFOLEMEIZKE RMBEAIERD 5T, SEBURYYE IR 26 20313

90%LL EEZIRLIZZ EnD, RRINFERARIERTH D 2 L B3 HeE S vz, (FENE R



V. BICEEd 5 HHE

F1 BRBIEMEE - BICEBRDOEE
JRYE 4 JEGER | AR 2 EEES
ESLS 28,872| 27,727 1,145| 96.0%
I B R i 13,169| 12,676 493| 96.3%
SR - PERRIRYIE 8,395| 8,036 360| 95.7%
FE i N BRI 390 375 15| 96.2%
% | B2 JEFHEIRYYE 1,488 1,441 47| 96.8%
e | SR - AN R IR 728 701 27| 96.3%
JiE | NHIE R YE 112 105 7| 93.8%
B | B SR SR e 2,441 2,310 131| 94.6%
I | BRR IR Y 132 128 4] 97.0%
58 R YSE 1,277 1,247 30| 97.7%
W - PRSI R E 739 708 31| 95.8%
O EGE 1 1 0| 100.0%
I R WHEE - MEEEZ 3,730 3,620 110| 97.1%
TS 1,749 1,701 48| 97.3%
SERE SR 4,961 4,811 150| 97.0%
Jiti & 1,931 1,794 137| 92.9%
2 P I e 25 0D YR e 798 750 48| 94.0%
SR - MERRIRYIE J It 2 6,316 6,087 229| 96.4%
BRER 789 751 38| 95.2%
EIRVA D3 655 618 37| 94.4%
FEE EA% 149 141 8| 94.6%
JRIEDE 486 438 48| 90.1%
FE fis N} RS i i F o SHE A 156 152 4| 97.4%
2L N Y RS 41 38 3 92.7%
TE NG 78 77 1| 98.7%
TEATERRR 115 108 70 93.9%
B R} SR i FAENE RS Y 428 423 5| 98.8%
=5 149 142 70 95.3%
TRAENE R & Y 771 747 24| 96.9%
- R I A T3 107 96 11| 89.7%
8 B R E 33 33 0| 100.0%
& SE - BN RIBIBRGE | SME - BVE K OV AISE 0 Z RS 659 637 22| 96.7%
. FLIRSE 2 2 0| 100.0%
{% TP BRI 67 62 5| 92.5%
# JIHSE Y E MHEESR 50 48 2| 96.0%
NEAE % 62 57 5| 91.9%
5B RIS R Y i S H 9% 123 119 4| 96.7%
RE% 483 446 37| 92.3%
il S e 1,760 1,673 87| 95.1%
{CHRPE MR AR 2% 75 72 3| 96.0%
AR} A R YL iE RER 14 13 1| 92.9%
FhifE 91 90 1| 98.9%
TS 27 25 2| 92.6%
5 & R YE TGRS 2% 1,276 1,246 30| 97.6%
5557 A 0 0 0 -
INTFT A 1 1 0| 100.0%
a7 0 0 0 -
R DA R BRI AE | o JE LR 385 374 11| 97.1%
o e S B 2% 151 138 13| 91.4%
TS 203 196 70 96.6%
O EGE QZEA 1 1 0| 100.0%
JRIE 0 0 0 -
TN T 0 0 0
N R 0 0 0
B TIP 0 0 0




V. BEICEI3 5IHE

x2 RRBHNOEME - HHEE

i EEES BB
BRI 94.0% ( 3,265/ 3,472) | 94.2% ( 2,796/ 2,967)
77 LR 92.8% ( 936/ 1,009) | 93.6% ( 902/ 964)
7 RO KEE 89.9% ( 401/ 446) | 91.5% ( 389/ 425)
Lo ERE R 93.5% ( 217/ 232) | 95.9% ( 208/ 217)
5 EK 93.7% ( 148/ 158) | 92.1% ( 174/ 189)
Jiti g BRI 98.3% ( 170/ 173) | 98.5% ( 131/ 133)
77 LEvER 94.6% ( 2,223/ 2,349) | 94.5% ( 1,797/ 1,902)
TUF AT A 100.0% ( 10/ 10) |100.0% ( 14/  14)
PN 98.5% ( 134/ 136) | 98.1% ( 106/ 108)
T TFung A—g 94.4% (34 36) | 95.0% (38  40)
A=A 96.4% ( 27/ 28) |100.0% ( 17/ 17
LTI R 98.6% ( 143/ 145) | 98.6% ( 145/ 147)
PILEXR TR 91.7% ( 11/ 12) | 90.9% ( 10/ 11)
Thuny BZ—IE 935% (58 62) | 94.1% (48  51)
7T TR 96.2% ( 25/ 26) | 92.3% ( 24/ 26)
RTF T A 100.0% ( 1/ 1) [100.0% ( 1/ 1)
FuT AR 100.0% ( 60/ 60) | 98.5% ( 65/  66)
TrEF VTR 75.0% ( 3/ 4) | 85.7% ( 6/ 7)
ETTIYT (TTUNAT) « AET—U R 95.5% ( 42/ 44) | 97.5% ( 39/  40)
ELHFRT - FENH=— 90.9% ( 10/ 11) | 91.7% ( 11/ 12)
LU XT R 100.0%( 4/ 4) | 100.0%( 2/ 2)
K 95.4% ( 1,521/ 1,594) | 95.7% ( 1,147/ 1,199)
TR R 85.8% ( 103/ 120) | 79.6% ( 86/ 108)
NI B R YR FH SRk 86.4% (38  44) | 69.7% ( 23/  33)
DR SEYSIE H SRRk 81.0% ( 34/ 42) | 81.8% ( 27/ 33)
Rl 91.2% ( 31/ 34) | 85.7% ( 36/ 42)
Wi 68.3% ( 41/ 60) | 71.7% ( 38/  53)
B 100.0% ( 9/ 9) |100.0% ( 15/  15)
NRFRAZAML T hay ARG 100.0% ( 9/ 9) |100.0% ( 15/  15)
FEERA 92.4% ( 97/ 105) | 95.5% ( 82/  86)
N a—=sI3IV7 (VFIVT7 - hTawT4A) | 921% ( 93/ 101) | 95.3% ( 82/  86)

QHERTHREGRAER (TRZRERREER)
a VI IVTHFERERRUVFEAREICHTSHLAT7AXH 2 500mg 1 B 1 EBESOEME.

ZLEMDKE 2V
KEND 7 T 2 DT WA ESHER L O NG 5 B0 K OV et & et Uiz, A& o k&
OHEIX 1B 500mg 1 H 1B 7 HRERAO#ES & Lz, 77 I VT HEFESEERICBT D50 ER
(B 54T 14~21 A1%) OAEWFZRIT 94.4% (17/18) TH Y . FEELFIT 100% (16/16)
Tholo, TEMNBYTIE, B5&TROBRIEIT 94.7% (18/19) . MAEMFIZNRIL 68.8%
(11/16) Th-oT-, BIEHADOIBLT 43 FlH 941 (20.9%) IZFRD AL, ZDOWIRIT y -GTP #Ehn &
OIRHF T RUBERGER 22 2 BIZHBL L2 UAMNIT T 1 floAORBETh o7, RIEAOE
JEFEIX, WINBREH L WIHEETH T,
PEORE XL Y. AHI11E 500mg 1 H 1 [BEGIL7 7 I O T ESHE KK OF BN ORIFIC
HRGERTH D Z L ARSI,



V.

IBFRICB S HIHHE

b. BLAREIHEE - BRI T HLART70FH 22 500mg 1 B 1 ER50OHBMORE 22

SVETREE - Rk O AN BE ICAK] 500mg 1 B 1B G L, REEEEL, KOJIFTHTR « BARLE
WE O RFIOF A BG Lo, BG&T 7 ABROBKDE (5HF) 1£95.0% (19/20) | #hH#
T PUERFOMIE RIS (FEMHEER) 13 100% (7/7) Tholo, AFFRIIT N CTRE~EE
T, 28.6% (6/21) (ZFH L7, BMEMIT 4.8% (1/21) ([Z@B® b,

gL LT, AHKI500mg 1 A 1 [FEGIL 0 Z0RPGHEIC BAFZBAT L, SRR - RkRIZH L
THMThoTe, 2Aa7 V7V AT ML DFHIOEANIL, A4 500mg 1 A 1 [R5 OH 24
R, HEMICRETE, AHTH-T,

725, HERIGHEE~DOBITICOWTIE [VIL5.(5)F DDMB~DILITHE] SH,

. BASHPERRUVSMHREISERICHT S LART70X4 S 0 500mg 1 B 1 BREOFRAMOEE 29

HEZ « EEIRIER O BH ICAHE] 500mg 1 H 1 EEG L, EBEIRMEAN~OBITIEORE, &
OKREIOGNEZ T LTz, BeG&T 7 A% ORI (8EHE) (28MEPHEL T 100% (12/12) |
1B B RO RMEHET 100% (1/1) | SHESRIRPER T 85.1% (63/74) | 1BMEERISIERDR
PEHATEC 90.9% (10/11) Th oz, FHHET - PIERFOMEZANE FEIEEER) 13, BEPER
T 100% (4/4) | 2MEBE|BFER T 94.9% (37/39) | 18VEEEISIER ORAMERET 100% (3/3)
Thole, AFFRGILT R TRE~PEE T, 33.6% (38/113) (278 L7z, BITEMIZ 22.1% (25/113)
IZRBD LT,

fERE LT, AHI500mg 1 B 1 BEHEG1 ESIRMAL AR RAFICEAT L, S EZR - SMEGREIR
MRzt L TAHRI ThoTm, Z2aT7 U 7Y AT A K HEHMEOE AL, A 500mg 1 H 1[04 5
DEIEZ TR, HENICEBTE, AATH- T,

B, EEIRHBEAAE~OBITICOW T TVL5.(5)F DD B~ DBITE B2,

.LART70%H2 2 500mg 1 B 1 B 5 ORIRMERBRIECN T DERKRIE & AT IREBBITE 20

AHK) 500mg 1 H 1 [E1H 5O JRIEVEGFEAE 3T 2 A 90 & O 2k, ARH] 500mg H[E$ 5o
AR~ OBATIE 2 | 22 G IR 7e % B AR AR BRI TR U 7z, IR B BRI YYIE O i AR 3R C©
X, VMR . EHEMERERE R . FEWRETEIRER (2 7 IVT - hTa~wT o AN | 2t
FERTNL RS OB PRSI HIRR (@R OV 7 2907« b7 a~T 4 AME) %812, A% 500mg
Z1H1BEEELE, #E5EMMIILEIZSC T3 A, 7 HEIXIX 14 HE & L7,
BRMEOFHmIL,  [JREMEIIEYIE BT SRR EM OO DT A KT 4 0 —5 1 " IZHEHL
L7oo PREEVERREKYLE O BRIRERBR CIlE, FERHME B IR EHK T 5~9 Atk (GEM) SUIRGH-T
2~4 Wtk (7 7IV7 - b7 avxT 4 AM) OMBEFHIROEEL Uiz, FREBOF=RIL,
SVERMIMEREIE A T 97.4% (37/38) . BEHEMEREDER T 82.9% (29/35) . FEWKBEMEIRIE 28 T 84.8%
(28/33) TH v, AMEMIEMERISZ IR IT 2 Bl 2 IS A ), APER R BARKIT 5 Fd 461 (773
T s hTavwT 4 AEO 1ENTAER) DA TH o7z, BWERAORBIEIL 14.2% (20/141) Th
V. EEIEERBERITRD RN T,

LXK AH 500mg 1 H 1 [EIF G, FREEMERREGUEICRT U+ 227aR 2 R A U, Az
~OBATIEL BIFCTH D Z ENRIE NI,

2B, BN ~OBITIZOWTIE [VIL5.(5)ZF DDA~ DBITHE S,



V. BEICEI3 5IHE

<&5E>

OFEERABERE FERE)

i ERRR DB DRRZMHRICET H5AF
19954 1 A D 12 AKTN1998 45 1 A M D 12 AlS, REOBHMH L 0 RS FTR A IR R A
B H T ST RRIR S BERR . A TR ME SR BURE KV SR - I—Jﬂiéhﬁﬁuu TEERR NS . BAE
%5%\%o%%ﬁ@%:%&LTK%m@@%@@%%%@ﬁbko
7T DRI OV TIEL 1995 4275 5 1998 4R 1238\ T Peptostreptococcus spp. %1 5 A#| D MICso.
MICso 2 Y MICoo (2 ESF-2358 HAL, KAl ﬂﬁ“éﬁﬂiﬂﬁ@ﬁi))m&)%ﬂto
F 72 MRSA. S. epidermidis \Zxt 3 5 ARA|D MICso 12 1T BRI EFITZRD H 780y o 7253, MICso,
MICoo TiZ EH2358D Hdv, RKHNT %3 5 M l‘iﬂﬁf@ﬁﬁ‘Tﬂﬁéﬂto MRSA. S. epidermidis.
Peptostreptococcus spp . LASNDOEFEIZXTT 5 MICso, MICso & Y MICoo (213, AR KB/ EH-2
RO, BAFRPUA 2R LT,
7T LEEEEIZOWTIL, WTNOREBEICEWTHARF~OREZMEITRIZEAEELTELT., £0
MICo lZW T 8.18pg/mL LA FTH Y | MHEERIIFE D b e o7,
LUEORER L0 | AT U 7o HPU@ OGS fOR IR IR 20 BERR L2567 2 AR O FLEE 2 1995 4. 1998
L RAPATRRET Lo R, ST ERE RMMELITRE D HaLd | ARFNI T EGYE B kDT E A EDHF
(ZRF Ly mWHUETETE & INWPLE AR wv%ﬁbﬂ\fzo

ERER D BRI I B ER MIC 2 (V5 LIBEE) () MR

. 1995 Ef itk (MIC pg/mL) 1998 itk (MIC pg/mL)

o W ramge | 50% | 80% | 90% | BR¥C|  range | 50% | 80% | 90%
S. aureus subsp. aureus 50 0.05~>100 0.2 0.2 | 6.25 | 50 0.1~>100 0.2 | 3.13 | 6.25
MSSA (40) 0.05~0.2 02 | 02 | 0.2 |(36) 0.1~12.5 02 | 0.2 |3.13
MRSA (10) | 0.1~>100 6.25 | 6.25 | 25 | (14)| 0.2~>100 6.25 | 25 |>100
S. epidermidis 10 0.1~1.56 0.2 0.2 0.2 10 0.2~6.25 0.2 | 0.78 | 1.56
CNS 55 0.1~25 0.39 | 3.13 | 12,5 | 55 0.1~25 0.39 | 3.13 | 6.25
S. pneumoniae 50 0.39~3.13 1.56 | 1.56 | 3.13 | 50 0.2~1.56 0.78 | 1.56 | 1.56
S. pyogenes 25 0.39~3.13 0.78 | 1.56 | 1.56 | 25 0.39~3.13 0.78 | 0.78 | 0.78
S. agalactiae 10 0.78~3.13 1.56 | 3.13 | 3.13 | 10 0.78~25 1.56 | 1.56 | 1.56
Streptococcus spp. 30 0.39~1.56 0.78 | 1.56 | 1.56 | 30 0.39~1.56 0.78 | 1.56 | 1.56
E. faecalis 30 0.39~50 1.56 | 12,5 | 12.5 | 50 0.78~100 1.56 | 1.56 | 25
Enterococcus spp. 20 0.2~50 1.56 | 12.5 | 12.5 | 20 0.39~100 3.13 25 25
Peptostreptococcus spp. 50 0.05~>100 0.39 | 1.56 | 6.25 | 50 =0.025~100 3.13 | 12.5 50
Propionibacterium acnes 25 0.1~1.56 0.2 0.2 0.2 25 0.39~6.25 0.39 | 0.39 | 0.39




V. BICEEd 5 HHE

ERER D BERR (ST B EM MIC 2% (J 5 LIEEMEE)

. 1995 Rk (MIC  pg/mL) 1998 Rk (MIC  pg/mL)

ao ¥ range 50% | 80% | 90% |¥R¥Kk range 50% | 80% | 90%
E. coli 50 | =0.025~12.5 | 0.05 0.2 0.39 | 50 =0.025~50 0.05 0.05 0.1
Citrobacter spp. 50 =0.025~25 0.1 0.39 25 50 | =0.025~>100| 0.1 0.39 0.39
K. pneumoniae 50 =0.025~50 0.1 0.2 0.78 50 0.05~0.78 0.05 0.1 0.1
K. oxytoca 25 0.056~12.5 0.1 0.1 1.56 25 | =0.025~3.13 | 0.05 0.1 0.39
Enterobacter spp. 50 0.05~6.25 0.1 0.78 1.56 50 =0.025~50 0.1 0.2 3.13
S. marcescens 50 =0.025~50 0.2 3.13 6.25 50 =0.025~25 0.78 3.13 3.13
Proteus spp. 50 =0.025~25 0.05 0.05 0.78 | 50 =0.025~50 0.05 0.1 0.1
P. aeruginosa 50 0.2~100 0.78 3.13 50 50 | 0.39~>100 0.78 1.56 3.13
Acinetobacter spp. 30 | =0.025~3.13 0.1 0.2 0.78 30 0.05~12.5 0.2 0.39 3.13
H. influenzae 50 | =0.025~3.13 | =0.025 | =0.025 0.2 50 | =0.025~6.25 | =0.025 | =0.025 | =0.025
M. (B.) catarrhalis 25 | =0.025~1.56 0.2 0.39 0.78 50 0.05~0.78 0.1 0.1 0.1
N. gonorrhoeae 25 | =0.025~1.56 | =0.025 | 0.05 0.2 25 | =0.025~1.56 | =0.025| 0.1 0.39
C. jejuni 25 | =0.025~1.56 | £0.025 | =0.025| 0.1 25 0.056~3.13 0.1 0.1 0.39

i ERER D BERR DR ZMEICEE T HEE 2

1998 = 1 HrbH 12 Hi

2. EEOBKRMZR XD RSt =28 0 v — v — TV IZE S, ARG

SEBE TR D 3B - FE S AVTZERIR 0 BERR > 5 1,020 #R &2 BEMEZ I ZHIE L. AFI~ DR 2 Ji 4

L7,
MRSA,

N. gonorrhoeae (\ZF\ Tl 12.5ug/mL & &AL
fEIZfR 7z Tz,

Citrobacter spp.. S. marcescens. Proteus spp.. P. aeruginosa ®—#BIZ
MICgo I% 0.20~3.13ug/mL ThH YV | RAFRHIEEEZRFFL TS D &
O BT, RAFRPUETEMEZ R > T

DIPERR AT BT 28,
FExbIZ, T B LS OEMIC

77

PLEDORER KD | I U 72 S TR AE H R R R
—EBOBERIZTPER DS FAE S D S DO FEBIE B2k DO R ZE D HRIT 3 L TR 2B EZ #eRF L T

BY, A4 HICBNTS RIS

CNS. Enterococcus spp.X% ¥ Peptostreptococcus spp.

LTI, MHERRITIEE AL

BG LS KD IBRYGYEDIRRICANTH D LB X b,

2B W TiE MICoo 25 25ug/mL,
ZxET A IMPEL D3GR BTz hs | A EFE & b MICso 13K

MIC {23 12.5pg/mL LA E

SYBERRIT 63 2 AR OHURETEE 2 Wt L7k,




V. BRICBET 55 H
ERER D BEMRICK T 5 MIC 2 (U 5 LIBHEE)
MIC (pg/mL)
it

HRE range MICso MICso MICoo
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
FE. faecalis 50 0.78~100 1.56 1.56 25
FEnterococcus 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

ERER D BERRICXT T2 MIC 217 (U5 LIEHE)
MIC (pg/mL)
[ -

BREL range MICso MICso MICoo
FE. 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




V.

IBFRICB S HIHHE

i U FI R R R A HERS DR EY

FEINT 1992 0 LREEANIZ, LART7 B YT o= T R T =T [ENERIR S BER O Tl
TN T DN — A T 2% FE i LTV D, 1998 4F 20 2000 4 27, 2002 4F 29, 2004 4F 29 K&
R 2007 4F 3023 L 7= FEEHFO LR 7 1 5 o VIR RORAENHER 2 RIRT,

LR 7 a4 i, 2007 E45EED Methicillin-susceptible Staphylococcus aureus (MSSA).
Methicillin-susceptible coagulase-negative staphylococci (MSCNS), Streptococcus pneumoniae,
Streptococcus pyogenes. Haemophilus influenzae, Moraxella (Branhamella) catarrhalis, 775
WZIENAER OMIE (Escherichia coli %O Proteus mirabilis %< ) T, 87.3~100% D &\ Vg3
BHERFL T\ o, — 5 K. coli XY P. mirabilis TIX VAR 7 v % 0 Bz R MK MMERIZH D L2007
EAZIZZENER 73.8% &N 88.8% CTd - 7=, Enterococcus faecalis J QR EEIEYE (UTI) H3k
Pseudomonas aeruginosa ® V7R 7 2 X2 AR DEMERITZNEI T4.1% KN 72.8% &K
DD, 1998 FEN 5 2007 FFE TR EREEFTIA LR Do T,

2007 FFIZ 57 S N IZRR T BERR O B MEME O TIX, VAR 7 B d ¥ 2 F 0K TOMEM 2 15
FEPL BB L7 v A e ) v RkPtEEICk L. MRSA, Enterococci, FE. coli, P. aeruginosa., N.
gonorrhoeae \XMMHALRI R SN2y, ENLUAOEFETIL, 90%LL LD EWEMERNRFF ST
AV



V.

BRICE3 %HE

ERIR D BERRD LVFX R R DB F IR

[

TEREMER L % (RO

MICy (png/mL)

1998 4 | 2000 4 | 2002 4E | 2004 4 | 2007 4E | 1998 4 | 2000 4E | 2002 4 | 2004 4F | 2007 4
95.8 96.5 95.3 94.5 93.2
MSSA @610 | (15 | (08 | (1126) | (136) | 925 | 025 | 05 | 025 | 05
17.3 12.6 14.1 8.3 5.8
MRSA 399) | (648) | (7000 | (1169) | (rae) | 8 | 8 | ~64 | ~64 ) 64
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, pneumoniae 99 98.4 98.0 99.2 98.8 1 1 ) ) 1
’ (291) (432) (598) | (1010) | (877)
S, progenes 100 100 99.5 99.4 98.4 1 1 ) ) 1
Rk 1700 | 33D | 368 | (676) | (509)
. 75.1 74.4 71.5 69.9 74.1
L. faecalis (321) | o7 | (649 | (987 | (683) -8 16 32 32 64
. 24.3 22.1 19.6 11.3 10.5
£ faecium (181) | 357 | (429 | 663 | (552 -8 -8 64 64 ~ 64
. 100 100 99.8 99.9 99.9 B B B B
H. influenzae (295) (442) (627) 1051) (675) =0.06 =0.06 | =0.015| =0.01 0.015
B B 14.2 15.3 13.6 B B
N. gonorrhoeae (127) (229) (110) 16 16 16
. 100 100 99.8 100 100 _ _
M. (B.) catarrhalis 173) (298) (483) (762) (534) <0.06 | =0.06 0.06 0.06 0.06
. 96.7 91.9 88.2 81.2 73.8
£ coli 363 | (504 | 696) | (1105) | (743 | ©%° 0.5 4 8 16
) 98.1 99.1 98.4 98.8 98.0 B
K. pneumoniae (319) (449) (630) 1010) (663) 0.25 =0.06 0.125 0.25 0.25
100 100 100 99.1 99.5 _ _ _
Salmonella spp. (99) (165) (186) (320) (210) =0.06 | =0.06 | =0.06 0.125 0.06
. 98.2 95.6 92.2 88.8 88.8
£ mirabilis 167 | @700 | 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 . . 5 . 5
’ (233) (440) (586) (811) (654)
. 92.9 94.2 91.6 92.7 92.7
Citrobacterspp. | (1g9) | (345) | (a79) | (191) | (579 ! ! 2 ! !
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 | 910 | (399) | (503) | (835) | (89) | ~&* | 64 64 64 64
. 85.4 85.2 81.8 81.4 79.2
£ aeruginosaRTL | 990 | (49¢) | (592) | (1049) | (673) 8 8 8 8 16

a: MR, 1998~2002 57 BERK L National Committee for Clinical Laboratory Standards (NCCLS) . 2004, 2007
HEyBERRIT Clinical and Laboratory Standards Institute (CLSI) D& 5i/NEERIEEE (MIC) 7L A 7K A v
MZH#EUTHEM LT,



V.

IBFRICB S HIHHE

iv )Chlamydia trachomatis |23t 9 2 I BE DR

1999 4FE 4 A5 9 AIC 1 ERICHEWT, 7 I I VT RBIENSEDLbN D T EEEREENOERL- 1S
SHE W 300 A D 9 B, 7T I VT HAE (EIA BE) fERNBIETH - 72 90 Biiklc>\WT 7 7 3
T DONEE R EER LT, FOOIL T T I VT ONEE - EEENTRETH -~ 19 BRIV T MIC

ZHIE LT,

N7a—<2I7I07 (VFIV7 - hTa<xT 4 R) IZxT 2480 MIC O434i1% 0.125~0.25ug/mL
THY ., MMHERITRD bR oTo, £72, MICe b 0.25ug/mL TH V| 100mg HAIKGRRE £ TOH
TIZBIT BEE MIC D434 : 0.256~1pg/mL, MICe : 1pg/mL) & REERICEWHIEEEZ R L TR

D, SHIZBVWTHZ T I VT RYYEDIRIRICAE N RERTH D B 2 b,

FS5a—<935307 (U3

CF7 - FSOATTFA4R) ITRTBLARTZAOZTHI D

MIC 53 %7
o MIC (ug/mL)
B Hg
MIC range MICso MICso MICoo
19 0.125~0.25 0.25 0.25 0.25

<BE> 100mg EFIAZDEHEET (1989~1990 F) D +53—<IH 537 (U453
CF - b3 T4R) IZRHFTBLARTAFHL D MIC B

¥

MIC (ug/mL)

MIC range

MICso

MICso

MICoo

20

0.25~1

0.5

0.5

2) ABEBLLTERTFTENOABRXIIERLZAE - HBROBE

BARANA




V. BEICEI3 5IHE

(7)Z Dt

1)

RBRIERRHR

EH (100~200mg X3 [B]) - {EFh TN S 472 A BHER O 2 FREGIE (647 2 8 1 77 00 Bl AR R O 2L

TRDEBY ThH D,

I, RIL, TR TRE, SR N BRE, MK O OMORERIE, Q BUIkET 2 EARREBRILEN S

& B EE STV R,

DaMREX K. Mk, BHETFRFFED - RESE

i) ERNFEDERR
EROHPIREE LR L LT ) A< A 0 OEE B EERIILERBR I TARFID R R
L L THASN, LUARTMRICHT HAFK] 100mg X 3 [E/HY FHOHFBHHRIE 100% (6/6 1)
ThH o7z 3,

i) @ MAREKER
WSRO L DA R T I & D I REHE AR & LIZBRRBRIZ B T AFH 500~750mg X 1 [al/ B ™
B 5O #HIL 93.0% (66/71f5]) Toh o7z 32,

QFEHEE . NILLY VIRE, FERNRE, FEMBEHFRE

) EREIHERER
TENEYE, TEAMABIEA. LR VIRE. SV RY VRS, TESER (7T I T, S
M) L RIS - IR IR T A LA T a Y v KO IEERABRICK T 57 FUBKE R, K
B, XS ANV havhRE, N Ta—~<7T7IVT7 (VIIVT - hTavT 4 R) FILD
PEST NBMEIURYYE IR T 2 BRRITKD LBV Th 5,

- (%) 100~200mgx3 ™
PB4 ) - - )
B hIEBIFRIE HHE (%)
TESHE A 29/31 93.5
VIR NVING T 49/50 98.0
R PR 58/61 95.1
T R 35/41 85.4
At 171/183 93.4

500mg X 1 [al/ H O HER OCHEIZE T D BHAR KL ORI DK T — Z 13720,



V.

IBFRICB S HIHHE

QOREMRBRERIE. THFE (LIEMREZFSLD) . REMRBRERE. ) U/\E - UNEHR, B

BRE. SMZ - RERUFMEIFOZREE, 2RA. IMEBRRS. BEL, BERX

i) EREIHEEER

PG R IR IYE LR LA 7 1 4 2 AR OBRRRICIB W T, 7 FUVREBSICX 2K
JERMEIRGYE  (RAEVER FRRGYE,, RAEMERFRRGYE, U o™ - U o ik, BMEIREE, SH)

(R TDHEDRITKRDO LB TH D,

(%) 100~200mgx 3 ™

B4
AEGIRIER] | AE (%)
Bz &R R R Y e 390/436 89.4
RIEMSEEGYE (B0 5 %%) JE (KRMIIEZED D) 71/85 83.5
TRAEVER R RYE (o, B olfESE) 142/153 92.8
DAY= SRRV AN E/ 15/16 93.8
PP RE (B TS, TTRRA ) 162/182 89.0

i) ByMERAREAER

B FE R BEIURGE 8 S OSMRHEIURSIE B H (S92 LA 7 m 422 (500mg X1 [\l/H) DEER
B (WOK) 128V T, 7 FUBRER SIS L 25 RSP B SIE  (RAENE BFFREGIE  TRAEME B & &
QiE, U LN - U UREIR, IBMEIRBUE. SHE) | AR - EIRAABMEISURGYIE 6T D A BRI

DEBYTHD,
R AMEGIRIES] | AR (%)
B R G

RAEVEREREGHE (RO 5 %%) SF (LIRMERIEZFES H0)

BAEMER R RRGYE (o, EOIfIES)

Dy~ - U oS

TBIEIRBE (B IR, 1THRARSE)

SR - HI SRR

SME - B R OV A1 S5 D — gk

302/311 K[E 2
133/137 FR @

97.1 K[H @
97.1 BN @

a) HAIPERRE - B Y
iii) EREE IR EKER

SRMESURYIE LF TR 5 LR 7 1 4 o L KR OB RIRIC 0T, 7 R BRE RS & 24
B BAVBBIREIE, 7 L7 v T R, RIS K B IS - ISR B A RO &

B THD,
(%) 100~200mgx3 ™
R4
ARMEGIER] | A2 (%)

SAEL - BRSNS A E 146/181 80.7

MG+ BG R OFATAISE 0 gk gy 101/129 78.3

FLIR 23/29 79.3

I P e R A 2 22/23 95.7
AHFEZE - AHAE Z¢ 19/26 73.1

fHFESR - BB RIZOWTIE 500mg X 1 [Bl/H O HER OCHEIZEB T 2 B AR OMES OFEKRRBRT — 213730,




V. BEICEI3 5IHE

@NE X, mEX. BISER. LRMEERRX

i) EREIHEEER
WAMEER S Rbkge. RPKEDHZE (REH | ShES, THR, Bk, (CIRMEMERIRAK BB 0T D
VARTZ a G LK OIFERREBRIC T 27 FUKREE. SRIRE S X 2 B s SR G
(R TDHEDRITKRDO LB TH D,

, (%) 100~200mgx3 ™
B4 . : : :
HHIE B HIE 1) o (%)
PR/ 23/30 76.7
hE 111/150 74.0
il S 4% 52/68 76.5
B R i 9/11 81.8
it 195/259 75.3

500mg X 1 [F1/H O E R O EICI T 5 B AR OO BIRRER T — 2 13720,

GOiRExR. ZHE. BIRIRRE

i) EREIHEEER
MEPEIVRIYE BB G T 2 LA 7 n ko K OEERARICK T 57 RUKEE, 77 X E
I LD IRBMEURIYE (T 2 ARRIIRO L B TH D,

- (%) 100~200mgx 3 ™
PRI

5 ZIIE I 51 HhE (%)

RS, FhifE, e iRde 68/70 97.1

500mg X 1 [al/ H O HER OCHEIZE T D BHAR KL ORI DK T — Z 13720,

©=REMBX. BFI2X, AL

i) ERFEIHEGE
ERMEGRBE T 5 LA 7 a4 Kk OIEERREBRICEB T 2R/ FE, YLEXRTRE, I
ErnNy X — B L D IGEIEGYEI T D ERITK D LB TH D,

(%) 100~200mgx3 ™
IREBL —— —
7SI I 1) FHih®E (%)

FEY AR 2% 115/119 96.6
7 A 1/1 100
a7 3/3 100

it 119/123 96.7
500mg X 1 [al/ H O HER OCHEIZE T D BHAR KOS OEKREBRT — Z 13720,

(B%&)
LR ZaxH o KR OIGT 7 A « 8T F 7 A2k DI (1993~1997 4) XU T LR
D Chd,

B4 FREE (%) (4 UES]/ HIAEF])
BT 7 = 100.0 (9.79]
RTFT A 100.0 (2.72)

1 HH#EE LT 400mg % 14 A5, 6 » HMBHE4A
DR GMERG 2e BF TR R SRR AR & ) ]



V.

BRICE3 %HE

=

QEEEHx. EREAEK. Bk
) ENEDERE
W AL, WABEICKT S LR T B R L AR OE ERRBRIC B 5 LR
BB, <7 RARLT b3y ARSI LB WE - SR S 5 B IR D L 5

Tho,
; (%) 100~200mgXx 3 *
R4 — : .
B NI I 5] G5 (%)
RS . R PR S B 171/205 83.4

500mg X 1 [H]/ H O Mk K O EIZEB T 2 B AR MBS ORI T — 2 13720,

<5E> (fEHRRUVZTOMOEZIE)

FERE IR FE el 2 AN FE M L 72 BT & FRERAFZE 39Tl AR (MDR-TB) K OFIER O 7= i
DOHUREZIEDME T & 2 WEREMEFSZIERE 91 61 (9 5 4 BNIMIAMERE & 0F58) 12X L CEAIDF A%
EEITo7- (LARZ7axH+ 2 500mg 1 H 1RGN 9E) . ZOMEE, & 58RI 2% T
DOFERZHE OREEAERIL, Btk 49 6, 2 40 BIL OARH 26 TH Y | HEHMETH 7249605 B 15
WEBHIATE 1 o0 A TRAIZ K VIELT 141, 1EWBALAHE O BRIRA R I 1 # 4 bRy 7o 47 TR E-BRLAH 6
5 A UNIZEE BB HEAL 3580 DTz,

A AR P RIEREER SN ER L% A& HHEERHRE (LA 7 X3 0 RO 391286105
VAR 7 ax % B BE CIX MDR-TB LK OEIER O 7= Dt O HUik 3 A Ml T X 22O ik % Uik
FERE D 1,316 Blicxt L CEAIPEREENMTb (LR 7 a4 500mg/H 23 6 El) , =0k
FL FEHTRSE 1,190 B0 5 B | HUBE AR A RS AN AR K OVHIE RNRE & B < FBFH T OHIRR R A D f2 PR bR
ITEBFERMART 91.7% (928/1,012 f5l)) . MDR-TB 3 T 86.0% (49/57 #i) | ERARZDFH AR K O] E
RHEZ ik < FBE CTOERKN R DOH HZHEITEFE 2R T 98.3% (879/894 1) . MDR-TB £ T 89.3% (50/56
Bl) T olz, BB (OIS ORRME(LRITNT S 90% L ETH -7,

AR OAGR S NI ER O RIE @, AL A7 40 L LT 1H500mg % 1 H 1 ERRO#KET 2,
Pk, R HERICIS U Tl ERET 5, Mgk OZ OfMOFRIEIC OV TR, JFAIE L CTOPTREREER & OFF -+
B2L BT T AL ATFTARLONTIE, AR uE L LTLE500mg & 1 H 1 [ 14 H#EOEE3 5, |
TH D,



V.

BRICE3 %HE

2)

EAESIEp AP SES

LARZ7a X% LT 500mg, 1 H 1 HEOHE

SR A TH R I RIS,

BICEERHAR (ERNERKRER)

- MR THNE L7 [E PG RRBR T ORI E 255 1

S IR BRI 1Y) PR EYE
WHERE (%) WHERE (%)

CNS - - 12/13 (92.3)
S. aureus 2/2 (100.0) 8/10 (80.0)
7 RUEKER 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)
FE. durans 1/1 (100.0)
FE. gallinarum 1/1 (100.0)

;;;EZ;77/A}7) M. (B Jeatarrhalis U7 (100.0) — —
PNL E. coli - - 65/75 (86.7)
. . C. freundii — — 11 (100.0)
v huAz iR 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 E. aerogenes — — 2/2 (100.0)
I TFT)R S. marcescens — - 4/4 (100.0)
TaTr AR P. mirabilis - - 4/4 (100.0)
EAHRT « BNH=— 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, Iwoftii 0/1 ©.0

ftL Enterobacteriaceae — - 1/1 (100.0)




V. BICEEd 5 HHE

<&5E>
100mg BANZ 1T DK BRI EER A . MIE TR, 72 b QNS A EE 2 11 53 2 BRI T L F
LBV THD,
- FREABRSR (BMERERVESRE)
Ji [E3] fiE B %% AREBIES | AR (%)
7 7 LB oM HE 1,023 867 84.8
72NN VN = 895 759 84.8
" e < 126 102 81.0
FNoa—<7I3I07 (VF7IVT - hFavT 4 A) 107 102 95.3
* o FRHAER
- REREAEXRE
i RO EER HRE (%)
7 7 n oM HE 904 772 85.4
7 7 b oMW 884 787 89.0
fm e < 117 107 91.5
Noa—~<7IIVT7 (VT7IVT - hTavwT 4 A) 101 98 97.0

- HFNEFI SRS DERRNR

77y MNEERIOBIERE | B Bl 5 | AESET | AR (%)
N = vy & 24 22 91.7
7 yuAKY v HK 107 80 74.8
7O B OB KR R 5 3 60.0
~ 7 B 7 A4 K % 17 12 70.6
VAR N2 A G BV 5 4 80.0
* =i ¥ & 17 10 58.8

* 0 FHR AR

I AROARENT-HIELOHEIT NEE, RAKELR7ox32 02 LT 1E500mg 21 A 1 EEAKET 5,
e, BE - ERITE U CHEERET 5, ML OF OMOERIEIC WL, JRAIE U TioBUEEIR & RS
2L, BT TARTGFTRZONTL, LR TZ7aF YL LT 1E500mg 2 1 H 110 14 HE@EDEET 5, |
ThD,



VI RS ARBLIZ B3 5 H

. EYEB(ICEAT HIER

 EEZHICEEHSILEYMRITILEWR

Y RUDVRVEERILEY . A7 axH v (OFLX) . /A 7uefxt i (NFLX) | Ry 7e 77X
# v (CPFX) . hAZuaxHv v by gkt (TFLX) %

HE : BEDH DIEWDORREX I RFIL, BRFOETRLEZRT D L,

. EIRMER
LAR7axHoid, 9BEIBTHEZLT 77X 0—HONRER SIETH S,

(1)VEFIEREE - {EFIHEFF
AHANO 72 (ST IEAE © DNA U %A L— 2RO b HA ¥ 2 7 —CIVICEM L, DNA B % ET 5
L ThBH, DNA VA L—RIEHEE MRA Y A 5 —CIVIEHED &6 & %< ET 5 0 EMEIC £ > T
/ﬂi.‘ f’o(? }:) 35~39)O

SEMEOZMERICHT HBEEM (in vitro)

1Cs0 (ug/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 V¥ A L—ARDRKRA VAT —BNHEFEOBSITA 703200 25 TH 5 38439, MIC &
MBC [ZIZ R E 2O HT ., ZOFEEMRITRERN TH Y 149 FEOTEREFAIBIEE Tl MIC i D
JETHEEDRBO HALTND 49,

WAL D FARA Y AT —B NI 2BHEEMIEL, MO DNA P v A L—A (bRA Y AT7—F1)
FHEVEE R YRR A Y AT —BIVIHEIEE L D IZ AT 2 ERRBO LAV TN S 4340,

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 HEN

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) 2%t A1 E E M 30

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
Q7T Z LEHE 4749
MIC (pg/mL)
P IS LVFX OFLX CPFX TFLX

108 108 108 108 108 108 108 108
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)

TR & : 106 X% 108CFU/mL

e MIC(ug/mL)
] FR
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 & © 10CFU/mL

- INTF 7 RHE (Salmonella paratyphi) 1233 2iEEM 49




VI RS ARBLIZ B3 5 H

QIR (V3 LBME. 75 LRKEER) ©

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

>

U7 h32IT4R) 50

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



VI S HERIC B9 5 IHH

2)

PRERTBERRICH T HIE S
@YU 5 LBME (100mg RF| AR ER 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 #(Zxt9 2 HEEM 50

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%)




VI RS ARBLIZ B3 5 H

<BES>BHRHEE (Francisella tularensis) 38 ¥IZxtd BHE E 4 52

. » 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> Tt SE (Brucella melitensis) 38 ¥IZxtd BB 53

. " S _ MIC (pug/mL) @
) MICso MICoo
LVFX 0.5 0.5 0.5
B. melitensis OFLX 1~2 2 2
CPFX 0.25~1 1

<BESQRUSTYFT7 (A9TITTZ - TIrT4)

a) | ERTHRARIE

(Coxiella burnetii) 3 ¥kIZ¥t 9 BB EME 59

i - ®oE Az @
(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,

Za—FET 4 SR THIEFEME

< - 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

S : susceptible



VI S HERIC B9 5 IHH

@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 ~>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



VI RS ARBLIZ B3 5 H

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



VI LRI B9 5

@D 523—<USIP7 (UF2D7 - 3337 4R) (100mg EF|FADEFERKER) 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 (R4 T5AT =2 —F=1) 50

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,

OmXYISICT7 (V53 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,



VI. RT3 2 A

@FERE U vitro B2 1MERER) o7

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,

— Rt

SM: AL 7 bh~Avy EB: X7 b= KM: hF~AT v

RFP: V77 ¥y RBT: V7775
ENT 2007~2010 EIZHGEHK S BE S 7= S AIMERSZE  (multidrug-resistant Mycobacterium

tuberculosis: MDR-MT)

INH: A Y=7YFK

. 2008~2010 FIZEFR 7 EE S 72 LVEX B0 IE MDR-MT K& OF 2010

FECKGIR 0B S 1u72 LVFX (it o I MDR-MT 2k U ER ISR IRIEZ I in vitro LB TEMEREA

% Ehii L7,



VI S HERIC B9 5 IHH

3) KMEMEIIRT B MIC & MBC M EEES 4
MIC (ug/mL) | MBC (ug/mL)

I i ¥

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

4) Post Antibiotic Effect (PAE) 45
RBEWNIZIH W T, E colilZxt LT LVFX, OFLX, CPFX, CAZ ® 1 )14 MIC % 3 FEfEI/EH S,
Z OBIER 2 BRE LI2E @ PAE Z B 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 E (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 PR & : 104CFU/mL

5) RERRIT Y R B EINR 59
FEERA R H EYE~ 7 AT BT 5 RYBA I RRER M OV YSEEGABR I W) T L ARFNTE N 7= B & ORI

FrRLT,
» TG B o MIC(ug/mL) EDso(mg/kg)
R ST Hetm cmerss
(CFU/~ 7 &) 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]

PR & : 10CFU/mL
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6) EERHITVRREE (RRMH) ETLICETHEEHDR

» HEAFPLEL @ MIC
A
0.08» 0.4 2.0V (ug/mL) @
LVFX 6 6 6 0.032
OFLX 0 6 6 0.063
CPFX 0 1 6 0.016
a) 16 /L

b) 1 HOFKEE (mg/mouse) . &Y 1 KON 24 BRI IC 2 BIfR A& 5
¢) NCCLS & (Mo is A iRiE)

7) ErERHEERICREITEE
ERERR A B 9Bl L AR 7 e x40 500mg 2 1 H 1[E, 7 AMB®RICKEROELLS L, BNEESE
DEBNHSOWTHE LT, ZORE, IFRMEEIC OV TIER G T ICE T OREBOBA NI L H b
728, FEEE GG 14 B (BEH5&TH%R 7 HE) ([, #5GARTOREKIIZIZREIE L T\, SiktE
EIZOWTIE, BGBART2D 28 HH (G T#% 21 AH) T, RERIZIZE A EEBIT o7,
FEEERGEHEROBEERBRORRETH S C. difficle 1 IHBH ST, AFEOEATLIEHR LB
HEnehotz,

BREEZEOEE
(Log CFU/g) FRE (Log CFU/g) BRaEE
124 0--O Enterobacteriaceae(n=9) 124 0--O Bacteroidaceae(n=9)
©—o NFGNR(n=9) ©—@ Fusobacterium(n=9)

V-~ Lecithinase(+)Clostridium(n=9)
¥—¥ Lecithinase(-)Clostridium(n=9)
O--4 Veillonella(n=9)

=—a Megasphaera(n=9)

V-~ Staphylococcus(n=9)

10 ¥—¥ Streptococcus(n=9) 104
O--0 Enterococcus(n=9)

m—a Bacillus(n=9)

8 ==\ Corynebacterium(n=9) 8 A==\ Bifidobacterium(n=9)
A—a Yeast(n=9) A—a Eubacterium(n=9)

H® te—sr BEH(=9) % 0--<> Peptococcaceae(n=9)
& 64 & 64 #—4 Lactobacillus(n=9)
% % st BEH(=9)

4 4

2 2

0 T T T T T T 0 T T T T T T

0 1~3 4~6 7~9 14 28 (H) 0 1~34~67~9 14 28 (H)
RE®EEEE RE&EERY
(FENEEE)

8) Invitro E FMAEREL I 2 L—L 3 ETIICEITSHREER (MHEEIZRETRERVAEDFE) 0
OFERD B A BRE C X HRBEEA

LR 7 1 43 500mg X 1 [/ H %5 % ) 100mg X 3 [5]/ H # 5-0 D b | 1 i B HER 2 B i b (2 FF 3R
L7ZBRDfili % Ek# (S, pneumoniae, EG00453 #k, MIC " =1.3ug/mL) (254 B E N FICHOWT
Bt Ui, £z, 3EAWEM 24 R OBIR A B AL, LR 7od o U IEGHER LR 7 X
DUBHTMICEAT L, 35°C T 48 IpfiE %, BRIV LD v =—HEFHI L7z, FEARIEMOE
BRIZOWT b Rk OFRER 2 £l U S FERATE O LR 7 v o VEEZ AR Y 2 Lb—3 3 & & ik
L. PIEEEZEOZ(b 2Bt L (Ko b—2a Vi) . TOfER, LAR7ox43 2 100mg
X 3 B/ HFEEET IV TIE, WIEECEHERF T 2 8RR 2B L 2R v, SEAIVER 24 Rl 121
AT L CLAR 7 a X U AT 2EEMENME T LB ORE = L—y a URER Sz, — 7,
LAR7Za X% 500mg X 1 [Bl/ HEGET LTI, EAWERBER ) DO EREEMANRD Hiv, KA
TEM 24 BEFIRZIC L AR 7 a0 2 kT DS MEDAME T LICEOR E 2 bL— 3 VIR S e o
7o AEX VD, LARZ XY 0?0 500mg ¥ 1 [Hl/H 51X, 100mg X 3 [0/ A #5- & Hifs U T Bk
(2K DB R K O DIPELIIHENC L VIR TH D B2 bl
() 2 f5BREAR IR D45 B2 B b A f 43 (b L CHIIE L 7= MIC



VI LRI B9 5

S. pneumoniae IZ{$HLART7AFH L OO LAR7BXF9S DR 24 BE%ED
BEMR S. pneumoniae MRE 2 L—3 3 VEHT
(Log CFU/mL) (Log CFU/mL)
91 94
84 g — Control
-0- 100mgx 3/H
7. 7 “~a - 500mg x 1/8
X et 6-
£ 5 o £ 5
o OO E ]
E74 — Control T
3 -0- 100mgx 3/8 34
-o-500mgx 1/8
2 24
14 14
0 T T 1 0 T T T T T T T 1
0 5 10 15 20 25 (hr) 0 0.25 05 1 2 4 8 16 32 (ug/mL)
EEERH LRoaxyiy

QBERMSEXGREICXNT 2REER
FRED & REORKF 2 KIGE (E. coli, GK00459 £, MIC=0.78ug/mL) % H\THEMi L7z, = DR55,
BERABERIBE IOV T, LR 7 mxH o0 500mg X 1 B/ H#E5REET L TlE, REDENE
W, HAIER 24 FFEIZICEAI I L CL R 7 a0V Ik 2 EZHMME T Lizan=—
OHBUIMER SN o7z, LR 7 X400 500mg X 1 [/ H#51X, 100mg ¥ 3 [8]/H #5- & ik
L CRIBEIZHT D IRFN R & O OIEMHEIZ L VRO TH 2 B2 BT,

E.colilz®ddLAR7AXHL 00 LR85 U DER 24 BRE%RO
REDR E.coliRE 2 L—3 3 VR
(Log CFU/mL) (Log CFU/mL)
10 10
- =0 2] 94 o Omemee_ — Control
8 o 8. A, o 100mex 3/H
eogl -e-500mgx 1/H
o T S g Iy
= g Q Pt o 500mgx 1/H = g:
£ 4 N o % 44
3 - 3
2 24
1 14
0+ T r . . r : 0 r r , ; ; r )
0 4 8 12 16 20 24 () 0 025 05 i 2 4 8 16(ug/mL)
HERRE LRoax4yoy

9) PK-PDER (SefEillfl~ ) RBEEAFRER) ETIL
DBBEHEE PK-PD /85 A — 42 DEEM

&Y% 4 A ETIC 150mg/kg, YA H IZ 100mg/kg OHE T 7 074 A7 7 I REEENEG L~y
A (Crlj : CD1(ICR) . MEME, 5 Hliw) O OPERERIZ, %) 108 CFU/muscle OEIA CTHiZERE (S,
pneumoniae) 21k, KIGE (E.coli ) 1 KR UNKIRE (P. aeruginosa) 1 R LTz, LA m¥
Yoo OB G REIT, MRRE TIE 32 ~ 256mg/kg/H. KIFE TiE1 ~ 64mg/kg/H . #EIEE TIX 8
~ 64mg/kg/H & L, ZOFMANTH 4 HERE LTz, HRITRY: 2 RFE#% OB L, BERE, 12
IR 2 B G- 6 IRk 4 FlHe G- KO 3 BefIlE 8 oGO 4 ik TLr AR 74
ERETHRE L (LBE2ID) . #5806 24 BB OMMOPIEGANSEE (18 4 ik L. REoiy
RO LR T w3 R LR Lz AUC/MIC fi, B i i & MIC Okt (Cuma/MIC
fif) J%OR 24 WEHIFR > MIC A ko> i efif i & 74 IO E 493 (Time above MIC) & % 4 /37 A —
IUVAT Ay I RTNVERNTT 4 v T 4788, TOHER (R?2) ZMBEEOHIE L LTHE
L7z, ZOREF, MRERE, K@ R ORIEREIC X 5~ v ABEEHRRE T VIZB W T, LR 7 X
U DIRFN R & e b BN Z R L7z PK-PD /87 A — 4% (X AUC/MIC Th -7z,
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AENE T RBEGREETILICEFALRIOFH L UDEBEME L PK-PD /85 A —4 QBN

e e TFhHE (R?)

i PR AUC/MIC Conad MIC Time above MIC
S. pneumoniae 2 0.5739 0.2136 0.4322
FE. coli 1 0.7745 0.4277 0.7239
P. aeruginosa 1 0.7184 0.3496 0.2170

QBENROREBEICET H AUC/MIC {ED#&E

FRO L FBROEBRELET., ~ 7 2AOMEOPEIERIZ, % 106 CFU/muscle OFIA THiZREKE 4 14,
KIGE 2 0k, SHEE 28k, BT F7 - v AR BU R TR, MAEE 1AL, LR34
U DR G EIT, RERE TIX 32 ~ 256mg/kg/H ., KIFHE CTIX1 ~ 64 XX 4 ~ 256mg/kg/H .
PRI TIL 8 ~ 64 XX 64 ~ 512mg/kg/H, 7 F7 « v/t A® L ATIE 8 ~ 512mg/kg/H . fii
RIEETIT 1 ~ 64mg/kg/H & L, ZOHFANTH 4 HIERE L7, 1BRITEY: 2 REE& 2 S BA L .
12 WeIfEIRG 2 3B 5 K O 6 REEIfRE 4 0550 2 AT, vARZ7aX3d v v 2R PG Lz (1
FE20C) , #GBAMA 24 REEZ ORI OB N EE (1 4 Bl KOS MET O LR 7 1
P RS R U 72 AUC/MIC i 4 A2 $ 5-BR A e o0 IMERE A7 PN B 452 917l 3 5 AUC/MIC (Static
AUCMIC) % 4 /87 A—H 0T AT 4 v 7 ETANLHFHEET 5 Z & T static AUC/MIC f % %t
L7z, BEH L7 static AUC/MIC 1. Andes & OEICHE L | MiRERE LN T LM (RIEE.
WIRE., €7 F7 - v LB A B AROWRARE) MBI FEEZ R Lz, ZORR, MREKE L0
T AEMHEIC L D~ APEERRIRICB TS LR 7 axt v 0 static AUC/MIC fEix. ThEh
23.90 }1043.35 LEM SN, 2O L XV, LART XY 500mg X 1/H O AER O # 5B O
FERLAICH I % AUC 2349 50ug » hr/mL TH D Z L 2RI 5 & MiRERE 2 L TiE 2ug/mL, 7
5 AREPEEIT R LTI 1pg/mL LR MIC OEAEHEIRICA D & & 2 b,

REMFI T IORBEFHBREETIVICETSLR 70X Y UOAREDNRORERICET 5 AUC/MIC fE

[E B Static AUC/MIC (“F¥1i)
S. pneumoniae 4 23.90
VAN =i 6 43.35

a) E. coli (2 #K). P. aeruginosa (2 ¥%). S. marcescens (1 %), K. pneumoniae (1 ¥f)
(FENEEL

10) REBICHT HAREMNR (THTYILEZRRLEEETIL)
T AT (2~5 5%, MERE, 10 PT/EE) 1 LDso OF9 49 5O RIAE (Ames strain) 2 MK YGs L TG
ETAEERL, EEBE (EE%, 024 B 5, 500mg X /A FEEGROE MSEp LR T x4
VURERERS A T 0 7Y o R CEBL L HELR O E (1 A 2 [\, 12 RS (1A H : 15mg/kg,
2 | H : 4mg/kg #%5) 1 ZHWCIRERLG L 30 HIRRE NG L7, Y 100 H % E TOEFILHOHE
BamlsE L, InRIROMIEL Lic, TORE, SHRBECIEY 9 HE £ TIC 10 PErp 9 JEAEL L7z D
Zxt L CEWAGFRE 42 B) | A7 VR CITR G T 8 BRI 10 PER 1 JU23EL L
7o 720 O 9 PLITEYL 100 B % CTAF L, tREHCHER L, AEICHVEE (Fisher ® FIE : p =
0.0005) MR INT-, Fio, LR 7 ad o U E RO THEN S B S - pIEHE TlE, LR 71
XY AT DM CITfEER S LR Doz, LEDZ Enn | LA T ax v ik, TSP OVRIAE
MERREYLE T VBN T, 500mg X 1/ A F LR & b i EHERS 2 BB L 7o FVE R OV & TRk ah 1
oL, EREAZ MBS ERWnb D EE X b,

(I)EFRFIREFMA - FFinkFhT
MR L
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VIl. EYEREICET 5EHE

1. MAREDHS
(1)ABELEDGLFEE
TG DERAL, SR OIS IR T 5,
( TVI.2.2)FEMEERTEHHBAE . [VIL5.5)Z0HMOMEB~DBITHE 2H)

QEERHEBR THRESNOFRE
1) BEEERA
OEmEES
EIRNIZ B THERRARNZ LR 7 1 430 500mg & 22 BLALRE M4 5 U756 i e 3 B2 HERS &
OHEMBNRE N T A—=ZTRDO L BY ThH -7z,

HAEROKERHOMBHREHERE (n=40, mean+SD)

(ug/mL) 10+
8
o6

5

i

=
E4
24

4 8 12 16 20 24
B fE (hr)

HEZROKREHORDBE/ NS A -4

&5‘% Tmax Cmax tl/Za) AUCO-72hr CLt/F de/F
(B 5-214) (hr) (ug/mL) (hr) (ughr/mL) (L/hr) (L)
(ilggggg) 0.99+054 | 8.04+1.98 | 7.89+1.04 | 50.86-6.46 | 9.97+1.28 | 113.49+22.64

a) : AR CLyF: ROz U7 %
VAd/F : RO 5RO KO ISGEE T XL FH U= o fmaiE
(/ vz — kA MiEHT, n=40, mean=SD)




VIL_ EYEhfelc B9 5 HH

<EBE>RErEILDLLE
ENIZIB W TR A LA 7 e 4 500mg % HEHRE O 5 L7354 XX 60 43 T HalmE i
ELEGS, BYEE T A —2X, RO LBV ThoT-,

(/vayX— kA2 MEHT, n=48, mean=*SD)

= Tmax Cmax t1/2 AUCO-72hr

BB (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
1.00 9.79 8.05 51.96
500mg A FiHE 8 +0.00 + 1.05 + 154 + 4.96

QxiE’RE 12
R AR 9B LR 7rxY 0 500mg 2 1 H 1[0, 7 HEAEBICKEROES LEGA.
$e 5 2 AU MERREIXIFIE-EOHBEZ R L, ERYBE T A -4 1 HEE T HATIE
E—ETHY, KELGRICEET XS ERERIEGEED bRnol,

REZRORSFHOMTHIRE

(ug/mL) (ug/mL)
10 100

n=9, MeanXSD n=9, MeanXxSD

o i
th o
iR iR
5 &

72 96 120 144 168 192 216(h) O 24 48 72 96 120 144 168 192 216 (hr)
eS| B RS
--E =R 5 E (0.010¢g/mL)

REZORSHORMBE/ NS A —4F

i Trmax Crmax Caanr tig? AUCo-24nr Vd./F CLer AR PR D
(hr) (pg/mL) (pg/mL) (hr) (ng*hr/mL) (L) (L/hr) (%)

1HHE| 1.7£0.8 |6.02£1.04 | 0.37£0.08 — 43.36+3.76 — 8.06+0.75 69.621+5.95

7THH| 19%£09 |6.32*+1.15|0.47£0.15| 9.4*=29 49.67+£6.68 |136.6+-36.4 | 7.80+0.89 76.73+7.66

a) : FERM ORI b) : 0~24 KR O RREIR h PR
VA/F : RO GREOKKIOMEIEE TR L VBB L2 0msf Cler: B2 V770X
(/ »m =R A 2 MEHT, n=9, mean+SD)
() E=E
ZUERR L
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HEE-HFRROZE

1)

BEODEE

LR 7 mx ¥ 500mg HIERGRFOIRMERE T A —2 (ZEJEK) &, LARZ7exh o U ERE 1
A HOEYEGENSRT A—5 (R1%3047) ZHET 52 LICX0, BANCBIT2BFORELHRFI LI
fif, BED Cnax KN AUCo2nr & b REREELZIT o1,

LARZ7BFx4HS 0 500mg BOXSROENEE/NTA—FICEZLBENDEE

Cmax AUCO*24hr Tmax
(ug/mL) (ug * hr/mL) (hr)
Z2 i 2 7.35 + 2.21 52.03 = 8.79 1.44 + 0.73
1% 30 4 P 6.02 *+ 1.04 43.36 *= 3.76 1.72 *+ 0.83
a) : HE& 5K b) KEKRE1HH (n=9. mean=*SD)

(FENEEL
VAFTY, TARRY FIZKHEE
<HBEAT—2>
WA (M) 1T W TR AL, Y AF P 400mg 2 1 H 2 [0, X7 %Y K 500mg %2 1 H 4
[, 7 AfH%S5- L, 4 BRICVLARZ ad 4320 500mg # ZEERHEROKEE Lz, Y AFV RN n
NRY REDOPFRHIZL Y LR T r XY D AUCo72n IXZNVEIL 27.0% KT 38.2% EH- L. tiziZZh
21 30.5% K O 81.8%IER L7273, Cmax (ZEEIL A B Do 72 62,
BERUVZOMOHFRAEDEZE
<HEAT—%2>
AP IGNT7—h, ULTZ7 Uy ROT U7 T3 ReDFEMHAERRBROSE, WThoiRikic
BWTH, BYERE IR NZOFMER & L TR ORMFER LR 7 a0 U@ miEhoL
TV URE, e brr Ul (PT) . fiER 7 )R 7 T RRE, fEh 70 o — R RE RO
MiFFA A Y CREEICHAEGICL D EBIIRD N oTc, A7 T VT 7— b & OIRYF HAER
RBRIZIBWT, LR 7 X3 v OEYERRICKT 2 BFOREOMG bITOIL TV D03, EERHR S &
HEE L BB CTLAR 7 a X0 o ORMEREN K& < BB T 2RO bpinotz,  GENERL
( VIL7.Q#FAZEEL ZTDEH] )

2. HMEERMN/ T A—5
(W 7T&
AVUNR—FAVMETIL
L3y S—h Ay RET LS
(2) R LR IR [ FE 3 69
<% : 100mg &#HF|T—42 >
RERADBEREIZ 2 EMIAES A —45
(one compartment open model, n=5, F#H 23~48 EDH M)

A WG E R | WHARREEE | A A tue Trmax Crax AUCo-
kh&E (hr?) (hr!) (L/kg) (hr) (hr) (ug/mL) (ng-hr/mL)
100mg 11.67 0.18 1.19 3.96 0.92 1.22 7.46
(B#%) + 474 + 0.01 + 0.07 + 0.26 + 0.31 + 0.08 + 0.36
200mg 4.23 0.12 1.25 5.97 1.48 2.04 19.88
(B#%) + 155 + 0.01 + 0.06 + 0.38 + 0.31 + 0.21 + 1.15
100mg 15.75 0.14 1.10 5.12 0.82 1.36 10.42
(ZE 5 F) + 6.73 + 0.02 + 0.09 + 0.48 + 0.18 + 0.16 + 0.43

(mean=*SE)
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QPHRRETEH
<% : 100mg &&|T—42 >
BERACEITZEREKZS
VI2.QRIGEEE S 2

@H2I7I3UR
VI.1.(2) 1) QEEES] S

B)YrTBEE
VI.1.(2) 1) QEEFES) &R
<BE>

MVIL2.2)IRUEREE R M

(6)F Mt
MAUER e L

. BEH (REaL—>3y) @i

()M 3E
[EIPES T FRRAER, [ PP e R Y iE 55 TLAH AR B OV E N B RE AR N 2 B & L 73R B RRRRBRIC 5 1T % 1.
BEpRET —Z 2T 1LRBI (724 55HY) 2fEH 2-2 23— b A2 FET VT KL RAEH Y E)
e 2 F2hiE L 72, (FENEED

QNS A — A EEFHER
MAEP LR 7 a9 UBEE Cler O TIZEY EF L, KEOK FIZE Y Cmax (7T O AL A 23854
TIEHDH DD EFTEHZERHALMNE R oT-, FMRENEEDOEEI T/ NI o1, (FE=NEED

1S

NAFT XA ZEVT 4 [VIA1.(2)1) OBREHRE<LSES RlfET L DLLE) &1

<% :100mg &F|T—4%2 >

WL =R 63) 0 90% LA 1

<#gPT—4%>

g@;ﬁlﬁ—.—_ 64,65,66)

Ty b, AX, P (n=4) [ HUC-LAR 7 aFxH v 20mg/kg & HEFE O#E L725EE, Toax T NZE1 0.5
Refd], 4 BEf, SEEICTH Y. A X, FAOWRIUTT v FOWILE DIESCHTH 572, F72 Cmax (R LIRHR
2) I A>AX>Ty NDIRTh -7,

BEEZORSHOEMBEHREKRE

(ug/mL) 10

8

B W

B A ()
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UC-LARTOFH L VERRERKOEMBRREGTRERENSHH L-EYFE/ S A4

Trax(hr) Crax(ug/mL) tya(hr) AUC(ug * hr/mL)
vk 0.5 2.51 1.7 10.22
4 X 4.0 6.38 8.4 113.2Y
A% 3.0 7.76 4.5 83.72

mean (n=4)

a) AUCo24 b) AUCo-

RiE®RE

ZFv bk (n=5) IZ UC-LART7urxH T 20mgkg # 1 B 18] 21 ARKERDES L2EE, BRI 5% 0.5
IR 0D 42 LG TP ST RE TR B 1. X 5- I8 1.80~3.30pg/mL O#FPHNTH V| HEHEGEOMEN SV I 2 L —
Yar LT —HAIEE K L, £, KRG 24 MR 0O 2 R RE TR 138 PR ARLLL R ST R
FICTIHVMETH Y, KEHRGICE D BRI bR ot

REZFORSHOEMRHREHRS

(ug/mL) 5+
. O : £#lfE (meanESE, n=5)
= Q
m 5]
2 P
P
E rk
o 21 (day)

A

R YR &R L
UC-LAR 7 m Xt 5, 20mglkg 7 v b OFLESIALITTEN U CTRIEL &2 et L7 R, 1C- LR~
122 U AING B S FICRIN S v, B TORIITIARD TR o7z,

5 9 f
(1)1 i — R B P @

<g#MT—42>

HBNEE (Ty k) 6

UC-LAR 7 x> 20mglkg & 7 v MM HERE 045 5% O N N REIR EE 138 514 15 53 TEIIC L5
L KERGr DAL C MR & Ak, 5% 0.5 Rl TR BEICE LT, &5 0.5 RERIZ IS 1T 2 ik N
REIREE LR, o<, TR bIKD o 72, Ffk A if o B b 1T PR AR R & OERG Tid 0.2 LU T &K
Mol ZOMOMEEKDOZIZ 10U ETHY | UC- LR 7 a x4 OMBBITHEITIRFCH- T2, &
7o. WTNOMERIZIB W TS UC-L AR 7 1 3 o 3 54% 24 B E TIIRIEER L, ST 28013580
g inoT,
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Z v MIBT 5 EEROKRSROBMAKRSRERERR

@ @ FHREANTEE (ug/mLor g)
0.25 0.5 1 2 4 8 24 48 72 HFf
4 Il W 1.34 2.51 1.61 1.21 0.60 0.40 0.04 0.06 0.023
1 5 1.55 3.23 1.99 1.66 0.83 0.49 0.03 0.01 N.D.
fivé 0.14 0.24 0.18 0.19 0.12 0.06 N.D. N.D. N.D.
T 4.90 11.05 5.80 4.57 2.55 1.63 0.08 0.02 N.D.
B 5.30 11.48 9.12 5.28 3.13 2.08 0.13 0.05 0.04

mean (n=4)

N.D. : BRHIRALLUT

(2)1n 7% — R BERE P @8 1%

<#PT—4>

R T v M MC-LAR 7 r X ¥ 20mgkg ZHERE ARG LG, VA7 ed o ki x
WIS D Z AR I, R VAR O BUR BRI TR MR PR KV e 0 R0 7z,

BIRS v MBS ITHEREORSREOHEBNRE

FEAEPNIRE (ug/mL or g)
5 Y TN iR 12 B A R 19 B A

0.5 FRFf] | 24 KfE | 0.5 KEfE | 24 FRRE

A 1ML 2.99 0.08 3.46 0.09

. 4 4.06 0.08 5.04 0.11

lils 8.52 0.29 17.44 1.02
Rgn = 8.58 0.23 18.68 0.45
M 2.34 0.04 3.16 0.11

O 2.25 0.04 2.79 0.25

ESEVIN 0.50 0.00 N.T. N.T.

[ 2fEIR 1.33 0.01 1.86 0.09

JiE Y2 N.T. N.T. 2.59 0.11

LA N.T. N.T. 1.72 0.04
N.T. : R BrE3 mean (n=4)

)t ~DBITH

<HEAT—2>6®

LR 7 m X4 500mg/day %A G560 CHRE 5 BEZORBATOLR 7 aXxH o 00— 7 BT
8.2ug/mL C, WE OO M AFRRE & FFEE O FA~OBITR A b7,

<g}MT—%>

BIHT v M UC-LAR 7 o X K 20mg/kg & HERE NG U256, SLiE Rk SRR 13 & -
#% 0.5 BRI i@l 5.81ug/mL (C2E L7z, #5-% 0.5~24 R 2 W5t/ g P i g T 2.1~2.7
ThHh, UWC-LART7 X W NI ~OBITREWZ EDRH L nE o7,

(4)BERA~DFBITHE 69

<$H% : 100mg &FIT—42 >

WRERBR BB IZ LR 7 b 242 Lokl 200mg & BiEIF G- LU, #&5- 3 BE$4 O Bk 1 M OV TE i fE %
HE LT,

o Bhierhipe | BEERTIRIE
=8 fig B — (B
5B n S R PR CE#1%)
200mg HilA] 10 3 W[ 0.355ug/mL 0.156




VIL_ Y Ehielc B4 5 IH H

(5)Z DDA~ DIEITHE
BEICLAT7rXY v L LT 500mg # HEIRR A& G LicSa, DERE (5% 2.6~4.1 R Tkt E
AT © 1.42~1.89) 22 RIS (5 2.9~4.0 B CTRIMEPHEL  0.76~1.58) 29, HiF (&5
% 1~4 WE[E] CTxEMAE IR 0 0.40~0.88) 29, EZEIRBGMR ($¢5-% 2.3~5.8 IRefi] Cxb g iR E I : 0.89
~2.29) 2 &y (5% 1~4 FFE O mAE PR AL : 0.11~1.39) 29TH Y, mWBITHEZ R LT,

I %

LARZ7Be%H 0 500mg (LR7uaxHv b L ToORE) HEE 5% 2 B OGP RE (n=7) 1%, 5.26
+1.75ug/mL CEXJfE) T, MyEHREICKT 51X 0.9720.17T TH o7,
<% : 100mg &&|T—42 >

(RN B

KRR VB HIRE
i1 - it g | | ORI ey | e i | MR
Vg 70 100mg 2 0.5~24 | pg/mL 11605 i) 0.81
200mg 2 0.5~24 | pg/mL 3.67(5 i) 1.24

W 63) 100mg 5 pg/mL 0.72(5 R 1) 0.7

100mgx3 3 A | o y 2.16+1.30CF- %)) 2.18+0.81

ALk g ™ HE'E 0.39~5.38(fiH) 0.97~4.33
200mg™ 14 3 uglg 3.91+2.33(FHfE) 2.17

Hig ™ 100mg 3 2 pg/mL | 0.54%+0.62CF#4{#) 0.59+0.63

T 100m 1 2 / 0.85 0.49

T E BRI 200m§ 1 2 fé/i 1.01 2.73

LB AL 7 100mg 41 1~8 nglg 0.34~1.06 i) 1.11~1.93

B ARG IEE 70 100mg 2 1 uglg 0.84 0.63+0.88

AT FE Rk ™ 100mg 1 1 nglg 4.10 3.66

N R 100mg 26 1~6 nglg 1.09~1.51(%E) 1.25~2.52

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

HTEM|® 100mg 8 2~5 nglg 0.19~0.77(#i) 1.00~1.50

B N 7 100mg 5 2~8 nglg 0.84~1.37(H[H) 1.51~1.76

e AR 7 100mg 26 — uglg 2.175CF-¥1i) —

B i 100mg 16 3 uglg 0.79+0.1CEH i) —

SRR 75 100mg 13 3 nglg 0.35+0.1CEHiE) —

S i 100mg’® 5 1.5 wg/mL. 0.64+0.46(GE-H4E) 0.55+=0.12#
200mg7" 5 1 1.02+0.46 CE#4{H) 0.47+0.10

AR 78 100mg 23 1~6 nglg 0.49~1.79 (#ipH) 0.78~1.86

B ™ 200mg 4 2 nglg 4.73+1.52(CF-#4{#) 1.63+0.13

FE R AR 7 200mg 4 2 nglg 3.32+0.48CE-#{H) 1.19+0.13

100mgx313,13 ) o 7HH 1.190.08CE#{#) 1.12+0.11

KR ™ M pg/mL

100ng|><Fg B3 g 13 HH 1.32+0.15CF 2 1.26+0.14
100mgs" 3 2~4 0.64~2.13 (i) —

- A TR R 200mg8? 3 2~4 nglg 0.77~4.86#iH) —
200mg8? 7 1.5~4 0.11~3.06 i) —
100mg8? 5 2~3 1.57~2.04(FiFR) —

FEA RS 200mgs? 5 2~3 nglg 0.89~4.27(#:#) —
200mg8? 7 1.5~4 0.11~3.39(H) —

A FERE R 82 100mg 6 2~3 uglg 0.34~1.59(#i#) 0.9~1.7

ARZEAH Y- 82) 100mg 6 2~3 pg/mL 1.8~12.2(#i ) 45~12.3

JIBAE R - 82 100mg 4 2~3 ug/mL 1.4~5.8(#iFH) 1.9~6.2

B2 IR 89 200mg 39 | 50~2404y | uglg 0.00~8.49(iH) 1.14

Rk 89 100mg 13 2 pg/mL | 0.61%0.25(F k) —

ST 5 100mg 20 2~9 LgfmL 0.15+0.07CF-£f#) 0.200.07

200mg 22 2~8 0.53+0.27CFH4E) 0.26+0.10
kLA TaXHh kI E LT #: AUC tt



VIL_ EYEhfelc B9 5 HH

<z o>
i ehE )

In vitro \[ZB VT, b MMEFEREZ 10~100pg/mL O LR 7 1 43 i T C 30 4yksas Lo 5, fa e
FEIXIMNE IR EE O] 7.01~9.63 512 BIFE LT,

k23

Invitro\ZBIFTH 1UC-LAR7uxHh Db MLEKR~OBITREBRFI L7 E 2 A BITHIX 37.0~39.4% Th

ST,

E FMBRADBITE (in vitro)

LARZ a2 E (ug/mL)

1 394 + 1.2
10 385 + 3.5
50 37.0 + 4.7
(n=3. mean=*SD)
(FENEED
<HNEAT—E>
KBER VBB HRE
o NEEE T R e e KR - R
KRR - A =R i B - IR L HE 2) !
500mg/24hr N 4.33+0.96(F = 1E) —
SRR X 3 [l ¢ 05724 | we/ml |6 5 4 o(P s 0.2~15
FAEEEE 500mg/12hr 0524 o, | 6:79=2.050L ) —
X 5 [i] : Keim 1.2+ 6.7CF-£i) 0.5~1.2
R PN g 0~24.6 nglg 0.39~2.98 (i) 0.28~0.69
i PN SEA A 500 94 0~24.6 nglg 1.05~7.57(&H) 0.44~30.48
- REREEH me 0~24.6 nglg 0.49~15.12(#i ) 0.06~2.16
M RpE AL 0~24.6 nglg 0.28~2.37(#i ) 0.12~0.80
U SRS 500mg 35 0.5~8 mg/kg 4.8~8.3CF¥i) 0.9~1.8
o S 500mg/H 5 HRE | 4 4~24 pg/mL | 0.70~9.94CF#{i) —
L5 s SRR
SR LR 500mg 35 | 05~8 | mg/L | 5.9~10.9C7H4fH 1.1~3.0
" 500mg/H 5 A | 4 4~24 pg/mL | 13.8~97.9CF-#f) -
07—
W~ 7 500mg 35 0.5~24 mg/L 16.2~46.9CFH# i) 4.1~18.9
JitikEL ik 500mg 16 |2.28~25.43| pglg 1.61~18.40(%i[H) 1.06~9.98
FIRAS R 500mg X 3 [A] 20 0~24 — — 2.96
WE P 8D 500mg 30 1~24 mg/L 5. 105 i) —
Bl Sl i 88) 500mg 6 3 nglg 5.84(F 4fE) 2.56
[IEZE 89 500mg 7 | 3.42+1.05 | mg/kg 17.93(H JfiE) 1.7+1.12

RRH ~OBATIZOW T HRF ST % 90,
a : U ) AR O SR MR NIR B O S8, BLPH) RcARIRIR - FRR PN IR B ~ e (R - FRRINIREE . CE1H) &8

SR R D IEIIRIR - R NI D SR ARAR ~ I v L
b : REFMENTIC L0 EH

(6)MIEELMEEER

¥ LART7aFH L LT

VAR TZm %% 1~50ug/mL @ in vitro TO & b IAEE ARG & RIX, [BIAiETETH 26~36% Th o7,



VIL_ Y Ehielc B4 5 IH H

6. £
(DA HERLL R U SRR
<% . 100mg &&|T—4 >
1) MmMBPRE
fEFER A B F 6 Bl LR 7 a4 K 100mg Z a5 U, fEf ofi 2 F UK KO N4
P A RIRIZOWTRE LT,

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) RepfH oV
ENICB WO THEER A+ 6 FlIC LA 7 o420 k¥ 100mg 2 HER G L7284, BER P HE
L, BH% 24 FICB W TR G ED 79.6% 03 KRZEIK, LT5% DA F /AR, 1.63% 5 NAFH A R
KTHoT=,

3) BB HY
EWNIZBWTHEE ANV AR 7 v 54 2 2 KF% 100mg % H[A #1514 2~3.5 K] T o RFEAR
a7»7&/&@A¢%fi00&m4@gmLf%@;kﬁw%’ﬂﬁéﬂ 1% 8.9~25.8% Ch -7,

AR AT T B IRIERRRE D 7V 7 v UIBRE RO b,
o}

F. COOH
—
HsC-N N

v+7u*ﬁ//

\\\\\ .
o F COOH

/N
F cooem COOH HN N N
/N
HeN N ch N
O\)\

_______ - CHs
CHs \)‘CHs
JynL stk N-* %44 Fik B % F Lk

(Glu: oo k)

QRKBFICEAET S8R (CYPE) OHFiE. H5E
LARZ7axY v U HFET, B R CYP o FRRROZETAVEEZE NFI 7Yy —bb M v Fa—Ta v
L. SEWRERERIEEZAE Lz, ZORE, VA7 ax v 0% CYP 7o 1k B SEY TR TG
%95 ICs0 1%, W 4L 100pumol/L LV Eovo 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

(RN B



VIL_ EYEhfelc B9 5 HH

QIEEEHEOERRUEOHE
AR L

GRFVOEFEDFERVFESELL, FHELE
LARZ7axH o B ON A F AR, N-FFHA NIR, 53 8Y O Wi IR R OFEHERR I 5 P E
ZRE LTEAER, WA TFARITI LA 7 md o o L EREIC K > TR%SR WL 1/64 [FOPEEEEZ R L. MV
F XY A FMRILT T SRR O—EBITR L THIHWIEMEZ R Lz, —7, IURBBERICIIIIEEEITIZE A SR
DN o7,

7.8 it
(1) 4kt BRI B UHE %

FELLTEBTH 5,
<% :100mg &&|T—4%2 >
BERER A LR 7 | o KR 100me % WIBHR 5. L SRR 72 BHRIERBI ORENT 2 17> 72, ZORER,
PRANE e KT WAEHEE  (Vmax) 1% 0.42umol/min, Michaelis %% (K») 1% 0.52umol/L, JRHIE FHHRINE (R) IX
0.15 Th o7z, LI -> T, LA T 14 3R ERIK St & OREEN IR M /0 feic Lo gkt s s &
EbIT, —EITRAME L BRSNS Z LR E T 99,

(2)BEitt =
BERRA
OH a5
ENICB W THREEERR A B 9 BlIC LR 7 1 %420 500mg % 22 ERF AR 35 L7254, #5% 0~
24 FFH DR PIREL T, 138.8~877.7ug/mL T ¥ | #54% 72 FF# £ TITHR G- & D 83.76 % N ARZE( MK L
L TR HEE S 47z 12),

HEZOREFR ORI

(%)
100 -

80 4 —

n=9, Mean=*xSD

O 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)
i

F7. BEEERANBYE 5 B LR 7 v 02 Lk 200mg 2 BHEG LI-BA . I3 E% 72 1
TG ED 3.9% P REMKE L THRIt S 7z 69,
QG-
VI.1.(2) 1) @QxREHRES) 5K



VIL_EYyihieIZ B4 5 I H

8. I URKR—E—IZBAT H1ER
CLer DSRERIRABEEZ RIS Z D, LARTZ B33 UFRME THMINTnb B2 55, 0AT1
J O OAT3 OEAITH 57 a~x > K, MATE1l, MATE2-K &, O* OCT2 DILEEAEZ b o> AF Y%, H
ARNZVAR 7m0 mifiilgl z2 T3 2 & Cler WZALEI 36.8% KT 23.4% 4K L. - A3 4E
L ROMAOTFT—4% HEAT—2) 1% VIA1.4) QU AFTy, TARRY RIZKZEE <HBEAT
— 2> .
VAR 7 v X% 3 U DRMIE 3WA 7 = X LIRS TWRWD, In vitroiBR Tl P-FEZ o7 ORE
ThHIZENREINTND 9, F7- BRI Z AW B IABZRBRICKS W T MATEL XU MATE2-K
DUART7 v X4 o UEREIEEITERN Z ARG I TN D 9,
FHEIZDWTIX, in vitro TP-¥EH X7 1Z%89 % 1Cs0 1%, 1644puM &t ST 5 99, 500mg % % F#% 5-
L72 L & D Crmax L OTHLENIRE OHEEIE X 0 R CP-HEX L %0 20 LT EERNEE 5 Y A7 13K
WeEZ LN 9, £72, OCT2, MATE1 & U MATE2-K (Z5%f3 5 ICs0 1%, WL H LR 7 1 %422 500mg
ZEGHED Cmax £V m<, ZNEH 127uM, 38.2uM K O* 81.7uM & i 4L TU 5 95.99)

9. BMZFICKBBER
MEENT X% CAPD I, AL DO LR 7 a3 VRE~ORBIID N EMENRH Y 99100100 FHHF#4 0
BEMEGIIARELEEZ BRD,
<% :100mg #&|lT—42 >
(1)REREE AT
LR 7 m XYoo ofEiEENT (CAPD) 100
NERGENT R 6 B (B 3 B, 22tk 3 B, 50 % ~170 i)
U 1B, BERIIER R ER G LAE 5 i PR R A AL ]
BTN - 51+£26.6 7 H (26~96 7 H)
JVTF=2 s VT T AE ) 5.4£0.36mL/min  (4.8~5.8mL/min)
LR 7 a v K GE  U1A - 100mg X 3 [B/A (2f%) . 2 H HLAEE--100mg X 1 [8l/H  (§])
W 27 U T TR 22.6+7.34mL/min
JEfE 7 U7 Z > A ¢ 3.42+0.831mL/min
AR - 76.3£21.9mL/min
M AEERE® 5y 0 69.7+13.76%

W EESITREICRBWT, ARIOER S VT 70 23e8F 7 V7 70 ZA0K 1T% Th o712,
% MG VT T AED R

A4 fEfEs U7 Al (mL/min) MR 2 (%)
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

LiR7aXY o roER s )T T o AMEIMOFUAEYE L REOEEY R LT,



VIL_ EYEhfelc B9 5 HH

(2)Mni&EH
MiEBFTEEICHITBBE 9
MRENTBEFE 23 HllC LA 7 X oK 5. 4 RZEITZ O FERRERIL, 36.9% Tho7z, b
A7 XY K 100mg LRI 5RO 8] - FEENTIRE 55.4£19.8 K], BHTRE 5.9 1.9 KFfH]
2 FIEDOX AT 74V —FB-130U (EAnm—RX Y 77— M) & PS-1.3UW (KU AL7 4 ) ORF
THERZFIRDO LT, LA 7 OB W TEA T IA4 P —Ic X ER I VWL0 L Eb
niz,

BAT 5 A — Vﬁ7u%?¥€//m?59?3\/7\ LIR7 a4 v D550 R
FB-130U (n=8) 114.9+6.9 t=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.8)
Total (n=13) 113.6+6.0 0.74*0.17

* XSO 7Rt BRE

<BE: BHET2LFATIM4AF—DMHE>

pERy || WHZ V77 Amlmin) | g | g BRI i FH A
(m?» | BUN Cr P VB | (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

10.BFENERZAITHEE
(BHReEEREICH T HEEKRE 102
FEINIZ B W TR RERE E B % Cockeroft 1B K57 L7 F =027 U T 7 A (Cler) fHIZLY 4 BEIZHT
(F) . VA7 rXH o 500mg & ZEHERFHERR Q&G L7256 BHERIK TSy, iR O£y
TR O R | JRPREDOIR T R OR YRR T RRO i, £/, 20 4 8% 1# (50mL/min
= CLer) & II# (CLer < 50mL/min) (ZKB] L7285 OFEMENRE T XA — X ZIRFITR LT,

HRROKEHROMBEFRE (BHEERESESE)

(ug/mL (ug/mL)
151 100
Mean=*SD
~O- 80mL/min = Ccr (n=5)
—-8-50mL/min < Ccr < 80mL/min (n=6) 10
-/%- 20mL/min = Cer < 50mL/min (n=7) 3
104| —& Cer < 20mL/min (n=4) ]
m == i1 | I,
9 : EEMRFIE0.01 ug/mL) ¥ 1 1 X
5 T IR S,
= woo T
i 3 51 B Y ? Mean=SD ? ~~~~~~~~~~
IS i -0-80mL/min = Cor (n=5)  — = T
B 5 AN 0.01 4 -=8=50mL/min < Cor < 80mL/min (n=6) ____ "Q
19 -A-20mL/min = Cer < 50mL/min (n=7)
~~~~~~~~~~ J & Ccr < 20mL/min (n=4)
0 [ —— . 0,001 _‘ --- E=[RFR{E0.01 ug/mL)
0 12 24 36 48 60 75 (hr) ' 0 12 24 36 48 60 75 (hr)
S B M



- Y EhREIC B D IEE

HEEORERORPHR (BHEEEES)

(%)

1004 Mean=+SD
-O- 80mL/min = Cecr (n=5)
-8 50mL/min = Ccr < 80mL/min (n=6)
A 80 -A 20mL/min = Cer < 50mL/min (n=7)
% - Ccr < 20mL/min (n=4)
h |
H e R G
= ==
£ ol 0 A
20+ Z7 A
0 t
0 6 12 18 24 30 36 42 48 (hr)
B
(FENEED
EREEZTEFICS T LEMER/ANSTA—42 (/= ss— kA MEhr, n=22, mean+SD)
B CLecr Ik Cmax Tmax t1/2® AUCo-72nr Vd./F FRER PR
(mL/min) ) | (ug/mL) (hr) (hr) (ug-hr/mL) L) (%)
+
80=CLcr 5 6'1435 1.60.9 8.3+0.5 62.90+13.78 | 98.40+£19.99 76.96£8.25
7.65=+
I |50=CLcr<80 6 1.44 1.2+0.4 9.9+1.3 97.44+7.80 | 72.60*£8.44 82.567*+1.51
= 712+
7t 11 135 1.4+0.7 9.2+1.3 81.74%20.78 | 84.33119.42 80.02+6.08
+ +
20=CLcr<50 7 917+ 1.3£0.5 15.9+3.8 150.96= 72.30£14.52 56.391t13.51
1.68 18.03
8.03+t 250.66*=
< .8+1. T+14. 35+t11. 28+t11.
I CLcr<20 4 0.59 1.81.0 | 33.7*=14.6 58.30 72.35+£11.79 28.28+11.83
= 8.76* 187.22+
= + + + +
t 11 1.46 1.5*£0.7| 22.4*+124 61.19 72.32+£12.97 46.16*18.78
a : MEARMEOEINTH b 0~48 Kefi] o0 SAFEIR H Pttt 3
Vdo/F @ 810G R ORI O RE B EH L 0 B H U7 oA ahd FENEEL
( IVIL6.2)EHEEREERE &)
Q)EREEETREICEITAREREARVAEIZLSVZaL—23Y
%% EfEBE (ERREONEE : Cler < 50mL/min) (28I 2 AFOHELOCHEORESORZE LT, L

R7wXY o ERGRFOMETREHBEZ I 2 —var L (FR) .

50mL/min ®HBEFEIC
# 5

20mL/min =
BWTik, bAR7axH v o9E 500mg #8254 2 H HLUAF: 250mg # 1 H 1[0 6 HE
WCEDFEE 7 BB TR EIRED ERIZR N ho7z, 72, Cler < 20mL/min @ BE#E

CLer <

TiX. #IE 500mg $ 5% 3 H H LA 250mg #F@ H 3 A& GIc kv, migEhEyEE:, 1R 7THAT

ZIEFREBETHY .

RED EHIX

wu &5 ’5%&3753’3 771.0



VIL_ EYEhfelc B9 5 HH

20mL/min = CLecr < 50mL/min ®&EEFEZ & ClLer < 20mL/min OEEFEZ EOMFEHEE
D M3 iR EHER (F1[E] 500mg % 5% 250mg H#F (¥ 500mg &5 1% 250mg fmHE 3 BFE
1H1EG6 HEZSEDZaL—3Y) BEDIalL—Y3aY)
(ug/mL) (ug/mL)
15 15-
— 20mL/min = Ccr < 50mL/min | Cer < 20mL/min
ﬂ'ﬂm
i<
o
=
E 5

T T T T T T 1 0 T T T T T T 1
0 24 48 72 96 120 144 168 (hr) 0 24 48 72 96 120 144 168(hr)
B i

BHREMNEERAERVAZBICET2ENBENSA—2D 32— aViER ®E7HRB)

. . | Cockeroft ¥£1Z & % CLer N N s Cmax AUCo-24n,?
ki e (mL/min) RERCHRORZ (ug/mL) (ng-hr/mL)
I 11 50 = CLer 500mg 1 H 1 [ 8.20+1.43 | 82.24+21.10
7 HH
#IE 500mg #5144
< + +
. 7 20 = CLer<50 950mg % 1 B 11416 H [ 6.33+0.66 79.24+10.14
#IlEl 500mg % 5-1% . .
4 CLcr <20 9250mg [ H 3 il 5.981+0.81 83.48+29.86

a) : @ A5 Tlx AUCo-asnr X 1/2 (mean+SD)
( [VARZRUVBZEICEET 538 2H)
(FENE KD
QK ENESE

<3% : 100mg &E|T—4 >

OEEEZE

MBEAT B 18 51 % 812 L CGENT R T 2 R ATIC AR 7 a 493 2 Kk Fi#) 100mg & HERE O 5L,
#ENT (XA T 74 % —: FB-130U X% PS-1.3UW) % 3Kfi] (n=2) H2WIE 4K (n=11) 1To7z &
Z A, MIEFREITR 62%IIK F Lz ( [VI9.Q)MiEEH | &) .

MREMEEICE T HMFPREHRE

(pg/mL)
2.5-
1.59+0.51 mean+SD
(n=13)
2.0- 1.39+0.39
(n=13)1.29+0.32
(n=13)1.13%+0.31
m 1.5 , (n=13)0.99+0.32
b= s (n=11) +
s 0 o.(79__o.)27
B 1ol S n=11)959+0.23
E L (n=11)
/"
05- _
S | B |
4

o
~

N

~

0 1 2 3 4 5 6
BEHEE ()



VIL_ Y Ehielc B4 5 IH H

QRBEXILERERE

Mg ENT B 23 B 2 I A £ 5-8% (1[0 100mg 1 H Z &2 2 8], # 200mg) & # A £ 58 (1 [3] 100mg
1H 10E4 B (2400, 4 BRI OZHTRTE O MG H iR E 2 0E Lz,

ZAT T4 Y =%, FB-130U XZ PS-1.3UW Z 7= ( [VI.9.(2)Mi&EH | &) |

MAEBHEBEHICE TS REEROREFOMBRERE

EE#ES (n=10) EH#®E (n=13)
(ug/mL) (ug/mL)
3.5 3.5 2.1620.91
3.0 3.0 1.78+0.92
25 25
il 1.34+0.6
j 2.0 2.0 +
$ 1.1840.39 1:120.56
7oA. 1.
g 0.8610.29 078%026 "
10 0.520.16 10
0.5 0.5
0 mean=®SD 0 mean+SD
1BE [ 2BE [ 3HE [ 4BE [ 588 | 1HE [ 288 | 3HE [ 48E [ 588 |
LVFX100mg t 1 1 t 1 1

B AFIOAR S ER ORI D@ RAKIZL AR Z7e %32 LT 1H500mg # 1 B 1 ERA#KST 5,
2B, A ERITE U CEERET 5, Wit R ONF OfMOFERIEIZ WX, FAIE U CThoPiisssk & O0F
THZE, BFT7ARNTFTRZONTE, LART7ed Yo LT 1HE500mg 2 1 H 1[E 14 R AO#KRES
5, | ThHD,

(4)=HnE 12
H AR Nt FE im0 9 1] (67~73 5s%) M OMEREA A B 9 5] (20~27 %) A XIRIZ, LA 7 r ¥ ¥ 500mg
Z1H 1E7 BEERRERARS L, BEYEE AT A —FZRat Lic, TO/ME, Coax lZOWTITRE
ZET N OO R E S B TR B CLe/F DK T, AUCo24n: D EF-NH SN TEY | Ik
PR D BESREIR F OB L 21T 5 Z LRI S - ((TVL6.(8)EkE) 1) |

RESHRAUERVEERABEOENEE/ S A -4 (500mgZ 1 B 1H7 BRBRRERORKRE)

SRR
&‘5‘ Cmax 024hr Tmax tl/Za) AUCO‘24hr VdZ/F CLSS/F CLCI‘ iﬁ%?
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ARE Sy — 2( 0.01) — 2( 0.01)
KI5 — 2( 0.01) — 2( 0.01)
WIHAAHRIE 3( 0.19) 2( 0.01) — 5( 0.02)
ARHRE 37( 2.34) 10( 0.03) 2( 0.57) 49( 0.15)
MEEAR e 5 — 1( 0.00) - 1( 0.00)
BIE R E 1( 0.06) — — 1( 0.00)
IR 2 2( 0.13) — — 2( 0.01)

R R 92( 5.82) 50( 0.17) 2( 0.57)| 144( 0.45)
UREATEES — 1( 0.00) — 1( 0.00)
JE g — 2( 0.01) — 2( 0.01)
Bk L~V — 1( 0.00) - 1( 0.00)
FEIED F 0 59( 3.73) 24( 0.08) — 83( 0.26)
R S 4( 0.25) 2( 0.01) 1( 0.29) 7( 0.02)
SR 23( 1.45) 9( 0.03) - 32( 0.10)
JETE SR 4( 0.25) 3( 0.01) — 7( 0.02)
FEAR A RE R 3( 0.19 - - 3( 0.01)
PR R IR — 1( 0.00) — 1( 0.00)
1R 6( 0.38) 5( 0.02) 1( 0.29) 12( 0.04)
S 1( 0.06) 1( 0.00) - 2( 0.01)
PRHR 3( 0.19) 3( 0.01) — 6( 0.02)
MEAR OB R T 8( 0.51) — — 8( 0.03)

AR B 3( 0.19) 5( 0.02) — 8( 0.03)
R — 1( 0.00) — 1( 0.00)
Rz A 1( 0.06) - — 1(  0.00)
RSP IR AR 1( 0.06) - - 1( 0.00)
R 6 v e 1( 0.06) — — 1( 0.00)
AR 72 ifi. — 1(  0.00) — 1(  0.00)
L — 1( 0.00) - 1( 0.00)
RETF — 1(  0.00) — 1(  0.00)
Al — 1(  0.00) — 1(  0.00)




VIL.

ettt (N EOEES) (S 5IEA

N e | BUBARTEA R
IR O A | R st & 3
o " (4 3 Br*)

B RO pEE 3( 0.19) 1( 0.00) — 4( 0.01)
Hug 2( 0.13) - — 2( 0.01)
[Bl#EME D F — 1(  0.00) — 1( 0.00)
NS 1( 0.06) — — 1(  0.00)

W s 10( 0.63) 9( 0.03) — 19( 0.06)
AR 1( 0.06) - - 1( 0.00)
Gl 9( 0.57) 9( 0.03) — 18(  0.06)

18 f 2( 0.13) 3( 0.01) — 5( 0.02)
AT — 1(  0.00) — 1( 0.00)
R 1fn 1( 0.06) 1( 0.00) - 2( 0.01)
FTY 1(  0.06) 1(  0.00) — 2( 0.01)

RO 25, MS M OVERR b 5( 0.32) 7( 0.02) — 12( 0.04)
BREE K 1( 0.06) - - 1( 0.00)
A o iz, 4( 0.25) — — 4( 0.01)
P [ e - 3( 0.01) — 3( 0.01)
¥t — 2( 0.01) — 2( 0.01)
R P i R — 1(  0.00) — 1( 0.00)
SR — 1(  0.00) — 1(  0.00)

H e 139( 8.79)| 190( 0.64) 17(C 4.89)| 346( 1.09)
G A R 20( 1.26) 24( 0.08) 2( 0.57) 46( 0.14)
I TS e 12( 0.76) 3( 0.01) — 15( 0.05)
R IR 6( 0.38) 5( 0.02) — 11( 0.03)
TREEE 1( 0.06) 1(  0.00) — 2( 0.01)
g 8( 0.51) 12( 0.04) 1( 0.29) 21C 0.07)
G 4( 0.25) 9( 0.03) 1( 0.29) 14( 0.04)
T 22( 1.39) 73( 0.24) 4( 1.15) 99( 0.31)
(mEA R 11( 0.70) - — 11( 0.03)
e N=S 5( 0.32) 3( 0.01) — 8( 0.03)
BLW 2( 0.13) - - 2( 0.01)
PE(E B N 1( 0.06) - - 1( 0.00)
EES - 3( 0.01) — 3( 0.01)
R E W R 3( 0.19 - - 3( 0.01)
H ke 6( 0.38) 5( 0.02) — 11( 0.03)
IR — 1(  0.00) — 1(  0.00)
M EPTB BT A — 1( 0.00) - 1( 0.00)
GV 55( 3.48) 51( 0.17) 8( 2.30)| 114( 0.36)
AN — 2( 0.01) — 2( 0.01)
Mg - 22( 1.39) 16( 0.05) - 38( 0.12)
R 1( 0.06) - — 1(  0.00)
TEREAL A i — — 1( 0.29) 1(  0.00)
DA R 1( 0.06) 1( 0.00) — 2( 0.01)
1 O SRR — 1(  0.00) — 1(  0.00)

JHFRH S R e 16( 1.01) 22( 0.07) — 38( 0.12)
FERgRE 2L 5 15( 0.95) 14( 0.05) - 29(  0.09)
b 1(  0.06) 8( 0.03) — 9( 0.03)

FZRG K OV T L gk e 24( 1.52) 56( 0.19) 2( 0.57) 82( 0.26)
YeRas — 2( 0.01) - 2( 0.01)
P> 2( 0.13) 16( 0.05) — 18( 0.06)
ez — 3( 0.01) — 3( 0.01)
HLBE 1( 0.06) 3( 0.01) - 4( 0.01)
ZiTE 1( 0.06) - — 1(  0.00)
e BRI RS — 1(  0.00) — 1(  0.00)
O PEIE 8( 0.51) 4( 0.01) — 12( 0.04)
395 13( 0.82) 19( 0.06) — 32( 0.10)
EH VRS 1( 0.06) 1( 0.00) 1( 0.29) 3( 0.01)
D PR - 1( 0.00) — 1( 0.00)
E IR — 10( 0.03) 1( 0.29) 11( 0.03)
2T O FEIE — 2( 0.01) — 2( 0.01)




VIl et BER EoEEs) (R4 2IEH
N e | BUBARTEA R
I 00 R "‘Jﬂggﬁﬁ“" ‘ﬁ?ﬁ e a i
o " (4 3 Br*)

B S R B OV B ik 13( 0.82) 10( 0.03) — 23( 0.07)
RE i 3( 0.19) 2( 0.01) — 5( 0.02)
W ER I 2( 0.13) 1(  0.00) — 3( 0.01)
TR — 1( 0.00) — 1( 0.00)
REfiERR 1( 0.06) - — 1(  0.00)
IR 2( 0.13) 1( 0.00) - 3( 0.01)
REE3] 1( 0.06) — — 1( 0.00)
A7 P9 — 3( 0.01) — 3( 0.01)
VU R 4( 0.25) - - 4( 0.01)
e e — 1(  0.00) — 1(  0.00)
s — 1(  0.00) — 1(  0.00)

B OVR B f 4( 0.25) 9( 0.03) — 13( 0.04)
i JR 1( 0.06) — — 1( 0.00)
ZIR 1( 0.06) - - 1(  0.00)
BEPR 1( 0.06) 2( 0.01) - 3( 0.01)
EEN — 1(  0.00) — 1(  0.00)
R i — 1(  0.00) — 1(  0.00)
JRELH - 1( 0.00) — 1( 0.00)
R RE R 1(  0.06) 4( 0.01) — 5( 0.02)

TR M O REE 1(  0.06) — — 1(  0.00)
A s 1( 0.06) — — 1( 0.00)

— %« RHEE R OGO REE 27( 1.71) 30( 0.10) 2( 0.57) 59( 0.19)
S E 12( 0.76) 3( 0.01) — 15( 0.05)
R AN Rk 6( 0.38) - - 6( 0.02)
Mg 1( 0.06) - — 1( 0.00)
A — 1(  0.00) — 1(  0.00)
PR T RN - 3( 0.01) — 3( 0.01)
7 1( 0.06) - — 1(  0.00)
HLH 3( 0.19) 5( 0.02) - 8( 0.03)
ZNR 1( 0.06) — — 1( 0.00)
Gy fi — 1(  0.00) — 1(  0.00)
(=R 1( 0.06) 8( 0.03) 1( 0.29) 10( 0.03)
TN - 1( 0.00) — 1( 0.00)
FAGVER IR 2( 0.13) 3( 0.01) — 5( 0.02)
FEEL — 1( 0.00) - 1( 0.00)
M8 1( 0.06) 6( 0.02) 1( 0.29) 8( 0.03)
PR SR v N — 1(  0.00) — 1(  0.00)

i R A A 211( 13.34) 94( 0.31) 40( 11.49)| 345( 1.08)
TI=r T2 NT AT =T —BHN 29( 1.83) 26( 0.09) 4( 1.15) 59( 0.19)
TANRTGXUEET I ) N T VAT =T —BH 22( 1.39) 26( 0.09) 4( 1.15) 52( 0.16)
T R ER B 0 1( 0.06) — — 1( 0.00)
A e U A e 8 10( 0.63) — 7( 2.01) 17( 0.05)
27 o — g — 1(  0.00) — 1(  0.00)
A7 V7 F ok ARFF—B 4( 0.25) 5( 0.02) 1( 0.29 10( 0.03)
m 7 L7 F = Hhn 3( 0.19) 8( 0.03) — 11( 0.03)
i7" R o7 b 1( 0.06) 1( 0.00) 3( 0.86) 5( 0.02)
A= R o fE AN - 1( 0.00) — 1( 0.00)
i H LR S K SRR 1 0 26( 1.64) 6( 0.02) — 32( 0.10)
MY o BN 2( 0.13) 2( 0.01) - 4( 0.01)
MmE 5 — 1(  0.00) — 1(  0.00)
i o R SR 1( 0.06) - - 1(  0.00)
. 71 PR &N 1( 0.06) 3( 0.01) — 4( 0.01)
i H PR R N 1( 0.06) - — 1(  0.00)
C— USRS B — 1( 0.00) - 1( 0.00)
LB ER B> 3( 0.19) — — 3( 0.01)
T B ER A4 N 19( 1.20) 10( 0.03) 11( 3.16) 40( 0.13)
y—INEINIT AT 2T —PRE 1( 0.06) — — 1(  0.00)




VIL.

2l (I EoEES) (ST SHEHA

N e | LSRR R
I 00 R "%@%E‘m ‘fg”;g"‘ﬁ e a
o " (4 3 Br*)
vy = NEINKNT AT =T — BN 10( 0.63) 8( 0.03) 5( 1.44) 23( 0.07)
PR R o BEGE 3( 0.19) 1( 0.00) 3( 0.86) 7( 0.02)
~~ 27Uy b 2( 0.13) - - 2( 0.01)
~~ k7 Uy NN 1( 0.06) — — 1( 0.00)
SR i A 3( 0.19) - 2( 0.57) 5( 0.02)
~E S| R — 1( 0.00) - 1( 0.00)
O A=) | 1( 0.06) - — 1(  0.00)
B Refm A S - 3( 0.01) — 3( 0.01)
U o RERER D 2( 0.13) — — 2( 0.01)
U L SEREE AN 4( 0.25) - — 4( 0.01)
BB 2( 0.13) - - 2( 0.01)
i ERHOR D 13( 0.82) 1( 0.00) 1( 0.29) 15( 0.05)
RN TR e % 18( 1.14) 3( 0.01) — 21(C 0.07)
AR ML ERE R 2( 0.13) - - 2( 0.01)
9 ifn BR 4 el 50( 3.16) 4( 0.01) — 54( 0.17)
I ERE S N 3( 0.19) 2( 0.01) — 5( 0.02)
ey e R 1( 0.06) - - 1( 0.00)
s N 15( 0.95) 2( 0.01) — 17( 0.05)
T FRER Sy SN 3( 0.19) - - 3( 0.01)
UFRRER E 43 SN 3( 0.19) 6( 0.02) — 9( 0.03)
L HRER E 5y SRR 5( 0.32) — - 5( 0.02)
U HRERE 53 S 1( 0.06) - - 1( 0.00)
BABKE S S0 2( 0.13) — — 2( 0.01)
U > oRERE S SR 1( 0.06) 1(  0.00) — 2( 0.01)
U L RERE S ZREE N 8( 0.51) - - 8( 0.03)
PR A8 R 4( 0.25) 1( 0.00) 4( 1.15) 9( 0.03)
ATV Y RAT 7 X —FHEN 5( 0.32) 6( 0.02) 2( 0.57) 13( 0.04)
SR D — — 1( 0.29) 1( 0.00)
ffess A — 1(  0.00) — 1(  0.00)

X

S bz, EAGE (PT) &#Ri#lliz,

[V.5.(6)1) QEIEIRFEHEGRRER) © 43z =T,
BIVEF OFSE . [ICH EBSEHAHFESE B AFEM (MedDRA/J Version14.0)

(LB, BT R AL AE T 1)

1 IS,

s B RIRSYHE (SOC) 1T/ L,




VI Z4at: (A Fodss) (B3 55H

ERKRE. BHE. EEERUVFHOAEFERANORIERARERER
BEER OB (EAKEHRAR)

iE 1% RIVEAZBHIE (%)

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

A i 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 5,748 | 109 ( 1.90 % )

B - SRECHk 0 0 ( 0% )

B YL R IR, e T E 13,266 | 223 ( 1.68 %)
SR « PhaRRYE 8,455 | 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 ( 187 %)

IREH B RE 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 %)

B YLIE O TIE R 15,500 | 238 ( 154 %)
HEEE 13,390 | 226  ( 1.69 % )

HE 939 18 ( 1.92 %)

B - REE#E 43 0 ( 0 %)

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

B - REE#E 2 0 ( 0 %)

HE|T L L —E L 29,192 | 440 (  1.51 %)
HY 680 42 (. 6.18 % )

FEREE R - AOHE FFPR R 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 ( 1.61 %)

Ho 124 3 ( 242 %)

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

o7z L 29,584 | 475 (161 %)

Ho 296 7 (236 %)

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

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

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

Z DA 312 5 ( 1.60 %)




VIL.

2l (I EoEES) (ST SHEHA

CRBRERRICRIZTIHE
BES N TV

HH

10.BEHE

BE STV e
<BE: Zai—F/ 0 FOHDEER>
(FEAERK)
B, MR, B, Mo, PR NB, DWNE, S00%, HEV, R, SFEERE. LUK, Bk,
Bug, SEARSVEIER. SRR, BT, BB, LR, R A DA, BEENELS (. &
M, 9 o MABHFEORER) « REHHET & F— X b LA AST - ALT - AL-P @ k5. BimEkpEd . ek
W%, /B, ik, MR, E - PR, ANk, HOmEE, ARRE, EE
(&)
DHE L%
2) W A& Al IHMER (40~60g —7K 200mL)
3) F ik~ 7 x> v A (30g —7K 200mL)
XE, 7=~ 37 A (50g —7K 200mL)
4) i i (ITHREAZ A D)

OMRBITET & F—o Ao AT b U & ATE
ORDT Ay Y fleeeeeee- P37 SN PNES
<EH DDA RIS D >

5) 58 il Kl JR Tak I REZNZD
6) Xf JiE W 1 S DT PR A DOEE LR IR
7 EIEOLA MR 1T
(BEXE LK K, & EEREE  BEERLEERETA R 20000.214, BT 7 AT 4 HL)

MBERALDIE

14 BALDIE

141 EHIRfFEDIE
(&)
PTP WL DAL PTP > — bWV H L CTHIRMT 2 L 94885925 2 &, PTP > — ORI LD |
TESLAFA RIEREA~FIA L, IR 2B L THERIAR FEOEERGIHEL T 22 2
%,

12.ZDthDEE

(NESERERIZE D < &R
BRE I TV

(2)FERGERRERERICE D < 1E#R
BRE I TV



IX. FERGEAERICES 9 HIEA

IX. JEERPREERICRI I S 1HA

. BRI ER

(1ZEIEEHER
[VI.EMZFEIEICEAT HIER | &R

QR =R EHAER
YDA 7y b BTy b UYF RT3 A X2 THRRARRR . IR AR, HEMER, L
fnf . f HIEER T OMUZ RIFTRBIC OV TRET L2 RER . BRR LR ICRIE & 722 2 F 2 /E 3R 0 b
Mo 7z 115

(3)F D> FEIHAER
B R L

HEHER

(MEEERSEMEEER
LDso {& 116) (mg/kg)

B GRS | K i ic2 i i i

LokZEE < 7 b e L

S| 1,881 1,803 1,478 1,507 — > 250

FRARPN 261 315 413 385 >195* —

*

RS OB R, kx Mok E L TOHE

QRERSHEHER

1)

2)

4 BRZRE (Tv b, B

T M RO UIZ 4 RO &G L, —BARAE, ik, R &as7e &2 fi~7-, 7 v MZ 50, 200, 800mg/kg

BeH L5450 KO 200mg/kgf RIS G-I B 3 2 B PRI D bR o 7253, 800mg/kg
iiz}’tfﬂﬂmﬁ/}\&ﬁ‘ﬁ{# L7258 M/E @ L5 (MEDZ) | T OB 7o/ NED MM 2k, 7

JF AR O TR | Hi@%ﬁan%ﬁ BUF DWREDOEMIEEAL D IREN 2 i Te (e K BIEM & 200mg/kg/

H) .

HLIT 10, 30, 100mg/kg % 4 WA N5 L7254, 10 KO 30mg/kg TIERRIC #2510 B# - 2 37
BRI BN o 7208, 100mglkg TIEHREE, W“ REOBEWRA . R pH DR TR b
(B KR & 30mg/kg/H) (FENEE

26 8M’E (Tv b, HIL)

7y P ROV 26 R AEE L, —elRig, Mk, R, sz ii~72, 7 v MZ 20, 80, 320mg/kg
G5 L7e%a, 20mg/kg TIIARICEGIZEE T 5 Z2ITFE O B o723, 80 KT 320mg/kg Tldif
HE, G pH O, EEEOBMNTED bl (R KREMEH & 20mg/kg/ H) 117,

P2 10, 25, 62.5mg/kg & 26 B AKEG LIciER, WTInoH&ETH mMEFRIEITRR D b/
Molz (R RKESEME 62.56mg/kg/H) 117,



IX. JERRAREAER(CRE4 5T H

B)EEEMAER (nvitro, YA, Sv k)
nvitro KO~ 7 A TRHRET LR R., Fr A =—X « NLRE —EEFRMI A 7 Yoo iR B 305 K Otk
ety R23H (SCE) BB CIXBBMEORAEN S D=2, FUHEEEZ~ U A THREFT 5 &, /IMERBR & OVE
i SCE R CI2ETh o7, S HIT, IR ERME, R EFRAG, HGPRT Bk, 7 v FE
HI DNA & pGRER 72 & CNTEMEBUERBR T H 2 Th - 72 118,

@A RERER (SY )
REFCE DT v b 2 ERDAJRMERBR TII, JEGFE A, AT 25K O O FEELREHIC > THRERIC
LDEBIIFBO N oTz, BT, T v MEHWTZLESE BB AT T VT K DA A RPN R
T, BEGFEAME N ORHERAROEIMNIZED 50, RO ST 2P AMREE] 2R SR
EIHIDNETRD | BNAFMEZRTZ20 2 LR E T,

(B)ETEFRE SRR

1) HEYRAT - EIRWIER (S v k)
Z v MEAHES- T 10, 60, 360mg/kg O H & THEREDEFERE | B A~ DFBITIRD HAL7e o 7z 19,

2) REEHE (Tv k. VHF)
7 v MEAELET 10, 90mg/kg DM & TN BRI T 2 2T v h- 7228, 810mgkg D=
THREIZEEMH L OEREROHBEROEMMBFED bz, LL, WTFNLOHEIZEB W T HIERTE
VERIERE® B o Tz, BEMICEH VT 10, 90, 810mgkg O HETHME, WHHE T3 5 FEITED
Lot £io, v FROEETH 5, 16, 50mgkg DR TR - BIEBSEIEM., BIEICKT 5
FEHEMMHE K QAR IR O B iLiehro 7o 119,

3) BEH-®IHA Sy H)
7 v MEAELE- T 10, 60, 360mg/kg O ] & TRENV O 430, HEITE K A% O R~ 2T
OB oTz 119,

(6) B Fr R B S ER
B R L

(N ZDhDYEHE S

1) WE%E (BLEY A, YDR, 9HF)
ENLEY NTOERGWET T 7 4 7 F 0 —F B MELORRPUAEEDH R, ~U A TO IgE HiUAEADH
R OV R PUAEADFEICOW TR Lz, EALEy hEOTHFITENT, SEFEEL)
T UAX—FRFEEEZ RS R oz, ~ 7 ATBW THRERMEII RIS Rho 28, 7 LIV F—iF R
BRDOENTZ, ZOT LAXF—FRFEMHIILR 7 eV oo HE (BIRNEYS) % 2.5mg/kg ULT
E LG A. B bivienos 120,

2) BITHdT58E (V¥¥)
THFIZ 10 HEREAHEG L, B oS EEREA K CTERFHMAE LT > 2R, 30, 120mg/kg DM
BCHRF IR 5oz 120,

3) RIZHTEHEE (Tv )
7w MZ 2 BEREAEE L, IRFHOMA, IROWEFHRE LT 72, 100mg/kg O & TR X
B Lo Tz 122,

4) BHRITHTLEE (v )
7 v M 2 B NEE L, BRRE, 20BN &k O EE BB OREZ1T - 725 E,. 100mg/kg O
ECHEFITRO bR oTe 122,



IX. FEERREER (ZBE4 5 IH H

5)

6)

7)

8)

BEICx T HFEE (X, Ty k)

(4 %)

ATA X (4 5 Al) | BV X (18 » Ap) 12 7 BREROES LBSEE ARG LR, 2h
Zi 10, 40mg/kg LA F & TRAFTHCE OKE K S A DT TE D BTz, A X (18 » H i)
\Z 14 B RIEIRNEZ S L7285 R, 30mg/kg TRIEIEME TR bR o7,

(v k)

YT v b (83~4 ) 127 AR DS UBAEMEZ MR L7k S, 100mg/kg £ CoO M & CIEEF
RO b e o228, 300me/kg LA b BT EREE M HEL O UL KBRS O BRI, AR
I3RS AL, AL AL X BT T R g D 25 TRIE RS589 BTz,

fEHE (YHR)

< U ACHERE OGS LERESAR (320~400nm) % 24 BRI E L CHEMNE OB MR LizkE
. 200mg/kg TIFELIZ 72~ 72728, 800mg/kg TITA BIZHIM L 7= 129,

BESEE (Tv k)

T v MZULART7axh KM 10 KO 50mg & fzgkgE k7T v =7 550 (40, 200mg/kg) & 5
WEEB b~ 7 r > 7 A (20, 100mg/kg) % 7 HRIOFAZO#E LG L THIBE IS LAFERIERITRD 5
VWA TN

Jz0JI7zVEDOHEEER (YRIR)

LAR 7 a3 k¥ 100, 200, 400, 800mg/kg & 7 =7 7 = D 200, 400mg/kg &~ 7 A(ZH
EIOFARE G L, 2EEEOHMBEERZ AR, 72077 = 400mg/kg & A% 800mg/kg (E
KB E RO 200 f55) CTHRELMERE 2 78 LIFIEE RIS X0 JEL L7z 129,



X. BEHFHEICET AEE

X. EEMEERICEY SEE

. BRHIR 5

8 A AR EE-EMEOLTEICLVMENT L

BRI ZHE L0

. AR
34 (LEMBRARIZHES )

. BERETOE
FEIRRATF

. BV EDEE

20. ML EDEE
CHEHL)

TTATF 7R MVBERZITEX L TREFET D L,

. BEMITEM

BEMEKLTA R HY <THoLEY : HY
FOMDFEEFERTEN : [XM2.ZDMOBEEER) &M
(FF— =3 EEEMRE AT AR — L5 — : httpst//www.medicalcommunity.jp)

. B—HS - AR
ERBER S, — M AHOREILAR,

. EREAEEAR
1993410 H 1 B (AA)

- BERFEADFABRVARES. REEEREFAR. RERKEAR

R34 HERFTEARERA RBES EMEEINEERR BR5ERARE A B
7#17 e b 200944 H 22 H 22100AMX00648 200946 H 19 H 20094 7H T7TH
$E 250mg
77y b

" 200944 H 22 H 22100AMX00649 200946 H 19 H 20094 7H T7TH
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(LEVOFLQXACIN- 1.1 Nosocomial Pneumonia
levofloxacin tablet,
film coated, Levofloxacin tablets are indicated in adult patients for the treatment of
Aurobindo nosocomial pneumonia due to methicillin-susceptible Staphylococcus aureus,
Pharma Limited, Pseudomonas aeruginosa, Serratia marcescens, Escherichia coli, Klebsiella
2020 & 7 A) pneumoniae, Haemophilus influenzae, or Streptococcus pneumoniae. Adjunctive

therapy should be used as clinically indicated. Where Pseudomonas aeruginosa is
a documented or presumptive pathogen, combination therapy with an
anti-pseudomonal B-lactam is recommended /see Clinical Studies (14.1)].

1.2 Community-Acquired Pneumonia: 7 to 14 day Treatment Regimen

Levofloxacin tablets are indicated in adult patients for the treatment of
community-acquired pneumonia due to methicillin-susceptible Staphylococcus
aureus, Streptococcus pneumoniae (including multi-drug-resistant Streptococcus
pneumoniae IMDRSPI), Haemophilus influenzae, Haemophilus parainfluenzae,
Klebsiella pneumoniae, Moraxella catarrhalis, Chlamydophila pneumoniae,
Legionella pneumophila, or Mycoplasma pneumoniae [see Dosage and
Administration (2.1) and Clinical Studies (14.2)].

MDRSP isolates are isolates resistant to two or more of the following
antibacterials: penicillin (MIC >2 mcg/mL), 2nd generation cephalosporins, e.g.,
cefuroxime, macrolides, tetracyclines and trimethoprim/sulfamethoxazole.

1.3 Community-Acquired Pneumonia: 5-day Treatment Regimen

Levofloxacin tablets are indicated in adult patients for the treatment of
community-acquired pneumonia due to Streptococcus pneumoniae (excluding
multi-drug-resistant isolates [MDRSP]), Haemophilus influenzae, Haemophilus
parainfluenzae, Mycoplasma pneumoniae, or Chlamydophila pneumoniae [see
Dosage and Administration (2.1) and Clinical Studies (14.3)].

1.4 Complicated Skin and Skin Structure Infections

Levofloxacin tablets are indicated in adult patients for the treatment of
complicated skin and skin structure infections due to methicillin-susceptible
Staphylococcus aureus, Enterococcus faecalis, Streptococcus pyogenes, or Proteus
mirabilis [see Clinical Studies (14.5)].

1.5 Uncomplicated Skin and Skin Structure Infections

Levofloxacin tablets are indicated in adult patients for the treatment of




XIl. BE&EE

uncomplicated skin and skin structure infections (mild to moderate) including
abscesses, cellulitis, furuncles, impetigo, pyoderma, wound infections, due to
methicillin-susceptible Staphylococcus aureus, or Streptococcus pyogenes.

1.6 Chronic Bacterial Prostatitis

Levofloxacin tablets are indicated in adult patients for the treatment of chronic
bacterial prostatitis due to Escherichia coli, Enterococcus faecalis, or
methicillin-susceptible Staphylococcus epidermidis [see Clinical Studies (14.6)].

1.7 Inhalational Anthrax (Post-Exposure)

Levofloxacin tablets are indicated for inhalational anthrax (post-exposure) to
reduce the incidence or progression of disease following exposure to aerosolized
Bacillus anthracis in adults and pediatric patients, 6 months of age and older /see
Dosage and Administration (2.2)]. The effectiveness of levofloxacin tablets is based
on plasma concentrations achieved in humans, a surrogate endpoint reasonably
likely to predict clinical benefit.

Levofloxacin tablets have not been tested in humans for the post-exposure
prevention of inhalation anthrax. The safety of levofloxacin tablets in adults for
durations of therapy beyond 28 days or in pediatric patients for durations of
therapy beyond 14 days has not been studied. Prolonged levofloxacin tablets
therapy should only be used when the benefit outweighs the risk /see Clinical
Studies (14.9)].

1.8 Plague

Levofloxacin tablets are indicated for treatment of plague, including pneumonic
and septicemic plague, due to Yersinia pestis (Y. pestis) and prophylaxis for
plague in adults and pediatric patients, 6 months of age and older /see Dosage and
Administration (2.2)].

Efficacy studies of levofloxacin tablets could not be conducted in humans with
plague for ethical and feasibility reasons. Therefore, approval of this indication
was based on an efficacy study conducted in animals /see Clinical Studies (14.10)].

1.9 Complicated Urinary Tract Infections: 5-day Treatment Regimen

Levofloxacin tablets are indicated in adult patients for the treatment of
complicated urinary tract infections due to Escherichia coli, Klebsiella
pneumoniae, or Proteus mirabilis [see Clinical Studies (14.7)].

1.10 Complicated Urinary Tract Infections: 10-day Treatment Regimen

Levofloxacin tablets are indicated in adult patients for the treatment of
complicated urinary tract infections (mild to moderate) due to Enterococcus
faecalis, Enterobacter cloacae, Escherichia coli, Klebsiella pneumoniae, Proteus
mirabilis, or Pseudomonas aeruginosa [see Clinical Studies (14.8)].

1.11 Acute Pyelonephritis: 5 or 10-day Treatment Regimen

Levofloxacin tablets are indicated in adult patients for the treatment of acute
pyelonephritis caused by Escherichia coli, including cases with concurrent
bacteremia [see Clinical Studies (14.7, 14.8)].

1.12 Uncomplicated Urinary Tract Infections

Levofloxacin tablets are indicated in adult patients for the treatment of

uncomplicated urinary tract infections (mild to moderate) due to Escherichia coli,
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Klebsiella pneumoniae, or Staphylococcus saprophyticus.

Because fluoroquinolones, including levofloxacin tablets, have been associated
with serious adverse reactions [see Warnings and Precautions (5.1 to 5.15)] and
for some patients uncomplicated urinary tract infection is self-limiting, reserve
levofloxacin tablets for treatment of uncomplicated urinary tract infections in
patients who have no alternative treatment options.

1.13 Acute Bacterial Exacerbation of Chronic Bronchitis

Levofloxacin tablets are indicated in adult patients for the treatment of acute
bacterial exacerbation of chronic bronchitis (ABECB) due to
methicillin-susceptible Staphylococcus aureus, Streptococcus pneumoniae,
Haemophilus influenzae, Haemophilus parainfluenzae, or Moraxella catarrhalis.

Because fluoroquinolones, including levofloxacin tablets, have been associated
with serious adverse reactions /see Warnings and Precautions (5.1 to 5.15)/ and
for some patients ABECB is self-limiting, reserve levofloxacin tablets for
treatment of ABECB in patients who have no alternative treatment options.

1.14 Acute Bacterial Sinusitis: 5-day and 10 to 14 day Treatment Regimens

Levofloxacin tablets are indicated in adult patients for the treatment of acute
bacterial sinusitis (ABS) due to Streptococcus pneumoniae, Haemophilus
influenzae, or Moraxella catarrhalis [see Clinical Studies (14.4)].

Because fluoroquinolones, including levofloxacin tablets, have been associated
with serious adverse reactions /see Warnings and Precautions (5.1 to 5.15)/ and
for some patients ABS is self-limiting, reserve levofloxacin tablets for treatment of
ABS in patients who have no alternative treatment options.

1.15 Usage

To reduce the development of drug-resistant bacteria and maintain the
effectiveness of levofloxacin tablets and other antibacterial drugs, levofloxacin
tablets should be used only to treat or prevent infections that are proven or
strongly suspected to be caused by susceptible bacteria. When culture and
susceptibility information are available, they should be considered in selecting or
modifying antibacterial therapy. In the absence of such data, local epidemiology
and susceptibility patterns may contribute to the empiric selection of therapy.

Culture and susceptibility testing

Appropriate culture and susceptibility tests should be performed before treatment
in order to isolate and identify organisms causing the infection and to determine
their susceptibility to levofloxacin /see Microbiology (12.4)]. Therapy with
levofloxacin tablets may be initiated before results of these tests are known; once
results become available, appropriate therapy should be selected.

As with other drugs in this class, some isolates of Pseudomonas aeruginosa may
develop resistance fairly rapidly during treatment with levofloxacin tablets.
Culture and susceptibility testing performed periodically during therapy will
provide information about the continued susceptibility of the pathogens to the
antimicrobial agent and also the possible emergence of bacterial resistance.
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2 DOSAGE AND ADMINISTRATION
2.1 Dosage of Levofloxacin Tablets in Adult Patients with Creatinine Clearance > 50
mL/minute
The usual dose of levofloxacin tablets is 250 mg, 500 mg, or 750 mg administered
orally every 24 hours, as indicated by infection and described in Table 1.
These recommendations apply to patients with creatinine clearance > 50
mL/minute. For patients with creatinine clearance less than 50 mL/min,
adjustments to the dosing regimen are required /see Dosage and Administration
@.3)].
Table 1: Dosage of Levofloxacin Tablets in Adult Patients with Creatinine
Clearance greater than or equal to 50 mL /minute
Type of Infection® Dosed Every 24 hours Duration (days)t
Nosocomial Pneumonia 750 mg 7to 14
Community Acquired 500 mg* 7 to 14%
Pneumoniat
Community Acquired 750 mg$ 58
Pneumonia$
Complicated Skin and Skin 750 mg 7to 14
Structure Infections (SSSI)
Uncomplicated SSSI 500 mg 7 to 10
Chronic Bacterial Prostatitis 500 mg 28
Inhalational Anthrax 500 mg 608
(Post-Exposure), adult and
pediatric patients weighing
50kgP:8 or greater
Pediatric patients weighing see Table 2 below (2.2) 6058
30 kg to less than 50 kgPb
Plague, adult and pediatric 500 mg 10 to 14
patients weighing 50kg? or
greater
Pediatric patients weighing see Table 2 below(2.2) 10 to 14
30 kg to less than 50 kg
Complicated Urinary Tract 750 mg 5
Infection (cUTI) or Acute
Pyelonephritis (AP)Y
Complicated Urinary Tract 250 mg* 10#
Infection (cUTI) or Acute
Pyelonephritis (AP)#
Uncomplicated Urinary Tract 250 mg 3
Infection
Acute Bacterial Exacerbation 500 mg 7
of Chronic Bronchitis (ABECB)
Acute Bacterial Sinusitis 750 mg 5
(ABS) 500 mg 10 to 14
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* Due to the designated pathogens /see Indications and Usage (1)].

+ Sequential therapy (intravenous levofloxacin to oral levofloxacin tablets) may be
instituted at the discretion of the healthcare provider.

I Due to methicillin-susceptible Staphylococcus aureus, Streptococcus pneumoniae
(including multi-drug-resistant isolates [MDRSP]), Haemophilus influenzae,
Haemophilus parainfluenzae, Klebsiella pneumoniae, Moraxella catarrhalis,
Chlamydophila pneumoniae, Legionella pneumophila, or Mycoplasma pneumoniae [see
Indications and Usage (1.2)].

§ Due to Streptococcus pneumoniae (excluding multi-drug-resistant isolates [MDRSP]),
Haemophilus influenzae, Haemophilus parainfluenzae, Mycoplasma pneumoniae, or
Chlamydophila pneumoniae [see Indications and Usage (1.5)].

9 This regimen is indicated for cUTI due to Escherichia coli, Klebsiella pneumoniae,
Proteus mirabilis and AP due to E. coli, including cases with concurrent bacteremia.

# This regimen is indicated for cUTI due to Enterococcus faecalis, Enterococcus cloacae,
FEscherichia coli, Klebsiella pneumoniae, Proteus mirabilis, Pseudomonas aeruginosa;
and for AP due to Z. coli.

P Drug administration should begin as soon as possible after suspected or confirmed
exposure to aerosolized B. anthracis. This indication is based on a surrogate endpoint.
Levofloxacin plasma concentrations achieved in humans are reasonably likely to predict
clinical benefit [see Clinical Studies (14.9)].

B3 The safety of levofloxacin tablets in adults for durations of therapy beyond 28 days or in

pediatric patients for durations beyond 14 days has not been studied. An increased

incidence of musculoskeletal adverse events compared to controls has been observed in
pediatric patients /see Warnings and Precautions (5.12), Use in Specific Populations

(8.4), and Clinical Studies (14.9)]. Prolonged levofloxacin tablets therapy should only be

used when the benefit outweighs the risk.

Drug administration should begin as soon as possible after suspected or confirmed

(&%

exposure to Yersinia pestis. Higher doses of levofloxacin tablets typically used for
treatment of pneumonia can be used for treatment of plague, if clinically indicated.

2.2 Dosage of Levofloxacin Tablets in Pediatric Patients with Inhalational Anthrax
or Plague

The dosage of levofloxacin tablets for inhalational anthrax (post-exposure) and
plague in pediatric patients who weigh 30 kg or greater is described below in Table
2. Levofloxacin tablets cannot be administered to patients who weigh less than 30
kg because of the limitations of the available strength. Alternative formulations of
levofloxacin may be considered for pediatric patients who weigh less than 30 kg.

Table 2: Levofloxacin Tablets Dosage in Pediatric Patients Weighing 30 kg or
greater with Inhalational Anthrax (Post-Exposure) and Plague*

Type of Infection” Dose Frequency Durationf
Inhalational Anthrax (post-exposure)t$
Pediatric patients weighi every 24
iatric patients weighing 500 mg very 60dayss
50 kg or greater hours
Pediatric patients weighing every 12
250 60days$
30 kg to less than 50 kg me hours ve
Plaguef
Pediatric patients weighin every 24
P ghne 500 mg Y 10 to 14days
50 kg or greater hours
Pediatri tient ighi 12
ediatric patients weighing 250 mg every 10 to 14days
30 kg to less than 50 kg hours

* Due to Bacillus anthracis [see Indications and Usage (1.13)] and Yersinia pestis [see
Indications and Usage (1.14)].
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+ Sequential therapy (intravenous levofloxacin injection to oral levofloxacin tablets) may

be instituted at the discretion of the healthcare provider.

I Begin levofloxacin tablets as soon as possible after suspected or confirmed exposure to

aerosolized B. anthracis.

§ The safety of levofloxacin tablets in pediatric patients for durations of therapy beyond 14
days has not been studied. /see Warnings and Precautions (5.12), Use in Specific
Populations (8.4), and Clinical Studies (14.9)]. Begin levofloxacin tablets as soon as
possible after suspected or confirmed exposure to Yersinia pestis.

2.3 Dosage Adjustment in Adults with Renal Impairment

Administer levofloxacin tablets with caution in patients with renal impairment.
Careful clinical observation and appropriate laboratory studies should be
performed prior to and during therapy since elimination of levofloxacin may be

reduced in these patients.

In patients with renal impairment (creatinine clearance less than 50 mL/min),
adjustment of the dosage regimen is necessary to avoid the accumulation of
levofloxacin due to decreased clearance [see Use in Specific Populations (8.6)]. No
adjustment is necessary for patients with a creatinine clearance greater than or

equal to 50 mL/minute.

Table 3 shows how to adjust dose based on creatinine clearance.

Table 3: Dosage Adjustment in Adult Patients with Renal Impairment (Creatinine

Clearance less than 50 mL/minute)

Creatinine Creatinine Creatinine Clearance | Hemodialysis or
Clearance Clearance 10 to 19 mL/minute Chronic
greater than | 20 to 49 Ambulatory
or equal to 50 | mL/minute Peritoneal
mL/minute Dialysis (CAPD)
750 mg 750 mg every 48 | 750 mg initial dose, 750 mg initial
every 24 hours then 500 mg every 48 | dose, then 500 mg
hours hours every 48 hours
500 mg 500 mg initial 500 mg initial dose, 500 mg initial
every 24 dose, then 250 then 250 mg every 48 | dose, then 250 mg
hours mg every 24 hours every 48 hours
hours
250 mg No dosage 250 mg every 48 No information on
every 24 adjustment hours. If treating dosing adjustment
hours required uncomplicated UTI, is available
then no dosage
adjustment is
required

2.4 Drug Interaction With Chelation Agents: Antacids, Sucralfate, Metal Cations,

Multivitamins

Levofloxacin tablets should be administered at least two hours before or two hours
after antacids containing magnesium, aluminum, as well as sucralfate, metal
cations such as iron, and multivitamin preparations with zinc or didanosine
chewable/buffered tablets or the pediatric powder for oral solution /see Drug

Interactions (7.1) and Patient Counseling Information (17)].
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2.5 Important Administration Instructions
Levofloxacin tablets can be administered without regard to food.
If patients miss a dose, they should take it as soon as possible anytime up to 8
hours prior to their next scheduled dose. If less than 8 hours remain before the
next dose, wait until their next scheduled dose.
2.6 Hydration for Patients Receiving Levofloxacin Tablets
Adequate hydration of patients receiving levofloxacin tablets should be
maintained to prevent the formation of highly concentrated urine. Crystalluria
and cylindruria have been reported with quinolones /see Adverse Reactions (6)
and Patient Counseling Information (17)].
JEE D SPC 4. CLINICAL PARTICULARS
(Levofloxacin 4.1 Therapeutic indications
500mg
Film-coated Levofloxacin 500mg Film-coated Tablets is indicated in adults for the treatment of
Tablets, the following infections (see sections 4.4 and 5.1):

Accord Healthcare
Limited,
2022 %4 H)

+ Acute bacterial sinusitis

+ Uncomplicated cystitis (see section 4.4)

+ Acute exacerbation of chronic obstructive pulmonary disease including bronchitis

+ Complicated skin and soft tissue infections/complicated skin and skin structure
infections

For the above-mentioned infections Levofloxacin 500mg Film-coated Tablets should
be used only when it is considered inappropriate to use other antibacterial agents
that are commonly recommended for the treatment of these infections.

« Acute pyelonephritis and complicated urinary tract infections (see section 4.4)

+ Chronic bacterial prostatitis

* Community-acquired pneumonia

+ Inhalation Anthrax: post exposure prophylaxis and curative treatment (see
section 4.4)

Levofloxacin 500mg Film-coated Tablets may also be used to complete a course of
therapy in patients who have shown improvement during initial treatment with
intravenous levofloxacin.

Consideration should be given to official guidance on the appropriate use of
antibacterial agents.

4.2 Posology and method of administration
Levofloxacin 500mg Film-coated Tablets are administered once or twice daily.

The dosage depends on the type and severity of the infection and the susceptibility
of the presumed causative pathogen.

Levofloxacin 500mg Film-coated Tablets may also be used to complete a course of
therapy in patients who have shown improvement during initial treatment with
intravenous levofloxacin; given the bioequivalence of the parenteral and oral forms,
the same dosage can be used.

Posology

The following dose recommendations can be given for Levofloxacin 500mg
Film-coated Tablets:
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Dosage in patients with normal renal function

(creatinine clearance > 50 ml/min)

Indication

Daily dose regimen
(according to severity)

Duration of treatment
(according to severity)

Acute bacterial sinusitis

500 mg once daily

10 - 14 days

Acute bacterial
exacerbations of chronic
obstructive pulmonary
disease including

500 mg once daily

7-10 days

bronchitis

Community-acquired 500 mg once or twice daily |7 - 14 days
pneumonia

Acute pyelonephritis 500 mg once daily 7-10 days
Complicated urinary tract |500 mg once daily 7 - 14 days
infections

Uncomplicated cystitis 250 mg once daily 3 days
Chronic bacterial prostatitis | 500 mg once daily 28 days

Complicated skin and soft
tissue infections

500 mg once or twice daily

7- 14 days

Inhalation Anthrax

500mg once daily

8 weeks

Special populations

Impaired renal function

(creatinine clearance <50ml/min)

Dose regimen

Creatinine clearance

250 mg/24 h

500 mg/24 h

500 mg/12 h

first dose: 250 mg

first dose: 500 mg

first dose: 500 mg

50-20 ml/min

then: 125 mg/24 h

then: 250 mg/24 h

then: 250 mg/12 h

19-10 ml/min

then: 125 mg/48 h

then: 125 mg/24 h

then: 125 mg/12 h

<10 ml/min
(including
haemodialysis and
CAPD) !

I No additional doses are required after haemodialysis or continuous ambulatory peritoneal
dialysis (CAPD).

then: 125 mg/48 h | then: 125 mg/24 h | then: 125 mg/24 h

Impaired liver function

No adjustment of dose is required since levofloxacin is not metabolised to any
relevant extent by the liver and is mainly excreted by the kidneys.

Elderly population

No adjustment of dose is required in the elderly, other than that imposed by
consideration of renal function (see section 4.4 “Tendinitis and tendon rupture” and
“QT interval prolongation”).

Paediatric population

Levofloxacin 500mg Film-coated Tablets is contraindicated in children and growing
adolescents (see section 4.3).

Method of administration

Levofloxacin 500mg Film-coated Tablets should be swallowed without crushing and
with sufficient amount of liquid. They may be divided at the score line to adapt the
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dose. The tablets may be taken during meals or between meals. Levofloxacin 500mg
Film-coated Tablets should be taken at least two hours before or after iron salts,
zinc salts, magnesium- or aluminium-containing antacids, or didanosine (only
didanosine formulations with aluminium or magnesium containing buffering
agents), and sucralfate administration, since reduction of absorption can occur (see
section 4.5).

AIRNZ BT AR OZRE TR E, MIEMOHEIZLLTO LBV TH D, [ENOAGENE ORI TAH 2464 14
5:}:0

4. WEERITHER
GBI EE)
AENCRMED T FOKER. LUYHKRER. MARE. BRER. W&, E37€7 (TFunA43)
HES—VAR, REE. B&ZE. KBE. fF&E. YILERIRE. FIRAE. NFFIXA, ¥ ~ANY
A—E. VLIVISR. ToTANIE—RE, €53 F7RE. FTATIORRE. ELART - BILA=—,
TJOETFTULTR. RAME, ALIH. AV IILIVUHHE., BEE. 7VRMMIEI—F. LOARS
B. ILtESR. BRFEE. hYEQANYEI—B. RTLX LT ravhRE. 7U/FE. QBUT Y
F7 (QAVPIZ - TLRT4) . h3A—HVSID7 (VFIDF7 - b33 T4R) . MKV TS
OF7 (USIVTF-Za—FZI) MRIAM3TIRAY (R4 TF53XI - =Z2—F=1)
GERGIE)
REMRERRE, FESRERPAE. VNG ) UNER, BUREEE. I LEEREZHESID) |
MG - BMERUFMBIFO kL, 2AR%. IIMREERES. WE - BRIEX. Rk (RHEEX. BHkE
EREZET) . AUKEX R, Mk, BHFRISHFEO ZRRE, Ekk. BRZERXR. A1IRR (RMHE.
1MEAE) . AR LR (BIEAR) | REX. FEBEEXR., HER, BEEX. BEUBRX. BF IR X3
FIR,. ALZ. NILEY URK, FERRE, FEMESRL. REX. EHE. BRIEX. HEx. $E
xK. BIBEEL, CIRMERIRA, HEEBX. BEEAEK, BL. RE. TLEFE. RX M HFRE. fb
ERRUVZOMOMEKE. Q#

5. DRERXIDRICEES HFE
(IHEE - MREEX. Rkt (RUtAER. RUBRBRSEZ2SL) . SUHRKEXR. BEEEBX. BISEX
THUME SRR IER I OF51 &) 22 L, HUHER GO LB L7z BT, AFIO8 G058 &
W SN LB ET 52 L,

6. IERUHAE
WHE. AL AR 7 e LT 1E500mg 2 1 H 1 EFREO&KST 5, ok, HE - JERITST
CTHEMET 2,
it fe OV DA DFERZIEIZ DV TIE, JRATE U T HiisZ R L 325 2 &,
TFT7 A, NTFTRZONWTE, LARTZaXxH vl LT 1E500mg 2 1 A 108 14 HRERE D #&57
5o

7. BERUVHAEICEET 3IE
(GhEE &)
7.1 (MVEE OB AT 5720 HERENZ S0 0ER G 08T, LT 1 HES 1 RTRET DL 2L,
[18.3 ]




XIl. BE&EE

7.2 BHRETARE CIIEm WM EER ST 50T, WOMEROCHERZ %L E LT, LEIZS U TH
H5EEZE L. REMREE2H T TERGTDL2ZENEE LY, [9.2, 9.8.2. 16.6.1 ]

BHREZ LT T = 7 VT TR . —_—
(CLer) f (mL/min) JHE ROV
20=CLcr<50 #H 500mg % 118, 2 HHLIKE 250mg % 1 HIZ 1 [[#&535,
CLcr< 20 #H 500mg % 1[0, 3 H HLIK: 250mg 2 2 HIZ 1 EEEHET 5,

(BRIED

(BF IR, INSFITR)
73 LARZuXH ool LT EHAL D AFNCY Y B S ITERAORSEHM L ED) 14 A
B5ET5HZ &,

7.4 BILOFIE K OHEROMENIE, BONER ST (EMA) 25 60 HHE OG- ZHLE L T\ 5,

2. BB T HERIEFR
WER. REEFICEET HECHE

levofloxacin tablet,
film coated,
Aurobindo
Pharma Limited,
2020 £ 7 H)

gt RLARN A
KIE DR SE 8 USE IN SPECIFIC POPULATIONS
(LEVOFLOXACIN-

8.1 Pregnancy

Risk Summary

Published information from case reports, case control studies and observational
studies on levofloxacin administered during pregnancy have not identified any
drug-associated risk of major birth defects, miscarriage or adverse maternal or fetal
outcomes.

In animal reproduction studies, oral administration of levofloxacin to pregnant rats
and rabbits during organogenesis at doses up to 9.4 times and 1.1 times the
maximum recommended human dose (MRHD), respectively, did not result in
teratogenicity. Fetal toxicity was seen in the rat study, but was absent at doses up
to 1.2 times the maximum recommended human dose (see Data).

The estimated background risk of major birth defects and miscarriage for the
indicated population is unknown. All pregnancies have a background risk of birth
defect, loss, or other adverse outcomes. In the U.S. general population, the
estimated background risks of major birth defects and miscarriage in clinically
recognized pregnancies is 2 to 4% and 15 to 20%, respectively.

Data
Animal Data

Levofloxacin was not teratogenic in an embryofetal development study in rats
treated during organogenesis with oral doses as high as 810 mg/kg/day which
corresponds to 9.4 times the MRHD (based upon doses normalized for total body
surface area). The oral dose of 810 mg/kg/day (high dose) to rats caused decreased
fetal body weight and increased fetal mortality that was not seen at the next lower
dose (mid-dose, 90 mg/kg/day, equivalent to 1.2 times the MRHD (based upon doses
normalized for total body surface area). Maternal toxicity was limited to lower
weight gain in the mid and high dose groups. No teratogenicity was observed in an
embryofetal development study in rabbits dosed orally during organogenesis with
doses as high as 50 mg/kg/day, which corresponds to 1.1 times the MRHD (based
upon doses normalized for total body surface area). Maternal toxicity at that dose

consisted of lower weight gain and decreased food consumption relative to controls
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and abortion in four of sixteen dams.

8.2 Lactation

Risk Summary

Published literature reports that levofloxacin is present in human milk following
intravenous and oral administration (see Data). There is no information regarding
effects of levofloxacin on milk production or the breastfed infant. Because of the
potential risks of serious adverse reactions, in breastfed infants, for most
indications, a lactating woman may consider pumping and discarding breast milk
during treatment with levofloxacin and an additional two days (five half-lives) after
the last dose. Alternatively, advise a lactating woman that breastfeeding is not
recommended during treatment with levofloxacin and for an additional two days
(five half-lives) after the last dose [see Use in Specific Populations (8.4) and Clinical
Pharmacology (12.3)].

However, for inhalation anthrax (post exposure), during an incident resulting in
exposure to anthrax, the risk-benefit assessment of continuing breastfeeding while
the mother (and potentially the infant) is (are) on levofloxacin may be acceptable
[see Dosage and Administration (2.2), Pediatric Use (8.4), and Clinical Studies
(14.2)]. The developmental and health benefits of breastfeeding should be
considered along with the mother’s clinical need for levofloxacin and any potential
adverse effects on the breastfed child from levofloxacin or from the underlying
maternal condition.

Data

A published literature reports that peak levofloxacin human milk concentration was
8.2 mg/L at 5 hours after dosing in a woman who received 500 mg of intravenous,
followed by oral, levofloxacin daily. For an infant fed exclusively with human milk
(approximately 900 mL/day), an estimated maximum daily dose of levofloxacin
through breastfeeding is 5 mg (i.e., approximately 1% of maternal daily dose). The
above data come from a single case and may not be generalizable to the general
population of lactating women.

Hi[E D SPC
(Levofloxacin
500mg
Film-coated
Tablets, Accord
Healthcare
Limited,

2022 £ 4 H)

4. CLINICAL PARTICULARS
4.3 Contraindications
Levofloxacin tablets must not be used:

* during pregnancy.
* in breast-feeding women.

4.6 Fertility, pregnancy and lactation

Pregnancy

There are limited amount of data from the use of levofloxacin in pregnant women.
Animal studies do not indicate direct or indirect harmful effects with respect to
reproductive toxicity (see section 5.3). However in the absence of human data and
due to that experimental data suggest a risk of damage by fluoroquinolones to the
weight-bearing cartilage of the growing organism, levofloxacin must not be used in
pregnant women (see sections 4.3 and 5.3).

Breastfeeding

Levofloxacin 500mg Film-coated Tablets is contraindicated in breast-feeding
women. There is insufficient information on the excretion of levofloxacin in human
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milk; however other fluoroquinolones are excreted in breast milk. In the absence of
human data and due to that experimental data suggest a risk of damage by
fluoroquinolones to the weight-bearing cartilage of the growing organism,
levofloxacin must not be used in breast-feeding women (see sections 4.3 and 5.3).

Fertility

Levofloxacin caused no impairment of fertility or reproductive performance in rats.
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5.12 Musculoskeletal Disorders in Pediatric Patients and Arthropathic Effects in

levofloxacin tablet, Animals

film coated,
Aurobindo Levofloxacin is indicated in pediatric patients (6 months of age and older) only for

Pharma Limited, the prevention of inhalational anthrax (post-exposure) and for plague /see

92020 /£ 7 ) Indications and Usage (1.7, 1.8)]. An increased incidence of musculoskeletal

disorders (arthralgia, arthritis, tendinopathy, and gait abnormality) compared to
controls has been observed in pediatric patients receiving levofloxacin /see Use in
Specific Populations (8.4)].

In immature rats and dogs, the oral and intravenous administration of levofloxacin
resulted in increased osteochondrosis. Histopathological examination of the
weight-bearing joints of immature dogs dosed with levofloxacin revealed persistent
lesions of the cartilage. Other fluoroquinolones also produce similar erosions in the
weight-bearing joints and other signs of arthropathy in immature animals of
various species /see Animal Toxicology and/or Pharmacology (13.2)].

8 USE IN SPECIFIC POPULATIONS
8.4 Pediatric Use

Quinolones, including levofloxacin, cause arthropathy and osteochondrosis in
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juvenile animals of several species. /see Warnings and Precautions (5.12) and
Animal Toxicology and/or Pharmacology (13.2)].

Inhalational Anthrax (Post-Exposure)

Levofloxacin is indicated in pediatric patients 6 months of age and older, for
inhalational anthrax (post-exposure). The risk-benefit assessment indicates that
administration of levofloxacin to pediatric patients is appropriate. The safety of
levofloxacin in pediatric patients treated for more than 14 days has not been studied
[see Indications and Usage (1.7), Dosage and Administration (2.2) and Clinical
Studies (14.9)].

Plague

Levofloxacin is indicated in pediatric patients, 6 months of age and older, for
treatment of plague, including pneumonic and septicemic plague due to Yersinia
pestis (Y. pestis) and prophylaxis for plague. Efficacy studies of levofloxacin could
not be conducted in humans with pneumonic plague for ethical and feasibility
reasons. Therefore, approval of this indication was based on an efficacy study
conducted in animals. The risk-benefit assessment indicates that administration of
levofloxacin to pediatric patients is appropriate /[see Indications and Usage (1.8),
Dosage and Administration (2.2) and Clinical Studies (14.10)].

Safety and effectiveness of levofloxacin tablets in pediatric patients below the age of

six months have not been established.

Pharmacokinetics following intravenous administration

The pharmacokinetics of levofloxacin following a single intravenous dose were
investigated in pediatric patients ranging in age from six months to 16 years.
Pediatric patients cleared levofloxacin faster than adult patients resulting in lower
plasma exposures than adults for a given mg/kg dose /[see Clinical Pharmacology
(12.3) and Clinical Studies (14.9)].

Dosage in Pediatric Patients with Inhalational Anthrax or Plague

For the recommended levofloxacin tablet dosage in pediatric patients with
inhalational anthrax or plague, see Dosage and Administration (2.2). levofloxacin
tablets cannot be administered to pediatric patients who weigh less than 30 kg
because of the limitations of the available strengths. Alternative formulations of

levofloxacin may be considered for pediatric patients who weigh less than 30 kg.

Adverse Reactions

In clinical trials, 1534 pediatric patients (6 months to 16 years of age) were treated
with oral and intravenous levofloxacin. Pediatric patients 6 months to 5 years of age
received levofloxacin 10 mg/kg twice a day and pediatric patients greater than 5
years of age received 10 mg/kg once a day (maximum 500 mg per day) for
approximately 10 days. Levofloxacin tablets can only be administered to pediatric
patients with inhalational anthrax (post-exposure) or plague who are 30 kg or
greater due to the limitations of the available strengths /see Dosage and
Administration (2.2)].

A subset of pediatric patients in the clinical trials (1340 levofloxacin-treated and

893 non-fluoroquinolone-treated) enrolled in a prospective, long-term surveillance

—100—
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study to assess the incidence of protocol-defined musculoskeletal disorders
(arthralgia, arthritis, tendinopathy, gait abnormality) during 60 days and 1 year
following the first dose of the study drug. Pediatric patients treated with
levofloxacin had a significantly higher incidence of musculoskeletal disorders when
compared to the non-fluoroquinolone-treated children as illustrated in Table 7.
Levofloxacin tablets can only be administered to pediatric patients with
inhalational anthrax (post-exposure) or plague who are 30 kg or greater due to the
limitations of the available strengths /see Dosage and Administration (2.2)].

Table 7: Incidence of Musculoskeletal Disorders in Pediatric Clinical Trial

Follow-up Period Levofloxacin Non-Fluoroquinolone* p-valuet
N=1340 N=893

60 days 28 (2.1%) 8 (0.9%) p=0.038

1 yeart 46 (3.4%) 16 (1.8%) p=0.025

* Non-Fluoroquinolone: ceftriaxone, amoxicillin/clavulanate, clarithromycin

1 2-sided Fisher’s Exact Test

1 There were 1199 levofloxacin-treated and 804 non-fluoroquinolone-treated
pediatric patients who had a one-year evaluation visit. However, the incidence of
musculoskeletal disorders was calculated using all reported events during the
specified period for all pediatric patients enrolled regardless of whether they
completed the 1-year evaluation visit.

Arthralgia was the most frequently occurring musculoskeletal disorder in both
treatment groups. Most of the musculoskeletal disorders in both groups involved
multiple weight-bearing joints. Disorders were moderate in 8/46 (17%) children and
mild in 35/46 (76%) levofloxacin-treated pediatric patients and most were treated
with analgesics. The median time to resolution was 7 days for levofloxacin-treated
pediatric patients and 9 for non-fluoroquinolone-treated children (approximately
80% resolved within 2 months in both groups). No pediatric patient had a severe or
serious disorder and all musculoskeletal disorders resolved without sequelae.

Vomiting and diarrhea were the most frequently reported adverse reactions,
occurring in similar frequency in the levofloxacin-treated and
non-fluoroquinolone-treated pediatric patients.

In addition to the adverse reactions reported in pediatric patients in clinical trials,
adverse reactions reported in adults during clinical trials or post-marketing
experience /see Adverse Reactions (6)] may also be expected to occur in pediatric
patients.

i€ D SPC
(Levofloxacin
500mg Film-coated
Tablets, Accord
Healthcare
Limited,

2022 44 1)

4. CLINICAL PARTICULARS
4.2 Posology and method of administration
Paediatric population

Levofloxacin 500mg Film-coated Tablets is contraindicated in children and growing
adolescents (see section 4.3).

4.3 Contraindications

Levofloxacin tablets must not be used:

* in children or growing adolescents.

—101—



XII. ZEEE

AKFIZBITAAFNOMER EorE 222 KON 19.7/MNRE) oHOTFHIILL TOLEBY ThH5,

2. B2 (ROBHICIEIEBRELEZWLNI L)
(REFOEELKERELS)
2.3 /PIREE [9.7.1 ]

9.7 INR%ZF
(REZFOEETKEAEUN)

971 G LAaWZ &, INEEEFRE UZBRRBIIER L TRy, BIER SR, #HOmK (13
n AR . T v b)) CTHEERENARD LN TS, [2.3, 9.7.2 2]
(REZSDEELKE)

972 R LOFWEMEZEE L THETH 2L, [9.7.1 58]

—102—



XII. i =

Xl 5 &

1. FA%F| - REXIEBICEL CERHIMZEITSICHI->TDSEIER
(1) ¥ 8%
ERNCBET 22 (S bEkid, B ERERE Y E I TS R)
()RR - BAMRURBRERSEF1—J0EABMH
ERNCBET 5 2L (R bEdei, Mt ERERELYE UL T2 R)

WA bEED
FH— g ASn MEERE X —

TEL : 0120-189-132, FAX : 03-6225-1922

2. ZOOEEER
- T OO BE BT ER

B =t AR T R — 43— : httpsi//www.medicalcommunity.jp

—103—



(XBREERER VELEDHE ]
F—=#HKAest HaFEHRto52—
T 103-8426 AR RX HAIEAHT 3-5-1
TEL:0120-189-132

CVHSIF0118

2023 4 7 HUGET



	目 次
	I. 概要に関する項目
	1.  開発の経緯
	2.  製品の治療学的特性
	3.  製品の製剤学的特性
	4.  適正使用に関して周知すべき特性
	5.  承認条件及び流通・使用上の制限事項
	6.  RMPの概要

	II. 名称に関する項目
	1.  販売名
	2.  一般名
	3.  構造式又は示性式
	4.  分子式及び分子量
	5.  化学名（命名法）又は本質
	6.  慣用名、別名、略号、記号番号

	III. 有効成分に関する項目
	1.  物理化学的性質
	2.  有効成分の各種条件下における安定性
	3.  有効成分の確認試験法、定量法

	IV. 製剤に関する項目
	1.  剤　形
	2.  製剤の組成
	3.  添付溶解液の組成及び容量
	4.  力　価
	5.  混入する可能性のある夾雑物
	6.  製剤の各種条件下における安定性
	7.  調製法及び溶解後の安定性
	8.  他剤との配合変化（物理化学的変化）
	9.  溶出性
	10.容器・包装
	11.別途提供される資材類
	12.その他

	V. 治療に関する項目
	1.  効能又は効果
	2.  効能又は効果に関連する注意
	3.  用法及び用量
	(1)用法及び用量の解説
	(2)用法及び用量の設定経緯・根拠

	4.  用法及び用量に関連する注意
	5.  臨床成績
	(1)臨床データパッケージ
	(2)臨床薬理試験
	(3)用量反応探索試験
	(4)検証的試験
	(5)患者・病態別試験
	(6)治療的使用
	(7)その他


	VI. 薬効薬理に関する項目
	1.  薬理学的に関連ある化合物又は化合物群
	2.  薬理作用
	(1)作用部位・作用機序
	(2)薬効を裏付ける試験成績
	(3)作用発現時間・持続時間


	VII. 薬物動態に関する項目
	1.  血中濃度の推移
	2.  薬物速度論的パラメータ
	3.  母集団（ポピュレーション）解析
	4.  吸　収
	5.  分　布
	6.  代　謝
	7.  排　泄
	8.  トランスポーターに関する情報
	9.  透析等による除去率
	10.特定の背景を有する患者
	11.その他

	VIII. 安全性（使用上の注意等）に関する項目
	1.  警告内容とその理由
	2.  禁忌内容とその理由
	3.  効能又は効果に関連する注意とその理由
	4.  用法及び用量に関連する注意とその理由
	5.  重要な基本的注意とその理由
	6.  特定の背景を有する患者に関する注意
	7.  相互作用
	8.  副作用
	9.  臨床検査結果に及ぼす影響
	10.過量投与
	11.適用上の注意
	12.その他の注意

	IX. 非臨床試験に関する項目
	1.  薬理試験
	2.  毒性試験

	X. 管理的事項に関する項目
	1.  規制区分
	2.  有効期間
	3.  包装状態での貯法
	4.  取扱い上の注意
	5.  患者向け資材
	6.  同一成分・同効薬
	7.  国際誕生年月日
	8.  製造販売承認年月日及び承認番号、薬価基準収載年月日、販売開始年月日
	9.  効能又は効果追加、用法及び用量変更追加等の年月日及びその内容
	10.再審査結果、再評価結果公表年月日及びその内容
	11.再審査期間
	12.投薬期間制限に関する情報
	13.各種コード
	14.保険給付上の注意

	XI. 文　　献
	1.  引用文献
	2.  その他の参考文献

	XII. 参考資料
	1.  主な外国での発売状況
	2.  海外における臨床支援情報

	XIII. 備　　考
	1.  調剤・服薬支援に際して臨床判断を行うにあたっての参考情報
	2.  その他の関連資料

	問い合わせ先



