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AT 2 FICHEMARERNLERBANH Y, WIS EOEEERMYE (LLF, MR) S~OHHROBINZE R
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WEEAE, Lk 2000 2T 7 A, T F T A 2002 FEICRIEL, 7V THE, XA b, BRI, Q #\. 2006
BV VAR T BOMEEE ENEHEMISG L TE 7,
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1. BR3T4
(M &
7 7€y MR > 7 500mg/100mL
7 7 By R FRE 500mg/20mL
2F 4
CRAVIT® INTRAVENOUS DRIP INFUSION BAG 500mg/100mL
CRAVIT® INTRAVENOUS DRIP INFUSION 500mg/20mL
()R DHEE
[CRAVE (B\£9 %, U7 5%) IT) "5 CRAVIT & L, LR ENTEHTHL Z LE2RBLLT,

2. — &
(W& & (%%
LR 7 m %t K (JAN)
(2% 4 (&%)
Levofloxacin Hydrate (JAN)
levofloxacin (INN)
B)RT L
F U VU AEFZRPIE K : —oxacin

3. BEAITRER

YFRARUVRFE
F= : C1sH20FN304 + 1/5H20
F= : 370.38

NI

&

5. LFH& (%X XIFKXE
(35)-9-Fluoro-3-methyl-10-(4-methylpiperazin-1-yl)-7-oxo0-2, 3-dihydro-7H -
pyridol[1, 2, 3-de ][1, 4]benzoxazine-6-carboxylic acid hemihydrate
(IUPAC A 1EIC &£ %)
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B A~ AAORKRE UTRERMEOM K Th S5, HIT L > TR ITHEE AR D,
(2)7afatE
1) REBEICHT HEMEME
FEE (100) [ZETRF < KXITAZ ) —ZRREITITS K, =& 2 —b (99.5) ([ZEEITIZ< W,
0.1moV/L MFaIRIZIE T 5,

" VR A 1g ‘%?ﬁﬁ’iﬁé DI
(BJRC X 2&8) EY HiE (mL)
e 173 (100) A WA 4
7K RRETFIZ W % 60
A K ) = b RRBETFIZ W %195
T % ) — )L (99.5) BFIZ< W #9200

2) &1 pH OKBRICKT HBMRE?
LARZ v x4 kit pH2 LA T TIERMICEfEEE 2N B L, pH2~5 TIXH 7T b — O¥ g
MR 2 "7, F 72 pHE~T 2T TEMREE 1L —IF E5 L7 % 2aiicid L, pH7~8 Tl 24mg/mL
DIRfRE T 5, & 51T pHS LI L TIXAMICIRMEN LH-+ 5,

(mg/mL)

400

350

300

250

@& 200
& 150
100

50

0 1 2 38 4 5 6 7 8 9
pH GRIEBE25TC)

(3)%E2 1 2

FHFHEE 11~93% 2B W THEME TR S 2o 77,
@)@E (HfiR&) | A, BEA

A K 226°C (5 fiR)
(5)ERIE EAEBE T2

pKai : 6.11 (/L RF IV HEE)

pKaz : 8.18 (X5 4 D2, HERE)



. A2 c 9 A

(6) R ECfR%L 2
VAR 7 ax Vv KR, AT CIEKE D D HERRE ~E BT E R LTz,
7K J& HikkE, KiE
0.1mol/L ¥ 0.003
pH3 (Mcllvaine buffer) 0.002
pH5 (MclIlvaine buffer) 0.004
pH7 (Sérensen buffer) 0.553
pHS8 (Sérensen buffer) 0.242
7K 1.022
(F#gJg - n-A 2 % /7 —)v, RIERE : 37C)
(7)Z DD EERIEE
1) pH

2) LLhERE

(a) 3 =-92~-99°

2. AVMHADEEEHTICHEITHREM
(MBBEETIZEBT3REN
VAR v 43 oK, IR R N EE ISR L CIIZETH 208, FIEHTK LT, BHiRIREETITEA L,
KWK BE TII R D ERR L ARRETH B,

6.8~7.6 (0.1g, 7K 10mL, HIEIRE 25°C)

Wiz HHE L=t D 0.1g, A% /—/, 10mL, 100mm)
SMDORFIRFIZHK L THY, RERBRTFOBEIZ, VAT ax4 v o ORiBRMEZ W ofim X
fEATICE D SELETH DL Z EBNHFIL TV S,

ENRBERBRATT H5E, BIRT3IFERLETH D,
RIS L1 | PRAFFEHE o S
IR R = oy 36 » H | BT 7 A (Bie) | &L
nsE R OBR 40°C/75%RH 6% A RY)xTFL 48 B L
. WOFEN T T A |,
I f
50°C 60 A () AL L
25°CI75%RH 30 H Ty —L (B B L
- 30°C/92%RH 60 H R xoFL o4& 7L
SEPOE (50010 $EE] A 7 2 e ]
" e 6 » A s REAHEEE E I EE
rel
E';T (25;,01” 0R| vr—r @I |EEsEREEEICEE
Fis ML =~ 5 A 2
a3k = Sl
30 H kv 2{7r L
i Ly |
E 40°C e st b o P (0.04~0.05%)
g | BESE AT T A A
e o (R TR
7J§ % {Tﬁi Ho N-F XA NRARK
Bk e p (0.02~0.03%)
53 i A ik
SHNHOE (5001%) W= 2a | LA/ (1.6%)
e 3 H ki BLA F L (0.3%)
" o U7 UMk (0.3%)
N-Z%H A1 MK (0.1%)
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(2&FI D ERIZ L DERY

1)

2)

KBBRR VBB E R

O1mol/L ¥EERIZIAfE L (0.5%IF1E) . 120~140°C T 16 BREINBGEDE L2 fE 5, BRI S iz,

@1mol/L KEgitbF U 7 ATV U eiEER (pH7.0) ML (0.5%¥k) . 120~140°C T 16
RERINBNE T L7223, i3 o o7z,

@AF ) —NdDNE7 maR NV ACERL (0.5%%KE) . 80~90°C T 8 REMIMEGEW L7=23, 4
IR SR o T,

%

Britton-Robinson #Z ik (pH7.0) |Z#fik L7kt (0.1%. 0.01%) 2, H)eAT (25001x, 25°C30 H )

B LTRER, Bl (DAL VR, AT VIR, T Ik N XA FIR) 2R LT

FI R TRR P O LR T b R U R L LA T 1 L LK) 0.1% 1R TR 160

B Ix-h BE T LR 7 a4 o L AKFIEH 75%I12080 L, 0.01% %R TIEf 1% 12 Lz,

Fu ; Jll Fj@\)]/COOH Fm/COOH
O N (\ H(\N N

Hac” ° CHs Hac” \CHOO O\)VCH \) ° CHs
B o3 R 5 FE-1 S EEY-2
Rt iR B AR DRIV LK Bt A F LK
o} o}
F COOH F COOH
fm X0
Hoe” \) HoC” N\) ° CHs
F 53 FEY-3 o FEY-4
ST UK N-A ¥4 A Fik

3. ﬁ;d]ﬁk \a)ﬁEnn.. ut%ﬁlﬁ IEE/%
muu‘i%ﬁ{£ H & FVT7D3E"H‘//7}($D%J I

=

E

=

==X

H R TvR7asd vk (X



Iv. #HIZE4 HIHE

V. 2H|(ZBHd 51EH

-
(NF IRz DX Al
A A
2)HAFN DN ERE UK
W 7 4 P
77 & bR et~ R D O

/N 7 500mg/100mL

7 7By b REERE
500mg/20mL

A~k A O

Q)@Aa—F
LR

4EFI DY
L 2B E
i 72 4 pH (P LR )
778y hEEEE
N 7 500mg/100mL 3.8~5.8 1.0~1.2
7 7€y N RiEERE N P )
oo 3.8~5.8 0.9

1) AdL 20mL & AEFRATEHE 80mL TR, 7. AW LARWEE.

(5)% Dt
LR

2. WA DMK

(MAEDKS GEMERS) DEERUEHNE
1R T 1A T AR ENTENRDOR Y a5

AEORBIELITR 0.3 TH D,

W 58 4

GEID%

IRANF

7 7€y N RiEERE
/N 7 500mg/100mL

13y 7

LARZaxV v ki (AR 512.5mg/100mL
(LR7aFH & LT 500mg/100mL)

A7+ U 7 4 900mg. pH FHEH]

7 7y b REEE
500mg/20mL

134 T

LA 7axd oKk (HF) 512.5mg/20mL
(LRZ7urFH¥ e LT 500meg/20mL)

pH A

QEMREDRE

SEERE N > 7 500mg/100mL (1 FEH7-0)

I EAE 500mg/20mL ¢ 3 LW

QFRE
LR

: Na® 15.40mEq. Cl™ 15.40mEq



V. B®AICEI4 2 H

3 I?J\%1Tlﬁﬁ¢lﬁo)%ﬂﬁk& %
Y LN

4. 1 @
PARPANA

5. BAY SRR D & 5K

A, 0.1% 2L EIRAT 2[R0 & 2 W E L BRI STV 5D
FOIEMNT, BHIPIBAT IR MM E LT, LTFOEMAmEi S Tnd
(0] 0 0
F. COOH F. COOH
| | |
XD LY LY
Hsc”™ - O\)‘cm c” NSO CHs AN O\)'CHS
B R B AR A 7. i A F LK
0 0
F. COOH F COOH
I I
XY pags
HsC/NH O\)VCHE* HsC ’(1‘)\) © CHs
DT I UK N-#A FH A KK
6. HADREEHTIZCEITHIREN
9 S Ey bEBEESE/ N v J 500mg/100mL DR E MHRER
Y [ExeE Skl EEIERE PRI HAR iR
MR 25CI60%RH | 7T AF v 7 /Xy 7 a+448b) | 36 % A B L
T RS 40CIT5%RH | 7T AF v 78y 7 a+4 48D | 6 5 A i L
Wil ER (RE) | 60°C TIRF o IRy Ja+hpED | 9 5 H X (AP
o o2 S B pH - GEOET
25°C/60%RH TIRTT 120 75 Ix'h i E DN
W Of) D65 5 o~ (=200W-h/m2)
FTRF Ny J a4h D) A7 L

WIEEE - MRk, WA, RBIE, pH, SUERR CHEWE).
BRI, UM RY, R, i, SR

a: STAF T T 4V A, LR

b: EOTTAF VI T 4V A

TR MFYL, BRI,
VINAEIEUS




Iv. #HIZE4 HIHE

925 Ey b Ei#EET 500mg/20mL DR E 4K ER

OB PRAFSRAE EESIAS PRATHR T
EWIRAFRER | 25°C/60%RH | 77 A1 7L O+L54 36 » A Bl L
iR 40°CIT5%RH | T AA T L O+ikFH 6 % H X (EQP
WEERER (REE) | 60°C T T AN T I DR 2 A A7z L

KT AL T L@ FE DN
s O | SCSURH | 22 )27 R | it
H T AL T ) D+HR5H X (P

HEEE « PR, FEEERER, pH, MIEERER CEsWE) . = Fh:vv BRIEE, WA,

AEMERY), REMERRLT. . SRS

a: Mo A TA, FrvS
b: BEOTTAF I T 4V A

<NATILVERDFEREDRESE>
7S Ew bEEETE 500mg/20mL (/N1 TILEE]) DOFREOREM
FBRIE L LT 24 BEREILAINICECA AL DN 2 & SR STV Dl & 79,

REAERTE 80 5 250 13.5
RGHEI 5% 80 5 250 13.5
VU & - T1 5k 80 5 200 11
VYA - T3 Bk 80 5 200 11
TIT v I 80 5 250 13.5
707 v Gk 80 5 250 13.5
X R 3 Ui 80 5 — —

TRAFSAE - WG, IR
HEEE : MRk, pH, 8%

VL1 EREDTE] S

. RARERVBRROREL
RERAHFDEE

(BlF|HE) V5 EY baEEEE/ v 500mg/100mL, & 5 E v b &iEE:E 500mg/20mL
AR A & BLA UT-RES, TR, AR LIGEIIE, BELenD &

(A TILVEE]D 25 Ew bk miE§$iE 500mg/20mL
AR ECTHRT 22 ENEE LY, 2k, FARZITEHLHEN T2 &,

(VLM BEARALEDIE W)



V. RHICBI4 HEHE

BREOREN
A LR
NA T NVBFIOFRE OZEMIT BT (V.6 HEINEBERTICE T 2RENE 1

8. ¥l DEESEILL (MEILFHEIL)
7S Ewy bEBEET/ v 500mg/100mL
XI.2. 2 DiDBEEER ] M
7S Ew bEE T 500mg/20mL (/31 T JL)
TR & ORAZIZ OV TE Bt (V6. RFORBELHTIZETA2REN 2R

0. A%
YL

10.5838 - 2%
(MEBNDELGES - A&, NENRRLGERS - SRCHET 51EH
M LA

(a%
(VS Evy kEiEEsE/\v 4 500mg/100mL)
(100mL)  104¥
(¥ 5 Ev bk =i#E:E 500mg/20mL)
(20mL) 1347 )b

B)FlHE=
BEARSANA

4)BHEDOME
256y bEi#EEE/ Ny 4 500mg/100mL
Ry TTRAF T T 4 )V
% Ih
2 Z Evw b iEEHE 500mg/20mL
RATIV a2l I T4 NVETEBSTHT A (HER)
= AN S

MARRBE SN LIEME
ML

12. 201tk
ARV



V. BRI 5 5H

V. AEICEY HIER

1. SEEXIEHE
(GEISEE)
LARZAXH O UICREDT FOXKER. LUYHKER. MAXKE. BERER. E37€3 (T3 0n\4A3F)
HES—VR, ®REE. KBE. FIRE. AFFIRE,. YOV 4—E. JLILISE. ToT701NY
A—E. ESFT7R. TATORE. ELARS - ELH=—, TFRAETUVIT7R. RR A, A VI VY
H. BREBHE. 7o bN\V4—RB. LOARSE. TILEIR. BRFBA. RTrR LT ravhRE. TL
RTSB.QBUTYFT7 (AU PIZ-TLRT4), FZ3A—XIVIIDF7 (UIIV7-b73a3T14R) .
MKV ZIO7 (V53 PF7-22a—FZI) MRIAATFAY (R43T5XATY - Za2a—F=1I)
GERSE)
SME - BMERUFMAIFO RS, Mk, BETRI[RED ZRZRE. Bk, ERERX. AIIIRE (BHEIE.
1BMERE) . RELEARK (BIEAR) | BEX, EEX, BEX. BF IR, NSFF IR, FERRE, FEMRE
J|, RE. TILEIE. XX, HRK. Q8

[ZNEER (TR DERER#L]

[E NIZ 35 TR BRI FR S &SP RIS 1 B 1 8] 500mg % A 5 U 7= 55 T1AE K OVER TIURR i AR 3 Bk oD
BiL, EEBARHRIL [VE(7) )WREHNEDE) OLBY T, EERIR Z G e P id & OB PEREIL 235
BOZWRERDOZNZINT, 90% L EOFMRBHER I NI, ~A 27T A<Mk, 77 I VT hi%k, vo4
27RO TIE, JEFEIT DN D DOT X TOJEFI THR Th 7=,

S HICENRE UT N FB IR 1, B IIFERRER & U CIRBREYLIE 2 5t 5 & U 7 IR 2 (bbbl iR, [F] U < S5 T0AH
R & U COOVRH R E . NESERRYME , PE A ABMEIRGE . BISZARAE - RSB L ARR R OMEIR Z¢ D45 F AR
FaxGgl LicA—7 07~ ikl a 4 3 rEN U7, REMAZRIL TV.E@T) NVEBIBENE] 0LBY
T, IHOAFELRE CHEFM & L7231 80% LA LD RiAE 23 G BTz,

Fo. AR OEERNEE IR [V.5(7)2)BBAENEAE, 0L T, LARZ7rxH 1 H 1[E 500mg
ARG LD ERRBROERIEHAE LSS & L TRl LT,

T 7 A, RITF TR RIH, TAETIE, NA M BRHE, QBT HOWTIE, ENRIERF RO TH 7R
BTHDLZ 0D, AEITENTOERAITORKRBRILER L TV WA, AR EIREENFRETCHDL L
A7axH o o0 H (1F 500mg, 1 H 1EIRAEE) O#ESIETH D Z L0 b AFIOEIGIEIZEE LT,

2. BhEEXIIHRICEET 53 &
REIN TR

3. HERUHAE
(MAZRUVAZEDMEEHR
WE, RACIZ LR 7 a0 L LT 1E500mg 2 1 B 1EL, K 60 23RS CaEiHET 5,

QFEERUVHAZEDHRERRE - RN
WAMCEB T, LR 7 a0 o U ERAIOEBERE L O AT 1[E 500mg 1 H 1EERGETHY ., ZOHME
POV EMIIESBO SN TWS, £7o, #HTIE 1H 750mg 1 B 1A 5H 50 F 1H 500mg 1 A 2 [
BehHOMER O ER, 5O D 2 WITERMEEYEDOIRE L B L L THER SN TS, ARRIC



V. I8EICEY 55H

BT DARAOER EOAMESIT % [FEREREGYE D ABTIRRIZH T 25 —8NE] L LB EERIL, F1

FHRRBRBRALARTIC IV TIL 1 171 500mg 1 A 1 B G- 2 AN O IRHER & & U TR E LT,

BREERCN &t 5 & U7 B IRSEPIERR . R O g il uie B At & LG R 4. 118 500mg 1 H 1 [=]

RIEEECIT o T2/ R, UTOFEPERINTZZ 00, SMAERUOHENRZY THD LHBT LT,

1)@&%@%&%%%%%&LKEWF%MLK R AROEEAR NI (F2h3H) 12 93.0% (i P ifizk 92.8%.
1B HEREIR ZHFZE O “RIEYE 94.3%) Th o7z,

2) WHENTWDLEZ MU TRV M vakf LI, €7 N 7%V 0) ZxtlEE s T2 ENO®
BERBRIZ I W T, ARMETIT®E T MU T %Y ATKT 2 A BN DOIESHPENKRRE S 71, 2RV TR

RIZBW T LR 7 X% UBE53.7% (73/136) . 7 FU T XY R 56.9% (70/123) L IFIFFEEETH
otoitVfLEkﬁﬁéﬁ@W IO LN oT,
3) AREIT. 5 X AH K OV AR B R AR %mfPH{&&@N4f%ﬁ%%wfwﬁ%§kmﬁ%%ﬁﬂ

?x~&%%mb\%&Wa%ﬁ%%&bfPKﬂ)ﬁ% W E 2 THREFT L7z, PERERECGERBRE (T
7% Cmax CEHE) 1 12.24pg/mL, AUCo24n CEYIHE) X 87.65ug-hr/mL Th o7z, iidilidk, [2MH:0F
WIS D ZRIEYIE A kPR & U T — R B R AR CRIN B & U ColiE Sz iiZk ﬁi@éi&ﬁ%%b
FNEEMIT D K912 AUCo2a/MIC 23 30 LA EICEEM T DR EKE 2 JRIRE & 7 5 B o sl &
100.0% T o7z, ZD T EMBIIREREIC X 2 BYHIRE TOmWANR N MR S,
Fo LR T aF Y AT DR ERE OMHELIE Cmax/MIC 28 5 UL ETIEERD bR -T2 & O 9
WD, MigERE % FRIKE I & T HERE TO Cma MIC 23 5 LLEIZEEY T 2 #5E OFIE 1T 100.0% TH
Sl Z b, HEMELAOCHEZ, JKKREOMHELEZIMGT2 2 L RHIRFTE R GETH D Ll S
niz,

4) ZeMETIE, QT/QTe MIFEIC KITTHBIZ OWT HARANDOREER A (B . ﬁé%@@)%ﬁ%’@%
Liz&Z A, LARZrFH 2 500mg @ 60 5[ s LD BB 5 TIEB 5772 QTe MROIER 1T
O LIRS T,

SARRFENC W TR, FERRR 2 D AR 7 1 4 2 U RRIRN OS5 (2 & W AR E 2 51 & 2 2 3 mlaerEns
METE RN & AN TOBRKIGHE & L TR 60 4 AR L CERRMENHRE S TWRho7e 2
LMD K60 43T TREARIC AR AIE S 2 2 & & LTc, fIRNEIER G LTI HE OZEMITHE S Tn
AAN

4. RERUVHAEICEET EE
7. BERUVAEICEEY 5FE
(BhEe4E)
7.1 BHREIER TEE TEEWMLTRENRHT 20T, WOMEAUOHEZHZ L LT, LBIISCTRYS
B2 C, WEHRREEZH T THRETLZENREE LY, (9.2, 9.82, 16.6.1, 16.6.2 5]

BHEEI LT F= 2 VT TR s N
(CLer) fi (mIL/min) TR ROV R
20=CLcr<50 #H 500mg % 1[0, 2 A B LI 250mg 2 1 HiZ 1 E&ET 5,
CLecr< 20 #H 500mg % 18, 3 HHLKE 250mg % 2 HIZ 1 A% 535,
(BF IR, INTFITR)
72. LART7uaxY L LTEPANCYI Y Bz 2B A IR 0 Al oRGEHME L&) 14 &5 5 2 &,




V. BRI 5 5H

(iRIE)
7.3. IRIEDOFIEKR CHEROIMEN L, BONEK LT (EMA) 28 60 A B O G ZHLE L T\ 5, SRR
LGaIciE, BOgEiconEz 52 &,

£ :

7.1 BEHERESME T LTV D BE T, AAO M AIREN BRI 5720 ARIEIZFRH O BHERERE T OREZIIE Uk

HEROHEY BRI L TG &, BEHRZMETT 2 2 &, BHEREE ORENNIHESE b HTEROH
BCAFNZH#E LI-HAOEYIIE T A —4% (5 7HBICBITD Cunax KON AUCo24n) &2 2 b—
a2 LIz, BERER TR ICmPRED ERITEED LR, #5 7 HHO AUCe2n [T BHEREIEH #HIC
500mg SIESTRERE LA & RERZTIRD N2 -7 ( [VL10.(1)BEHEEEETRE) . [VI.10.(2)
SkhE . (VIL6.(8)EEhE W)

72 PIEBEADOT A KT A4 > (2005 ) IZBWT, BT 7 A, RIF TR LIZAA R 0 REOEK

HHME LT 14 HEDPHERINTWA I ENDORE LT, BRBGTF 7 A NTF 7 ADEEFIEE LT,
FEIR A EAE ) 2Rk L7 Acid, AR D LR 7 a3 oo 0#l (1E 500mg, 1 H 1EREO#EE) ~
DUV EZPEES LN, Z0OHEbRAOFOREHH A 5D T 14 HRIAHER SN D,

7.3 2002 4 7 A28 &z EMEA/CPMP (31 EMA) HA #0 Z*LZBWT, IRIEICKT D LR 7 adg

> OHESER IS 60 A & STV D Z L BERE LTz,

Fo, KEEWREHE % — (Centers for Diseases Control and Prevention : CDC) ®D/3A A7 1 iR~

72 (1999 4F) *2TE, RIEBBEROFIETHIE LTROZ A rR ) n VERHERS LTV D, RILH

WG L7286, BRENE L R0 8 ORI TH Y | RGO LIRFERICI > THRRL28, K5

A& SNTWVD, DT, RAIDEKE S5 FTREMED @ DT, IRIL R OO BERE, X ORI A

WX DEEFRIERDIIEL CVWDEBTHY  Z0®%RITILAR 7V U ROA~OG EX BN HESND Z

LIMBRIE LT,

*1 : 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)

*2 : Bioterrorism Readiness Plan: A Template for Healthcare Facilities CDC/APIC



V.

BB HIHH

5. ERFRAAR

MEERT—2 /1y r—2

1) YIEIEER (2010 F 10 A)

HBR DS s FE | e att §% B
. RO RE

I g GEMEMZ) B | (~14 B, WAL (PR

HIAHRER # © © §). w7 RUTEY U ELEL L
Fe T SRR

- B, 2 Att. AMBEORE
IS B M ST By s
g s | OO BIEFRERE o | o | @ | ~14mRs. SR, 47
—_— TN I =
NGV )
W1 5 00 2 A R CHE BN RO

5 THR FERER A I e G

(EHEIEE) (RAA. EA) (L. 75 R, WM bl
)

X (7 A RSO E O

5 THIBR KRR A T R N

(Bapn) (BAA) (AL, 75 AR, W R b
)

SR 22 el CRIBIE D
- -

A A (A %fiﬁ?@ ~ | e | o | ¢rrvr. ey rromEf
FI. AL, 70 A S, A
7R ER)

" ARG 72t SBE DR

LS RS B B %fiﬁf@ — | o | © | Gomrs. mEst. 75w RkE.
S R B AR)

. QT/QTe W K % M D e e,
QT Bafath BRLIIEAEFE — | 0 | o | Gt mEsl, 77K,
RIEPE o AF—N—iE SRR
O : FHMHE  — : FRATEA
2) FHREXIIZhEEMEF (2015 FE 9 A)
SRR XSy W & f | 224t iﬁ o=
RE R IR T o 15 00 B 7 O 2
S5 AR sremaermne | O | o | L & LORsERRE Gop
R STR L BEABR) | MEVETS 2 e  HEEME R Al — 7 5oL GEEHR) ol
%) Bh. PERAI5 AR - SEOA 5 A RIS
SR ERITE (VG - B B, 2o O - RO
5 SR BROFHMEO wEl o | o | o |
GhRHER) )| B (A () 3~14 B, SEOAIL AFFL
FT/R, AMEEER) 14 ARG, F—7 0 F~ULERER)
5h o A QU S o A T2 4

HHRA S R ARRIRIE (FE | | | o | A RO - BB

(5 A BHEkER) o XNy T A (A 3~14 B, @A C &3
L 14 A s, —7 v 7 ~LRER)

75hil N a =

S AR TR IR (M AT AAER OR IO (1 1 1 a8

DRk RIS eI SELAI~B]0 B % VERHAL 3~7 FII.
GURBH—E s, aitRiLmk| o | o | - |ERECBREL A ST AR
KB) I, 7 5 3 D7 b)) RERAlL 3 A

A 7T LR ER)
P TEPERE (R B, 2l O - R TE D
s BNAERERIC LS| © | © | © |Mi (1R 1E#ES. 3~14 AE. A—

gz amite) )

75 ~ULEER)

© : FHmEH

— : JEMEtEE




V. BRI 5 5H

(2)ER PRI ER

1)

2)

3)

4)

HRKZGHEOREMRUVEMBEORE (BEAL. T7RNE. EEREEER)

A AR N R N B 40 B2 AR 7 1 24 2 250mg, 500mg, 750mg, 1000mg % Hi[al £ 573 (250mg.
500mg % 60 43, 750mg 1% 60 43 i 90 4> [ A, 1000mg 13 120 47 Ad) | £ 72 A A
BN FBVE 8 Bl LA 7 m 42 500mg & HELRTEEE (60 72AdE) L7c, TORR, MBEERLA
ERQIIRO DN TLEM, KOEBFER MR I,

) AANOARRSHEZHELOHEIZ, HDEE, RAKIZVAR7ox32 02 LT1H500mg 2 1 H 1[E, #1604y
%#ifﬁﬁ#&#éojfhéo

Ri#E (7 BE) #5BOXLUERVEYBREOERE (BEAL. 77 RAR, BERILERR)
AR A B 24 I L AR 7 B 220 500mg XIT 7T ¥ RZZNFI 60457 T 1 H 1A 7 HRE AR
B, HHWE LR T xR Yo 750mg LT TR EZNEN 90 430:MF T 1 H 1IE 7 HBAREEHEL
7o (BEHEZNENFERIBIKROT TR 3H)) . ORGSR, FEIEE 18 fi 8 FIIEFHBAALEE, 4
AL O FER UGS EIR 3580 D e 2, W oFR & EALE THIE L7z, 500mg FED 1 4] TR
D B IV E OJEFHANLE 5 FERLIAME, SIS IE T R CTRE CThH - 72, TEEOEF A Z
FE RS OB O PESHBACALBE 2358 60 H V7o 1 Bl CIXERT OH W CREED P Ik Sz 23, fthod 7 61 Cidie s
MR FIRE CTH o7z, 7B, 77 B RHTIHAEFTFLIIRD Lo Tz,

DFER, ANA XA v BERREEICERICHBE S 22 2 BERO b ote, LieBo T, Be
PRICERZ2MBEIT2R < AEMIIRGTH D LM L7z,

) AANOARRSHEZHELOHEIZ, HDE%, RAKIZVAR7ox32 02 LT1H500mg 2 1 H 18, #1604y
%#ifﬁﬁ#&#éojfhéo

SRS, 2%, EMEBEOKRE 3 MRS, AL, ToERAER. BEEKE, HEHRR)
TERERR N 48 il &2t BIC, LA 7 v X0 SR OVEMRIL, SRR, SHREE (60 X% 120 7)) %
2z, 1181 500mg 1 H 1[8], 3 HMKE ARG L, EHALLOG, Bk, KOSy BIiE % Rt L7,
ARSI, VAR 7 a4 U E bmg/mL T 60 4y sl 5 L7z 5% 7 R o RS rt 9 i, E#
BIEHEREOBID Y B, TNEh 841, 9PNCRE L, AHBERTLR 7 oV v B BE L2 IR
L 6053 Sl e 358 94H 7412, IR Loz 120 0 siiEHET 5 & 94T 6 AT EFHNAL
FOGBRBL LT,

AFN O VEFHBAL ST HEAL B TRl T#% 30 S UINICIZIEEE 3 5 —@tEo b 0T, KRIBBR ClEap
R N GRS ATRETH Y L LR 7 X 2 500mg A ﬁ&@@ﬂé@&@mﬁflﬁ%iﬁﬁoko

) ARNOERENAELOAREE, B, RAKELVR7aex9 0L LC1H500mg 2 1 0 1EH, #6075
M2 CRFFHET 2, | TH D,

QT/QTc MRERURLMED®E (HEKRSE., BE#%. BFAlL. To7RAEB. ¥y OXA—/1N\—i&)

TR 7o R ANWRBRE 48 0 (K AT v 7 HIEL OB, TR IH, 4 A7 v 7 TiH48 ) ZEXIGUT, LR~
7 2 500mg & 60 432 CHRIFEFERF O QT/QTe FIRRIT 33 2 5 8% it L7z,

ZORER. AH 500mg FARMNHLE# 525 QT/QTe MBI XIETERITTS <. Ol i xh U CERIKRIY
W & e BT/ NSV & LTz,



V. IBRICB 5HA

5) LARZAXHY L UERFBEEEOENBBICRIFTOAFOU, TARRY ROEEL BRI T HHEKREE

HEBR (UAFOY, TARRY FEOEYHEEERADKRE., BEAL. 7—TUSRLE 28 2800
AA—N\—iK)
fEFER AN B 24 BlZ2%tge s L, VAR 7 a3 @Al (500mg/100mL) % BiE[#E (60 43 AMT T
SRR I ATF VU ROT a2y REJH LA 0Ret, KEhmes it Lz,
KMENEORGEIT [VI1.4) )V AF DY, TARRY FIZKBEE] 2,
BEFRT, LA7aXh o UHEMBLER, ROV AF UL I T a3y ROFAEGRHIZB W TR -
ML 2D b DR oTe, LARTnX Y U BEMEER, L AF VI T m_x s MR GR T’
B KRERBEWVTROONT, ZNORAOHAICE D VAT ax¥ v ORyEEOL(LITL e
07y AMIKREREBEERETHOTIE RN o7,

Q)AERIGIFEHRHAR
FH L

(4)WREERY R ER
1) BRI
@ Mk ERRE L-FEMMAERERHE GESMHRIIRER) 4
Aok

M RICBIF 2 LR 7 e U ERNFIOGECRE LT . 87 hU T Y o F U o akFa (B
H B | & : 27 )TV 0F oA, UBET7 )T XY IS CTRX) EEHIZ SRS - UIES M
AREE, RONLAR 7 v %o U ERFI O e M A2 ST 5,

S
FHA
)t G| ABRIRAS SR LW S oA GEETRYE IR 2 B < @A)

Gk | EBRE 2004 (LARTZaXH U 1086, BT NU TV B 92 )

cLARTERH T 1[H 500mg 1 H 1 EIZK 60 2T CRiligilkin iz 5

BE5HE | -7 MY TXR YU 1E 1g (i) ZIRMFOBEMBIRICEMR L, 18 2108 (- 4) # 30 27T
R IR 5

T~14 HH (B, BEEMPERINZSGS. b LATREDILOLENDH 55513, 1eBREO®K

Sl It IERL (PRBEiX) | A= T b FESVERGERBR

BEIW | et Lcb Rz b e L, )
g | T IEROBRAR (%)
W | PSS HROERMR ()
ey | CRREEE GEERT /R T~14 N8) OERBR (HH%)
TIRE e (k)
AL S (IR SRISREI” 350) 5 BT E IO BRI (R) | 25810, 1By
B B L SHIRHE R B AT K DB E (A5 . TR . SUT THERRE ovFha
CHEL, [ LHESEREOELEEHEL L,
BERT BB RUESEE 3 AEOBRNENTESE
I
B ) 5 AR
GRS TR ZSTCET ERdBA NS HANLE | L e
OHERL | [ X Bk | WD T0%L FICE T W boT, 3 HAOH ii%ﬂi% by
e 1 LEREL <9,000/mm? [ T EWETHARRD 106 | L |y
CRP ATE D 30% LA FIIE T HEZ DRSO
BREEBOBRNRE RS
% e

) M OFLEIER 5N ARETH > 12854
" %) APET ASUTIER AR L, thoPiEER 52 0E L LIZ8E
I EAHE WA« BN R0 CHIENRATRE RS




V. BRI 55H
BHERIT, EHRTEOMEFHDREZRTHLOTHY . R YEN SN L2 EE ARSI
LV, FEELHESNEEKD S bIEE LZEKROEIS & L,
wmzy | RRBEROMRAIEEE
ZhE DM HoE I e
L W g | BEPRRAICERD DN RRE B  T IR R DR VRS, 55 VIR T/
R RIS - SIS £V RO RIURE L 7R o 1o B
7 ft | BGBARNCRY S RRE AR GR T PIERIC bR b 558
HETRRE | BEANICERESRD bR, BT /P IERORENRELDOBE
#w R

(EAZ SIS

UTDEDLBY THY, BEHKT AT IEEREORK

RENR T, BRI 2 L VEDGEE S iz,
==
=

BRERT FIUBOBRKNIR (EHNE) GEHOEHERERICKSFIE : PPS)
\ ; o | e e B (%) @ | HHEDOE (%) V)
BEH A R RUERRE AR one ] o | [95% (KR ©
LAR7a X U8 | 92(85.2) | 12(11.1) 4(3.7) 108(100.0) | 88.5 [82.3,94.6] 03 [-9587]
7 FU TRV B | 79(85.9) | 10(10.9) | 3(3.3) 92(100.0) | 88.8 [82.2,95.3] ' T

PPS : Per Protocol Set

a : BB Rt FlE CHEARREIX R B FR<)
b: LAR7uaXH T U HOFHR-TT RN TXY RO HFR

D IERUREIC K D 1EHE

o o

X [H

BREEES N7 &HE LT,

®’56%R 3 BIRDERIIR (FHX)

GHEHIEZERICL HHIE : PPS)

() NO¥IEIZ%

RO ED FHEEM Z KD ERTEUCEES < W] 95%[EHXKM 2 HH L, TIRIEA-10% 2 EogE . HEH M

. . . - AR (%) @ BHHhEOZE (%) P
% e HIE R G = =
BEH GEN I Rl b rosofEmEixm] @ | [95%(EHEIXM] ©
LART7axth U8t | 47(43.9) | 57(53.3) 3(2.8) 107(100.0) | 45.2 [35.6,54.8] 115 [-2.9.95.9]
7 FU TRV B 30(32.6) | 59(64.1) | 3(3.3) 92(100.0) | 383.7 [23.9,43.5] ' R

a : AABIE T 615 CHIEARBEIZ O R HER <)
b: VART7ux Y UFEOAE-T M) T XY CHOAME o EBLTLIC X D EHEIXMH

REREBRE (R58T Hik7~14 BR) OBRERMIRE (HHE)

GHAEHERER

() NOHEIEIET%

[CX BHIFE : PPS)

. . . - AR (%) @ BHHh#EOZE (%) P
% e HIE R G = =
BEH GEN I Rl b rosofEmixm] @ | [95%(EHEIXM] ©
LA 7axd 08 | 80(74.1) | 10(9.3) | 18(16.7) | 108(100.0) | 88.9 [82.4,95.4] 51 [=5.5.15.7]
7 TRV U | 6267.4) | 12(13.0) | 18(19.6) | 92(100.0) | 83.8 [75.4,92.2] ' R

a @ AABIE FEME R G1EL CHIEAE e OIS T 1R300 R B ER <)
b: LARTZ7axF U HOREDRE-ET MY T XY UHOAZER ¢ IEHTEIC K D EHXH

() NOHEIEIT%



V.

BB HIHH

HMEZPRIR

TEROLBY, Spneumoniae % & LMW ERIEYLIE D EE 72 RN E 2% L CEBREDE (FHKER) 2R

L7z,

JRRE A CTOREBEARIEL, LART7 X 8T 97.2% (6971 BK). £7 MU 7% Y VBT 98.0%
(50/51 #k) TH -7z,

FRIFRENOEE LRI, S pneumoniae TIXL AR 7 x4 BT 96.3% (2612748, 7 ~U T

¥V BT 100.0% (26/26 %) Td o7z, H. influenzae Ti&, LR 7 w4 T 100.0% (26/26

). &7 MU T Y UEET100.0% (11/118K) Th o7,

B FEMMERE OFEHE &1L, PRSP (penicillin-resistant S. pneumoniae, <=3V Uit ERE) <

LR 7w BT LRRT LERSHR, £ 7 U 7Y URET 28R 2R HE L, =27 BT A R

M S, pneumoniae TIZ VAR 7 v X% 2 U HET95.0% (19/208%) . &7 MU 7% T 100.0% (23/23

) THY. BLNAR (8 -lactamase-negative ampicillin-resistant H. influenzae. -7 7 ¥ ~—TLI

FEAT BV Uitk A T VR ) TIRLAR T ¥ BT 100.0% (11118, B hU T

xYUORET IRRT 1ERDNH R LT,



V. BRI 55H

FREEANMEFHHNR (BHLE)

e N HIE - BEHRE (%) @
LR P b . Az T
G I e L I
_ LVFX #f 36 2 0 38 94.7 (87.6, 100.0)
VAN :
CTRX ## 31 0 2 33 100.0 (100.0, 100.0)
LVFX #f 10 1 0 11 90.9 (73.9, 100.0)
S. aureus -
CTRX #f 4 0 0 100.0 (100.0, 100.0)
LVFX #f 0 0 100.0 (100.0, 100.0)
MSSA -
CTRX ## 2 0 0 2 100.0 (100.0, 100.0)
) LVFX #f 26 1 0 27 96.3 (89.2, 100.0)
S. pneumoniae -
CTRX #% 26 0 2 28 100.0 (100.0, 100.0)
LVFX #f 1 0 0 100.0 (100.0, 100.0)
PRSP*! -
CTRX #% 2 0 0 100.0 (100.0, 100.0)
LVFX B 0 0 100.0 (100.0, 100.0)
PISP*2 -
CTRX 0 0 8 100.0 (100.0, 100.0)
LVFX ## 17 1 0 18 94.4 (83.9, 100.0)
PSSP*3 -
CTRX #f 16 0 2 18 100.0 (100.0, 100.0)
LVFX #f 19 1 0 20 95.0 (85.4, 100.0)
~ 7 u7A Rififi* -
CTRX 23 0 2 25 100.0 (100.0, 100.0)
_ - LVFX #f 0 0 100.0 (100.0, 100.0)
<7 0T A RS HE*s -
CTRX ## 0 0 3 100.0 (100.0, 100.0)
S mits LVFX #f 0 0 0 —
- s CTRX ¢ 0 0 1 100.0 (100.0, 100.0)
. . LVFX #f 33 0 1 34 100.0 (100.0, 100.0)
VAN =3 :
CTRX Rt 19 1 1 21 95.0 (85.4, 100.0)
V(B catarrhali LVFX &f 3 0 0 3 100.0 (100.0, 100.0)
b/ catarriats CTRX ## 4 0 0 4 100.0 (100.0, 100.0)
i ] LVFX &f 3 0 0 3 100.0 (100.0, 100.0)
- pretmommae CTRX ## 3 1 0 4 175.0 (32.6,100.0)
LVFX #f 1 0 0 1 100.0 (100.0, 100.0)
K. oxytoca -
CTRX #% 0 0 0 0 -
LVFX #f 0 0 0 0 -
FE. cloacae -
CTRX #% 1 0 0 1 100.0 (100.0, 100.0)
i inl LVFX 26 0 1 27 100.0 (100.0, 100.0)
- ntuenzae CTRX B 11 0 1 12 100.0 (100.0, 100.0)
LVFX ## 11 0 1 12 100.0 (100.0, 100.0)
BLNAR*¢ -
CTRX 1 0 0 1 100.0 (100.0, 100.0)
LVFX ## 12 0 0 12 100.0 (100.0, 100.0)
BLNAS*7 -
CTRX 8 0 1 9 100.0 (100.0, 100.0)
LVFX #f 1 0 0 1 100.0 (100.0, 100.0)
BLPAR™*® -
CTRX ## 2 0 0 2 100.0 (100.0, 100.0)
e LVFX ¥ 69 2 1 72 97.2 (93.3,100.0)
. CTRX #% 50 1 3 54  98.0 (94.2,100.0)

a 1 HRHEREEL AT R BRI CHIERRRIZ S R HFR<) CTRX : 7 MU 7%V

b EHTEUC L D EHE X

*1 PRSP : penicillin-resistant .S. pneumoniae; =3V ViHPEMAEE (PCG=2ug/mL)

*2 PISP : penicillin-intermediate resistant S. pneumoniae; =3V > HEREEMPER2EkE (PCG 0.12~1ug/mL)
*3 PSSP : penicillin-susceptible S. pneumoniae; ~=3V »EIEM%EKE (PCG=0.06pg/mL)

¥ <774 Nttt : CAM=0.5ug/mL



V. I8EICEY 55H

¥ v nu A NgEZM : CAM=0.25pg/mL

*6 BLNAR : f -lactamase-negative ampicillin-resistant H. influenzae;f3 -7 7 ¥ ~—VIEFEALT L & U ViittEA
7T oHE (ABPC=2pg/mL)

*7 BLNAS : j-lactamase-negative ampicillin-susceptible H. influenzae ;-7 7 % ~—RIEELET 2 U gk
A 7N HH (ABPC=1ug/mL)

*8 BLPAR: § -lactamase-positive ampicillin-resistant H. influenzae; -7 7 % ~—XELET L B VU UilittEA > 7
N YHE (ABPC=2ug/mL)

PCG: _oonX=vJ>» CAM: 77V Ru~vwA>, ABPC: 7 EYV IV

ZEeH
RBITERRBIRIT, VAR 7 X BT 53.7% (73/136 #i, 223 . 95%(FHEXM : 45.3~62.1) . &
7 RUTFY BT 56.9% (70/123 i, 150 £, 95%(EHEHIX M : 48.2~65.7) Th -7z, FEMIZEIT-3.2%
(95%(EHEIXH : —15.4~8.9) Th o7z, EREMWEMIL, VAR T w4 o URECTIHESFAALLE 17.6%
(24/136 f) . ESHEMLZ 5 FERE 11.0% (15/136 f51]) . ALT #3/0 11.0% (15/136f51) . 7 MU 7%
VBT IR, ALT #8I03% 12.2% (15/123 f5) . AST ¥4h02% 10.6% (13/123 i) Th o7,

wOWm
VAR T m Y o R FIREO R G T RIRR O BERR (F2hE) 13 88.5% (92/104 f5) THY ., &
T RUT RV UL OFERIZED 95%EHIXE O FIRIEN-10% % EE b o7/, LR 7 u x4 03
7 MU T XY AT DIELEREE S LT, VAR T B R R B ORI E R 7 BRI
WO BT,
XoT, VA7 uaXH 2 500mgl A 18] 7~14 ARFFIRANE G-1L. S.pneumoniae % JFIK & & 3 5 i
REET, RAOTHIE GHEMERZ) 123 L THoRIBEIRB R TE B2 b5,



V. BRI 5 5H

@ hepfitig. BHEFFRIRED _REREZRERE LI-—MRERRRER (RHA%E I/ IME. LiREREER)
A&
ABEANEE DS B & STz i o2& SRR MR g 28 O —YREGME [ 181 il & 5t RIC L AR 7 m
> 18] 500mg 1 H 1 [BZ% 60 232 CTHaEErE Lz, Wakid, iR (vAf 277 X<k, 77
IUTMIR, LIARTMigAGTe) B 146 B, 1BMEFFRIFHRZE (IBMRE SR, OVF AMEILARE
A, RE SCIENRIE, KU, IGRRMERE . KUE SR, BRIBYERTRSEZ. COPD. EEfliO Wiy O
WG 3B I CTH D, HEMFIL, 7T~14 AFTH 5,

#w R
FRERZh R
BRELRT HIEEOREKSE (EsE) (PPS)
, . - (e e FHhg (%) @
YR HZ zsh | EARRE &t [05% (2K ] »
IR SRR E (£218) | 173(95.6) 8(4.4) 0(0.0) 181(100.0) | 95.6 [92.6,98.6]
DL 140(95.9) 6(4.1) 0(0.0) 146(100.0) | 95.9 [92.7,99.1]
B P I B3 48 D
e 33(94.3) 2(5.7) 0(0.0) 35(100.0) | 94.3 [86.6,100.0]

PPS : Per Protocol Set

a : AAWEBRE L MR SRR S CRIER
b IEHITEIC X D IE X

REIF A BE B R <)

() NOEUEIZ%

HEFHIER
BRERT FIUBOHMEFNIR (BHEXE) (PPS)
\ - . sy (e A HEiHRE (%) 2
WAL MEES e HEAHE &5t [95%(ZHEXE]
I SR GE (42 1A) 91(95.8) 2(2.1) 2(2.1) 95(100.0) | 97.8 [94.9,100.0]
2% 68(97.1) 0(0.0) 2(2.9) 70(100.0) | 100.0 [1000,100.0]
8 P R B9 22 D
— R 23(92.0) 2(8.0) 0(0.0) 25(100.0) | 92.0 [81.4,100.0]
a : HRERE R R GRS CRIERBRIZ RN B ER<) () NOEMEIZ%

b @ EHLERIC K DX

Z&H%
BIER B RIT 44.2% (91/206 f]) T, F7RBWEMAIZ, EHEAAIEE 13.6% (28/206 f51]) . ALT #4N
9.7% (20/206 f5l) . AST #4011 8.7% (18/206 i) T -7z,

PK-PD /85 A —4% (AUCo240/MIC, CmaxMIC) EERERZNE. HMIEZMEDBEENH
Fli R EKEE 2 IR & DR 12310 5 PK-PD /X7 A —% (AUCo-24n/MIC X% Cmax/MIC) & ERIRZN
I OSB82 oD B 2§~ 7
FRPR DR ORI AT REZe . iR EREE O HH S AL 7- BB B 33 . TH R 233FAMh v RE 72 ifi 28 BR & D BRI
B1BRTH o7z, MREKEOME FRIRR (FEIHKER) K OWHRERE R RS ORIRZE (F2%) 13
AUCo-240/MIC X T Crmad MIC (202020 57, 7T 100% ThH -7z,
7B, FRERE IS DA NMEDHRIE & 72 5 AUCo2a/MIC 73 30 UL EOHERF OEIG X 100% (33/33
) Thotz, Fiz, MHELMBIOEIE L &5 CuadMIC 23 5 LI EOFERE OHEIGIE 100% (33/33
#) Thol,



. IBFRICEE9 D IHEA

@ REREH -

BRBEXENRE LEENHEERRKAER GESMHREEAER) 59

X &

AN X DI EME &P S 7o 2R MR EE R (IEoA) | EHEER RER R OEHEE
fERE R B 252 61 (LR 7o U8 1276, NRXT7a %% 0 A D VERE*EE © 125 #i)
*NRATERY LA BEIEL T AR 7 n Xt u LETLT D,

A
FTHA v

St RIS, EIERL, =T T VL R

BL 5k

VAR 7 a Yo 8 ERAI L E 500mg 2 1 H 1A, £ 60 232) T 5 B RBATERIRINZRS-
N7 U8 FEFAI 1B 500mg 2 1 H 218 (G- 4) . 30~60 00T T 5 HIBSREERHIRA
5

WL S b MG TR, ALV LR 7axH v 04 1B 500mgl H 1[81% 5 HRERROBS
L7,

{2

AESTHIE T IR O M S0 R
AERFIRE T IR R O BRIR 20 R

AREHER (FBGAET IR 5~9 ATR) OMIE RGN - BRI
SEBCHRDBGON L ETOHE (BHER)

O
CA

(R B\ B % R AAIRIERE D =0 DA K5 A 2 — 55 1 I~ KO BB A
HARTA ) (L, SR MR AT TR OHE - THIE L. A0
B DRI EADEL L,

Al R
SR DH|
L YE

MEAPHR TR
H
ﬁ
®

HE I
ME$AS <104 CFU/mL (&M RJR TiE <105 CFU/mL) DE#&
B3 =104 CFU/mL (ZcPEHIR TlE=105 CFU/mL) . UTIRRIELIAN DOHLHIE~DETE -
I AT o 7= K
VAR 5 AR BB I 7 7 B . AN SRR e D L\ R VB |
BUSMC KT B 1% L L, BUBSEO LT - BN 217 > f 3

REES OME MR L
HIE I

B E

g | ETBNICIED b I B G R IR 7o B
EHIHS <10t CFUML Gyl X it

| BODERNICHD b BB G b RS LS

B | B BB b o 7= A Y B S AT B e

IR E BB R R TR Tkt . THBL oL R THIE L,

FIRWED 5 k) &HIE LI BkOBIa a5k L LTz,

|

iR KB

MEI) . ke &HlE L

INERIES
D E A
e

BEEMEEEE ROBMENRUTRE CEFHERT / DIEER UARHER)
e HEE
a9

TARTOHRIERA KR LB

m %) | PR ARERSEE, AR OPEREOEE - B G 21T o 1B
HEARRE | RGELSNCH T B0 L LT, FEROE T B 5 21T oo
BHMTRETR. EHUEBERROBERMNEHEELE CEHART iRk AR ER)

Hl HIE S

H TARTOBERAERIE L, ST D RIYERAEAT OIRIE F Tk LI

g g | SRERENOREE CUR L TORVIERARIT, UITRBIES ORI O LT - B
-7 552170 1B

HIERRE | ASHEBLSNCHT 2L LT, MEEOEE B G217 - 1B

o, PR E LT, BRBREMRIC, ERAE G D ORESEIROHER & R L, #
FOFWIEAEIL, 37.5CANMS 2 A MIERE L7256 & L MR 3410 T 1 B RIRAS 37.5CHRN
7oA & LTz,

|




V. BRI 5 5H

i)

EHFIET P LEBOMBAFZMHR (BHER)

EHFET /P IEEOME LN EOFDRIT., LR 7 a9 0BT 93.7% (119/127 #) . /8K
7uaxHh T URETR9.5% (111/124 ) THV, LART7aXxHh o X7 axh o Aixtd 5SS
PEDSRGE S T,

HEFERRE

58 HhE# 2 [95%E/X ] P
LARZ axYo R 93.7% (119/127) [89.5,97.9]
N7 x4 o ff 89.5% (111/124) [84.1,94.9]
BRNEOREMZE © 4.2%9  [—2.7,11.0]
a TR R OF R =F 2 TR EIE CHERGRIZ D HFR<)
b EMITENC L5 95%EHEX M

c
d

i )

ii )

iv)

V)

LR TeX YU U RO - R T XY RO B SR
CANFROED SHETMEE RO, ERTPUZIEES < WAl 95%EHE XM 2 5HH L, FTRIEN —10%L LoEE . IES

PERKGES - EHE LT,

BEHEROMEFMHE (AE)
T E R OME PRI B ORI RIT, VAR 7% VBT 76.2% (96/126 i) . NA 7o x4
VEET 79.7% (98/123 fl) Th o 7-,

ERFIRT S URFORRENOHMEZENSR (BHEKXE)

Va7 a Y AT FEERREEICR L CTENZEEKREER L, KIGE. BERE (E. faecalis) .
FRARRE T D ARIL, TREN LR 7 e X3 URETIL 97.9% (94/96 ££) . 100% (23/23
R) . 100% (12/128k) . /RX7 v X4 U BETiE 100% (84/84 #£) . 95.2% (20/21 #) . 100%
(6/6 %) TH o1z,

BEHEROREAFENOHMEFHMNR (FHKE)
EHREOIIHIER O FERFANER OREHRRIL, KGE, WERE (B faecalis) . FiRIEHEITH L
T, ZNERLR 7 2%V BT 85.7% (T8/918F) | 91.3% (21/23#) . 100% (12/12 %) |
NRAT7 XYV URET 94.9% (TH/IT9HE) . 90.0% (18/20 #%) . 100% (/6 #%) Th -7,

ESEIRT /PR - AEHIEROBKNR (BHHE)

BB OERAIRET /P AERE R OB ERFOBRK DR OB HRIT, TnEh LA 7o X3 T

58.3% (74/127 f5) K1) 81.6% (102/125 f5l) . /S X7 1 FH L U BET 62.1% (77/124 §1) KT 82.9%
(102/123 ) ThH -7z,



V.

BB HIHH

REMNDOHEFHMR LERKRHR

HHBE %0 [HAZSBIES
PHRA Epacnitd HESAET L e HESARET g sy [
P TRHCH) & PN TR E e
. e |93.7% (119/127) | 76.2% (96/126) | 58.3% (74/127) |81.6% (102/125)
. VRTERTYAME | 595, 97.9] [68.8, 83.6] [49.7, 66.8] [74.8, 88.4]
o Sz o |89-0% (111/124) 179.7% (98/128) | 62.1% (77/124) |82.9% (102/123)
[84.1,94.9] [72.6, 86.8] [53.6, 70.6] [76.3, 89.6]
. e | 94.3% (83/88) | 77.3% (68/88) | 62.5% (55/88) | 82.8% (72/87)
w0 TV g 5 99.9] [68.5, 86.0] [52.4, 72.6] [74.8, 90.7]
ESN . e | 877% (7181) | 76.5% (62/81) | 66.7% (54/81) | 84.0% (68/81)
AL BT [80.5, 94.8] [67.3, 85.8] [56.4, 76.9] [76.0,91.9]
. s | 95.3% (41/43) | 81.4% (35/43) | 51.2% (22/43) | 83.7% (36/43)
et VAT EET R 1891, 100.0] [69.8, 93.0] [36.2, 66.1] [72.7, 94.8]
A 91.7% (33/36) | 86.1% (31/36) | 63.9% (23/36) | 80.6% (29/36)
X T RR S o NN A /0 .17 970 .00
AR AAT R ET R T 896, 100.0] [74.8, 97.4] [48.2, 79.6] [67.6, 93.5]
. e | 93.3% (42/45) | 73.3% (33/45) | 73.3% (33/45) | 81.8% (36/44)
g |77 TR g6 0, 100.0] [60.4, 86.3] [60.4, 86.3] [70.4, 93.2]
BERER | © o | 84.4% (38/45) 68.9% (31/45) | 68.9% (31/45) 86.7% (39/45)
SATBRITZAEN 059, 95.0] [55.4, 82.4] [55.4, 82.4] [76.7, 96.6]
. e | 92.3% (36/39) | 73.7% (28/38) | 48.7% (19/39) | 78.9% (30/38)
I//\ e
B RIRITV B [83.9, 100.0] [59.7, 87.7 [33.0, 64.4] [66.0, 91.9]
7S . o ae | 93.0% (40/43) 85.7% (36/42) 53.5% (23/43) 81.0% (34/42)
SATEERV LR g5 4,100.0] [75.1, 96.3] [38.6, 68.4] [69.1, 92.8]
BB A=A AR GBI CHUET RIS B B IR <)

TB

D IEBLERIC KD 95%E X

vi) BRECHT HRE

TRERBAMERT OISR 37T5CLL EOBEBRDEE 265 L LT, MBGIENEON D £ TOHEOHE
BEMIOR L., BhBREROMBIRNPEONDETORKOTREIL, LR 7 XH v B3O
TTHIT3.0H, "A7axH o HO69HIT30HTHY, HEHMICETTR DN T,
T~ A Y —iEE O CTHESFIB G WM ISR L2 BEORISEHET S L. BRBRAEKTIX
LIRTZ 4 VT 88.7% T oz,

MR
(%)
100 - . L
— LAR7AFH U (n=77)
25 - IXX70FH LB (n=69)
s |\ e
&
iR 50
|
& 254 e
0 _
548 28H 3BH 4HH 58H
LART7OFHLUE atrisk* 77 77 49 23 12
% 0.0 36.4 67.5 83.1 88.7
NRXTOFHL B atrisk* 69 69 51 24 7
% 0.0 26.1 65.2 85.5 91.7

* BRNBRNBONTOEMEREEY NTSURAY—EITKVHEEE



V. BRI 5 5H

2)

vi) Z&tE
BUWERZBIRIL, VA7 X% UBET 30.2% (49/162 ) | /SX7 a4 BT 26.5% (43/162
) Th-oi=,
ERBEERIZ, VAR 7 a0 URECIEFHIALALEED 8.0% (13/162 ) | JEHELZ 9 FEREDS 6.2%
(107162 f511) | TESEBALLTE DS 4.3% (7/162 #i]) | FHIKOY ALT $IN23% 3.7% (6/162 f5) | 1
SHERALERIRZS . v -GTP B5hn, KON AST BEMA % 3.1% (5/162) Tholz, "X 7 uxH v BTl
TESTERATIETE Y 8.6% (14/162 f5) . v -GTP #8728 5.6% (9/162 f5) | JEHEACALEL, ALT H4/0,
SOV AST #9234 3.7% (6/162 f5) . FHIN 2.5% (4/162 #)) Th -7z,

REMRBR
AR L



V.

BB HIHH

(5) & - WAERIHER
ZTDMDBERAEZ MR & L=EMABERREAER 719

(BRI G, ARIE G 2 % 5 & L 7o R R AR )

MG« BME R OFATAIS O "G 11 61, SVEIRFEIREE 6 . SRR JREE 5 61
[PREGEEIE (RISZARAE - REER LARRK) &xife & U7 BiIRAER]

SR PERTS MR R 8 B, SRR LIRS 10 6
[EIENIRGYIE 2 k5 & L7 B IRTAER ]

A% A 21

[ 2Edm NP BRI GE & )P 5 & L 72 B R ARR ]
FENBGEE 8 . FEIBGRES 13 4]

Lk ILE. A—7 v 5 LR

Feh5I71%

(LBl R . AHSE R YE 2 5h 22 & U7 aREBR] . [DESe A RMEIURYYIE 2 k15 & U 7= R eEk ]
VA7 r XY U EFlE 1B 500mg 1 H 1[E, £ 60 437237 T 3~14 HFLAEFIRN 5
SHMMULEEE L%, LR 7exY o 804 11 500mg 1 A 1EHFSICEIVEZLZEH/ME L,
HEHRAI R OAE ARG 14 BRI E LT,

[JRESRE (BTSZRRZE « K53 BIAR) &t L LR

VAR 7 ad% v U A A 1B 500mg 1 H 1E, 5 60 42T T 3~7 B IR B 5

3~7 G Lztk, VAR 7uaxH o 804 1B 500mg 1 B 1[ENZEID X, 11~14 AMEO#E
5 L7, ERFEROAZEDERAFRSMMIL 21 HE & Lz,

(NG NI YLE & kG & L 7= B IR SR ER ]

VAT r Y U ERAlE 1B 500mg 1 H 1EL 60 432 T 3~14 HFLAEFRIRIN I 5

BRIEEE

TR E R O ERIR DR « A = 2h 3
TRRCHIE OFEMREIX. BISIIRSS &MEER B AR 5K T IR 5~9 Bk, 7 T X VTR
W EARRIIER ST ik 2~4 %, TOMOEBITRGKT Ik 7~14 H

INERIES
D Hs
e

TREDHERYEICHE - T, TRECHIERF OEFIR D R 2 HE L=,
SME - MERUFMAIZOZ RELE, BEX, BEXOBRKRSEHEEE CARHER)
B ) H e
W o | SHEHUERC, FTOMIR - ISR, HDVEE B EHIROLEIED 22 R
" 3 FCHRERH LN TODHS
N .| FEARHIERH VAR O AT SR WES . B A WITERBICK LS 52 AR ISR T
Y Tatac A
HETRRE | AHEBOHENRARRES. &5 WIIOREBICK LIEESEMT ORI 5E

SEMEMAIIRROBRERRHIERE CAEFIER)
E

] IR BT
B | PRI ONCHERIE Rk LT
B D | BB L EHRIR AR, UIERDE B BRI (T -
FEARE | WGBSR T B E L. PipkOZ R - IR E T -7 Bk
LART B X L ORI~ ) BT, BEROERE  BNRIEE Uo7
L & R AR STCRMOH A & LT
AMMEEES FAR, ARISICTHBELAROBKRDRHTRE CAEHTH)
o IR BT
f B | W ARSI BRI O A 3 AR LTk
W | W EARICHORT 5K O FIE A, SUSh RO E T BIMERE 1T - B
FEARE | NGBS HT B E L. PikOZ R - BIHEEE T -7 Bk
LART B X L R OAI~OY ) AT, HEROERE  BNRIEE Uo7
FEHMIK & (LR KR STCRIBOEA & LT
MEEA DR REHERE CHEHIER)
o E I I
LR D 28 H & <l T 54
g | FPRRERCHER IR 3T.0CLUF (REHIR STSCULT) Th D, 2ok
o 1% CRP fH 9 DSE A B T H
JEET R DANE A L ARG R A U E RSk LR
LR D 2 8 H & < T3 5
- FA IR ARBMB 23800 11T ER CRP i 90 S 3R 755
REHT R DAL L, Ao I - JREOVER K OV AR, ST b0 R AR
WL a

%

iy

&)

i

T

UTFOWTNIOHEBIZHRY T 556

- ERRo THER ONEEEERT- S RWIEE

FU ) PTG AR = LA

JBRBRFEE G ISR S TWRWER, 28000 R L — USRS s h - 5Ga
SJRBIEE 5 O IIESR R 548 T P IR IO PR B G S i A

HEARE SEIK - BT RSOTEG AT ROE WA K L TV 556

a : CRP EIIHTAIIE NS FAHRIRIC L DT R o v — s e tig L7z b FNC KAt RITE DR o7




V. IBRICB 5 A

FERNBRLE, FEMBRLORIT7) VJICKPERNEDOHIERE CAEHIER)
hil & ] e H v
NE i SEAR - TR O A a7 &0 7 UL TFICED LzhE
g # JEIR « FTRO R a7 AN 9 LU TICED LIZEE
P ” FERR « TRO X a7 3 10 AU EDEE . ROSRREBIIK L TOPTREE (25 X
- EE~ORFTEE) NEGINT5E
) EAHE KBt LRWEOBRBIZ LY | IR - AT ROFE RS KA LTV DG
FERARE, FEMBERXOERK - TROHERE CREHER)
H o H BT — Z2a7y
>38.0 6
- >37.5~<38.0 4
i (C) >37.0~<37.5 2
<317.0 0
3+ AR T D NONE Z FHLT D) 3
FHE + (DR L H DN, MENERTED) 2
1+ (ALK T 50, BN TWD Z ENRZN) 1
fif R 2eh R — (72L) 0
DYIEFE 3+ (iHAIR < TUTH A DWE L FHLT D) 3
%t TR 2+ RV EbHDN, MEEHETED) 2
(FEREB UL T E B2 OER) 1+ (RN EME DA, BN TNDH I EREN) 1
— (L) 0
e 4
T OMER e 2
EH (e L) 0
%8 (2mLLL L) 3
O R FEEE (ImLLL E2mLA ) 2
DB (ImLATH) 1
7L 0
>12000 3
. >10000~ < 12000 2
RiLERE (uL) > 8000~ < 10000 1
<8000 0
>12.0 3
>4.0~=<12.0 2
CRP (mg/dL) S03<=40 .
<0.3 0
TREDHIEFEAEITHE - T, 1R HIERFO BE B OME R h 2 1@ Lz,
SME - MERUFMAIZO Z REE, BEX, BERXOMBZMMRHTEEE CAEFITER)
waE (W I .
. EOERI S VR B SgbIE OB 5 (o R A R S
WX | waorsa
—Z
e TR L > TERARAER 388 U U, YW OREYLFRE) b A i Wk
L7ER G o ho b, FRBEITHEALZb O LHEET S
& o TRIEIZ L0 B & D72 JEEYIE O IR-OMU 1335 0 L7203, 440 JF R
A CEAL O S S =856
# e | BEERIEROSEDR A LT, YRR D YW OJFIK E 3 Sz
. T e N
S0 %G
Lt - BRPRHER O 6737 VT SN BRI S L TR 10 B 0 SRR 3
T e e %ﬁﬁﬁﬁ‘;2%%éwm%%ém&#ot%é\Emﬁmﬁﬁbfwé&%ﬁ
s ’Wﬁ:$b¥@®ﬁﬁ%mﬁkb\%ﬂ%%@%t&ﬁﬁ%%ﬁ\%
5 T2 JEYRITE DIE RSO % 1 - TRl CERAL > DA S =85 17
LHIOFERE RN TFRT D & & BICBARHI-RMEOHRZ RS Z
EEEGE | ERH D, ZHIUTHES T, BRI D D WO IR Lo RYEET AR D
U< (3B A2 EARY LT 5
JRIREE OVERDFE S5 53, ZHLARRIC B ONR] YA O R
H | BRI CHRE R SNHE TH 5, EICIRBHERNIX T 5 B
HIERFOFHIIC AV S
e oo | TEA OFRHIC &0 MR ERIRRA N M S o7z 7e &L B ong
FIRBERY | HERRE | iy 23 vm s EE




V. IBRICB 5HA

AMHMEMHINIRARUVAEHEERE LAXOMB PR TERE CAEHER)
HoOE ) E FEUE
) WEH) <10t CFU/mLO B
%) MEEA =104 CFU/mL, XIIHIEEROEFE « BIEER AT o 72 B
) EANHE RIGIRBLIN R 21K E LT PIEHIKOLEE - BB EIT o /o5
LARZ7aXY o U ROKI~OY D R, PLEIKOETE - BIESRE Lotz

AMISIOTUHRELAROBMEZNINRYERE CHEHIER)

HoOE I E L
il 2N KRR A TEIC L 0 C trachomatis S S 7o T2 B
B 2N ERISIERAIEIC XY C trachomatis D3, UIHIEEOE T « BINEIREIT o7 B
) EANHE RIGIRBLIN KT 2R E LT PIEIEOEE - BB E1T o /o5
BIEX., FEARE., FEABRLOMEZMNMNRHTEEE CAEHIER)
" e e figbir Lo
B | B L. BUE AN
- | USRS NI D MEEEOR S ZICRRE SRS |,
(=R S SN ETS
Rino =554
gt e S TRIRIC &> CHMOFRE TR L, 2N OFT WM |
gi;g} HECHVIE | 5 2 RS SR RO B > C I AL B B S B A
TR Y I R B I 2 L > = AR -
L B JERIC K > THHIOJFRIRE TR L, TS OF7- 7R B 3 B 7 4

B IR HRYLSE DI BRI R LA B it S e B
TEIRIC &> CRRRAER PSSR L. 4500 e e B BRI
R | B LR D R Aot FREITHA L b LT | %
A)

g | B | BT b S0 A B B S AT

PR HIRIER DU 7 AT BN FS DI 5 05y B S
shp | WERE | TTEDDOIRES Lo LES. RERSIH LTV L
E IO FRE IR 5 L & b0, 5678 5B AN O LBl 75 =
THIRY: | BB 5, DRI T, BIRND 5V ERE EORITTRA D
L < IS D0 5 BEBE T 5

FRIRE ORISR S5 75, Z AV 0T C BRI DR 7>
B | DR LR SRS BATEH S, BRI 2 P
HIER ORI IV B

TRIRIC X > CRIRIER TSR LTz b D0 Flix OFEHIC LD
MO AT S 727 T By

FRER | gy | FL% OB XD M FHORED RN S R o175 . EEOLT
T W ROWED TEAVSE

MR RO rf) 13, BABHIE 212 L CHET %

HIETRRE

1) S EEERSE, EERLEENRE L-BRAR
W R 200 T R O 2N SR D B =RI1%, AME « BB K ORI SE 0 — UJEe ™ 90.0% (9/10 #1) . AbEfR
TR 100% (5/5 1)) . SPEARE L2 100% (3/3 ) TH-7-,

Ao [95%FHIX ] P
%}%’\% 4 \\ e
SRS SR EEES

SME; - MG R OSFARAISE O — Ukt | 90.0% (9/10) ™ [71.4,100.0) 90.0% (9/10)  [71.4,100.0]

SME D IR — _

B D Rk G 0.0% (0/1) (0.0, 0.0] 0.0% (0/1) (0.0, 0.0]

FTAI D ZRIE G 100% (9/9) [100.0, 100.0] 100% (9/9) [100.0, 100.0]
DEIRFESR 100.0% (5/5) *® [100.0,100.0] | 100.0% (3/3) [100.0, 100.0]
SRR 2% 100.0% (3/3) [100.0, 100.0] | 100.0% (3/3) [100.0, 100.0]

a : HRNER =8B ST 5615
b EEELFEUC X 5 95%(E XM
) AFS VAR T a Y2 8 500mgl B 1 EHEERE~DY) Y B2 5 EN 1l Tirbiiz,

BIVER R BIHE T 13.6% (3/22 41) TH V., AP, THL, B2, AR, HEHAER, &
HNESAIIERE . ALT #8500, AST #Mo0% 4.5% (1/22 ) TH-7-,



V. BRI 55H

2) FRERREEIE (RIALARA - BMELEAL) R E LI-EBRFAR
W R S R O 2 S oA RE, BB MR IR Tldvd i 83.3% (5/6 #l) . AbksH b
WP GHEME - 77 IV 7)) TiX66.7% (4/6 ) X1 83.3% (/6 #l) ThH-oT-,

Hih# o [95%I5FEIX ] P
YRR — P
R Zh 3L A A0
AL B ST 2 83.3% (5/6) ™ [53.5,100.0] 83.3% (5/6) [53.5,100.0]
BMERSE R 66.7% (4/6) ™ [28.9,100.0] 83.3% (5/6)  [53.5,100.0]
AERNE TR B B R % 33.3% (1/3) (0.0, 86.7] 66.7% (2/3)  [13.3, 100.0]
APy T I OT MR LK% | 100.0% (3/3) [100.0, 100.0] 100.0% (3/3)  [100.0, 100.0]

a : ARhE=HhHIE M G515

b : IEHITEUC X D 95% 15 HE X [

W) ARAINS LA T x5 500mgl H 1 EEG~08) ) B2 EEET, 0B MIEE, 2MEME MR
K66, TR LIARK 6 il TITbiLZ,

BIVE S BIAEE 1X 22.2% (4/18 #il) T, (5 F, B R & 25 . RS ERALALEE ., VRSO IRE D4 5.6% (1/18
B THoTm,

3) BRERRERIEZ MR & L-ERREER
HERE R AR T OFRNFIL, BIRZIEAN 70.6% (12/17 B1) | MEFHIZNED 66.7% (6/9 ) Th -7,

G, HRhE 2 [95% (5 HEX ] P
- W e 2h S T (7
Il LN 70.6% (12/17) [48.9,92.2] 66.7% (6/9) [35.9,97.5]
% (CEMENRIEME R B
ffé@gfgﬁﬁf*%“ 61.5% (8/13) [35.1, 88.0] 60.0% (3/5)  [17.1,100.0]
”E’ RAEPERR BT
;%W%E&%J & DRI 100.0% (4/4) [100.0, 100.0] 75.0% (3/4)  [32.6,100.0]

a : AR =HABIE Tl S5 5k
b IEBITEIC £ 2D 95% 5 HH X H

BIVEF R BAEL X 28.6% (6/21 61) T, EZREWEAIZIESTAALEE 14.3% (3/21 %) TH -7z,

4) ERAREERLEEZ DR E L-BRAR
B DR 20 5B R OS2 B D A 3R FE IR Tl W N b 85.7% (6/7 ) . FE A B o2 Tl 80.0%
(8/10 #l) 21X 63.6% (7/11H]) TH-o7=,

e BEhHE D [95%[FEXM] P
(HEYZRBIES il DRSS
T PN 85.7% (6/7) [59.8, 100.0] 85.7% (6/7) [59.8, 100.0]
TEfBRER 80.0% (8/10)  [55.2, 100.0] 63.6% (7/11) [35.2,92.1]

a . HEhEE=HH% FHAMxE G515

b IEFTEIC & % 95% (5 HE X

W) AFINS LR T a2 U868 500mgl B 1 BIES~0Y) 0 B2 EEETe, Y10 BRI, FENEY 5 6,
TEMBESE 9B TIThNZ,

BIVER R EIBEE T 38.1% (8/21 ) <. E/BMWEMAIX., ALT BNk AST M4 14.3% (3/21 )
ThHoT-,



V. I8EICEY 55H

(6):aHAIE A

1) EAKERE (—RERARERE. SEEARERE. ERARBLERE) . RERTET—2~A—XA
. HERTRERZRONS
A RERE
VAR 7 o 93 U rERAD GRIEEHEN v 7 500mg,” 100mL K ONEEERHE 500mg,20mL) O H pk i
A 2011 4F 10 A5 2018 4 9 HIZH T THEME L7z, 2 221 Mgk o EFHEE S 1,142 FlOfRAEHE %
WA L., Z2aMEid 1,138 fil, Azl 969 #i THiFS L7,
RIVERZEBLEIT 10.1% (115,771,138 ) Th V| FA2RIEMIE ALT HI1% O R B o B 28 4.7%
(563,1,138 i) . NFHEREILH 25D IFIHE RIEE 1.4% (161,138 f51) | —f% « RHEE K OGO
W& 1.2% (14,71,138 ) Th o7z, EEZBIEAIL 66 (61F) OB, ZONFIT, ik, Stk
WROR BRI SE e RE, VLM . S PR, by L7y F=8#mch o7z,
AHNEPHER L > TWVE 7 = = VR R T 7 0 U4 VI RIEAT v A FHERRER (7 = = VERR
%+ 7B A R NSAIDs) 13 9.9% (113,71,138 f5i) CTHFA S4v7=2y, OFAIC X 2RIVER B O |k
HIFRO R oT,
HORAPR R AIE R (PSR T S OREARRE ) 13RS 2 5], ARHRFED 1 FIRED iAW b IEEE
Tholz,
JITRERE R T2 B9~ 2 RIVE L 37 Bl 46 3R B, FHLEIG 13 3.3% (37/1,138 f5l) ThH-o7-, HR
ITITFHERE S S OV ALT B4N45 13 4. AST I 9 55 CTh Y . Wiy AT RIC L 2 DT,
AFNBEE %O MKRE CRFEEIBEO LN EIZLDIBDOTHo T,
BERIIRT 90.6% (878,969 i) TH v, WIMERNZIE, ik 90.4% (795,879 ) (R : ifi
% 93.9% (596,635 ) | [ - SR 80.1% (129,161 #i) . BEPAfiZE 85.0% (68,780
B . RNFRIFARH 66.7% (2,73 61) ) | 1BIEPERARFHZA O " RIEY: 92.2% (83,790 f5l) Th o7z,
FHERITRIRT 93.1% (1497160 k) TH Y . 7T LHEH 88.9% (56,63 £k) . 7T Lt 95.5%
(85,789 ¥F) . FEEAE 100.0% (8/8%k) Th-7-,
LLEX Y | AR OLEMICKE R RITEED ST, ik, 1BHERERERRZE O Z IS LT 90% B
FORSRER LI LD, EHEETICBNTHOHEARPIEE TS L Z BRI NT,

(FENEERE)

2) RRBRFHELELTEBFEOHNRXITERM L -FAE - SHBROME

AN



V. BRI 55H

(7)% Dt
1) RBAEHE (FRRFHRRE)
MR AR EAIE B Z2 X RUC, LA T u v 500mg 2 1 A 1 BLREEHE L7k O A0 E R OV 2k %
BEtT 2 2 L2 B L L CEINTENM L7 KRS 2 B O SMITRERIT, RO LB ThoTo 419,

PB4 AR (%) UERWES]/HIER])
iz GEERMR 2= & T) 92.8  [232/250)
~A AT T AR 100 (17 17)
77 VT gk 100 [ 4 4)
LA R T iR 100 ( v 1)
1B PE RT3 28 D — Yk 94.3 [ 33/ 35)

2) HRERIEHAE
FHEGIERE 260 RIC, LART7 XY 500mg 2 1 H 1 R FHE U 7B OF ZhIE K OV e &
NSRS UTEPNTEM L7 BRARER 7 38R 0w AR O S MITRI R IL, ko LB

ThHoT,
B - B B RE (%)

7 R R R 96.8 [ 30/ 31)
LUV ERE R 100 ( 14/ 14)
Jiti 9% BRI 98.3 [ 59/ 60)
A=Y PR ER 100 ( 5/ 5)
I ER B R 94.3 [ 33/ 35)
TTIRT (TTUNAT) s WEZT—V R 100 {11/ 11)
RAGEE 98.3  [113/115)
vhunysZ—g 100 [ 4 4)
VA AV 100 ( 31/ 31)
TLF Ny H—E 100 L 9 9
v I7F TR 100 ( 4 4)
A=A S 80.0 [ 4/ 5]
A 7N YH 100 [ 60/ 60]
531 83.3 [ 10/ 12)
VUARTIE 100 (17 1)
RZR ANV T by bR 75.0 [ 18/ 24]
FLRT IR 100 ( 4 4)

) R= U R ERE - R U= ) v (PCG) @ MIC = 2.0pg/mL



VI BRI B9 H I H

. EYEB(ICEAT HIER

1. EREZHICEEHHLEMXITLEYH
Y R BNRUBRILEY : A7 %Y (OFLX) . JA7uaxHdir (NFLX) . Y Fuozoafiw
(CPFX) . hAx7ux4 v by ik (TFLX) | X7 uaxt v 2 Vgt (PZFX) %
HE : BEDH DB DORREX IR RFIL, ORI ELZRT D L,

2. XA
LARZarXH i, FEIRTHLA 70X O—FONFAEESIKTH D,
(1)/EFRERGL - VERR
LAR7a X O ERERAMFITMED DNA v A L—AK N MRA Y AT —EVIZ/EFA L, DNA #
WAEIETH 2 2 Thb, DNA Vv A L— AL FHA Y 2 7 —LIVIHHED ¥ b b &< T 500
HIEEIC & o> CHE7p B 16420

FEMEOZRMERICHNT HBEEFE (in vitro)

ICs0 (pg/mL)

E. coli P. aeruginosa S. aureus S. pneumoniae E. faecalis
(DH1,KL-16) (wild type) (FDA 209-P) (J24) (ATCC19433)

Gyrase | TopolV | Gyrase | TopolV | Gyrase | TopolV | Gyrase | TopolV | Gyrase | TopolV

LVFX 0.38 5.95 0.88 4.96 31 2.3 49.7 17.6 28.1 8.49

CPFX 0.21 5.7 0.55 4.06 52 2.5 135 10.7 27.8 9.30

Gyrase : DNA gyrase, TopolV : TopoisomeraselV

DNA Vv A L—AKNRRA Y AT —BIVHEEEFEEORS A 72XV 00/ 2 %5 TH 25 1929, MIC &
MBC [ZIZ K& 25380 b, TOREEAIIRENTH Y 2229 HOBREFLBIEZE Tld MIC i o
JETYRENRD LTINS 26,

HELB ML D N AR A Y AT =BT D HEEEIL, MEO DNA Yy A L—R (hARA Y AT —E1)
FREIEME R N R R A Y AT —FBIVILEFEFEL 0 IX 20250 2 ERRBO LTI D 2427,

FRAYVAS—EIITHT HEEFM (in vitro)

1C50=SD (ng/mL) R
Gyr TopolV Topo II Topo II Topo I
(E. coli KL-16) (S. aureus FDA209-P) (human placenta) ! Gyr / TopolV
LVFX 0.390.00 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 II



VI, Hoh PRI R4 DT H

(2)FE & R T+ HHERBAE

VAR Zud o 3, AR Z G0 7 T LAGMEERER O T ARMEEREI S U, AR R H0E A7 fr
ZHL, 7 RUKERE, LoV EREE, MiREKE, BKER, 200CCKBE, Z7v7 v R, E7F7
B, 7aT AR, EANKRT c BAH=—, FTubTFUITBEGUBNMER. SIEEE ST Nk
T T DEMEERE, A 7NV YE, LU R TE, X MA ML T hay AR, b Ta—~v7r T
V7 (UIIVT - hNTawT 4 R) MK ITIVT (U IIVT s =a—F==x) | Mik~vAMa2TT
Av (A a7 T A~ « =a—F=x) REHEEEZ R LT

Flo, FTRAE, NTTFT T AW, RIEE., XA MFE, 7B TE BREE, QY Sy FT (2T -
TNIRT 1) Tt L TCHHLRE S &R LT 22.25.28440)

FBRE~ U R EGBHEHERER N OVEIEFRBRIC I W T, LA 7 m X33 U3, Bl R OV R & 7 LTz 29,

1) BEERICHT SMEENR
@ FRHERVBEERIMEEICH T SEEME (in vitro)
FRMERCBEMRTES S LGEE

MIC (pg/mL)

LAR7uaxY v | v7avaxPgr | RXTvaxPi
Staphylococcus aureus GTC 286 0.12 0.25 0.25
Staphylococcus aureus JCM 2151 0.5 2 0.5
Staphylococcus aureus ATCC 13709 0.06 0.12 0.12
Staphylococcus epidermidis JCM 2414 0.25 0.25 0.25
Streptococcus pyogenes JCM 5674 0.5 0.5% 2
Streptococcus mitis GTC 495 1 2% 4
Streptococcus agalactiae JCM 5671 0.5 0.5* 4
Streptococcus pneumoniae GTC 261 1 0.5% 2
Enterococcus faecalis JCM 8726 2 2 4
Enterococcus faecium JCM 8727 4 8 8
Bacillus subtilis JCM 1465 0.06* 0.03* 0.06*

A LA A2 e (BOERIARRIE, %9 105 CFU/mL)
% 1 G A TR



VI BRI B9 H I H

FRMER VBRI S S LBTE

MIC (pg/mL)

LR7Zaxdrr | v vaxPgir | RXT7adPiu
FEscherichia coli JCM 1649 0.06 0.008 0.03
FEscherichia coli NBRC 14237 0.008 0.008 0.015
Shigella flexneri ATCC 29903 0.015* 0.008* 0.015*
Shigella boydii ATCC 8700 0.03* 0.015* 0.03*
Shigella sonnei ATCC 29930 0.03* 0.008* 0.015*
Salmonella choleraesuis JCM 1651 0.03* 0.015* 0.015*
Salmonella choleraesuis JCM 1652 0.015* 0.008* 0.015*
Hafnia alvei JCM 1666 =0.004* =0.004* 0.008*
Citrobacter freundii JCM 1657 0.015 =0.004* 0.015
Proteus vulgaris ATCC 29905 0.008 =0.004* 0.015
Proteus mirabilis JCM 1669 0.06 0.015* 0.03
Providencia stuartii ATCC 29914 0.12 0.03* 0.03
Providencia rettgeri ATCC 29944 0.12 0.03* 0.015
Morganella morganii JCM 1672 0.008 =0.004* 0.008
Klebsiella pneumoniae JCM 1662 0.06 0.03 0.03
Klebsiella oxytoca JCM 1665 0.03 0.03 0.015
Enterobacter cloacae JCM 1232 0.06 0.03 0.12
FEnterobacter aerogenes JCM 1235 0.25 0.12 0.12
Serratia marcescens JCM 1239 0.5 0.12* 0.5
Yersinia enterocolitica ATCC 9610 0.008* =0.004* 0.008*
Pseudomonas aeruginosa JCM 5962 1 0.25 1
Pseudomonas putida NBRC 14164 0.25* 0.03* 0.25%
Stenotrophomonas maltophilia JCM 1975 0.03* 0.03* 0.06*
Chryseobacterium meningosepticum 0.5* 1% 9%
NBRC12535
Acinetobacter baumannii JCM 6841 0.5 1* 1
Alcaligenes faecalis JCM 1474 1* 1* 0.25*
Achromobacter xylosoxydans JCM 9659 >8% >8%* 8*

A LA RIE 2L (ERIARRIE, %9 10° CFU/mL)
% 1 G A TR



VI, Hoh PRI R4 DT H

Q@ REHSHEEICH S 2HEEME (in vitro)
RIERSET S LBEE

MIC (pg/mL)
#R : ;
LR7Zax$or | vavaxPgir | RXT7adPir
Clostridium symbiosum JCM 1297 16* 8* 8*
Clostridium indolis JCM 1380 16* 64* 4*
Clostridium ramosum JCM 1298 8* 16* 4*
Clostridium difficile JCM 1296 4* 32% 4*
Clostridium perfringens JCM 1290 0.5* 0.5% 0.25*
Clostridium septicum JCM 8144 0.25* 0.25* 0.12*
Eubacterium moniliforme JCM 9990 0.5* 0.5% 1*
Eggerthella lenta JCM 9979 0.25* 0.5* 1*
Collinsella aerofaciens JCM 10188 0.25* 0.5% 1*
Fubacterium limosum JCM 6421 1% 1* 2%
Propionibacterium acnes JCM 6425 0.25* 0.5% 1*
Lactobacillus acidophilus JCM 1132 128* 64* >128*
Peptostreptococcus asaccharolyticus 4 1% 16*
ATCC14963
Anaerococcus prevotii JCM 6508 4* 1* 16*
Peptostreptococcus anaerobius ATCC 27337 0.5 1* 1*
Streptococcus intermedius ATCC 27335 1 1* 4

A LA A2 (BOERIARRIL, %9 10° CFU/mL)

% 1 G A TR

RIERSMET S LEMEER

B MIC (pg/mL)
S LhvaxHor | mrvaxhir | XXTeXH v

Bacteroides fragilis JCM 11019 1* 4* 4
Bacteroides ovatus JCM 5824 8* 16* 8
Bacteroides uniformis JCM 5828 4* 8* 8
Bacteroides vulgatus JCM 5826 2% 16* 2
Bacteroides distasonis JCM 5825 2% 4* 8
Bacteroides thetaiotaomicron JCM 5827 4* 16* 8
Fusobacterium necrophorum JCM 3718 2% 2% 4*
Fusobacterium nucleatum JCM 8532 1% 2% 1*
Fusobacterium varium ATCC 8501 4* 8* 2%
Fusobacterium mortiferum ATCC 25557 1* * 1*
Prevotella bivia JCM 6331 2 8* 4
Prevotella corporis JCM 8529 1 1* 1
Prevotella melaninogenica JCM 6325 0.5 0.5% 1
Prevotella intermedia ATCC 25611 0.5 0.5% 1
Prevotella oris JCM 8540 0.5 0.5% 1
Prevotella oralis JCM 6330 2 4% 2
Porphyromonas gingivalis JCM 8525 0.25* 0.5% 1*
Porphyromonas asaccharolytica JCM 6326 0.5* 1* 0.25*
Veillonella parvula ATCC 10790 0.25* 0.12* 0.25*

A LA A2 (BOERIARRIL, %9 105 CFU/mL)

% 1 G A TR




VL.

MBI S H

@ LIPHRZREIZHT HIEEM (in vitro)
LU T JBOBEHEREKRICHT 5 LR 7 a4 2o MIC 13X 0.015~0.03pg/mL THh -7z,

MIC (pg/mL)
LR7Zax$or | vavaxPgir | RXT7adPir
Legionella pneumophila GTC296 (ATCC33152) 0.03 0.03 0.03
Legionella bozemanii GTC298 (ATCC33217) 0.03 0.03 0.015
Legionella micdader ATCC33218 0.03 0.015 0.015
Legionella dumottii GTC303 (ATCC33279) 0.03 0.03 0.015
Legionella longbeachae GTC301 (ATCC33462) 0.03 0.03 0.03
Legionella jordanis GTC517 (ATCC33623) 0.015 0.015 0.015

PEFEE R : #9 5X104~1x 105 CFU/spot

2) BRIRDBERRICH I D IEEN

@ WEABEF
BT IERG IR ST BIERR 69~ 2 PUBETER L, [N CHM S PR RS MY — XA T o 20 5 | SRS
o AREOPIETENEZ LI ISR LTz, (FENEED

FRER D BERRICH T H LR 70X D OREESE

~ ISy
[ " Is:gge = ﬁzﬁ"{\ﬁ(]}jjﬁ* MICgo Jizi"l‘i@ MIC 9
e (ug/mL) (ug/mL) (ugimiy | VT HACE
MSSA 31 0.12~16 0.25 0.25 =1
MSCNS 27 0.12~16 0.25 2 =1
S. pneumoniae - - -
PSSP 40 0.5~2 1 1 <9
PISP 29 0.5~2 1 1 -
PRSP 47 0.5~16 1 2
S. pyogenes 30 0.56~16 0.5 2 =2
E. coli 28 =0.06~64 =0.06 32 =2
K. pneumoniae 28 =0.06~2 0.12 0.5 =2
S. marcescens 31 =0.06~16 0.25 4 =2
Enterobacter spp. 29 =0.06~4 =0.06 1 =2
M.(B,) catarrhalis 29 0.03~0.06 0.03 0.06 =2
H. influenzae - - - -
BLNAS 23 =0.015~1 =0.015 0.03 <9
BLNAR 23 =0.015~0.03 =0.015 0.03 -
BLPAR 27 =0.0156~1 0.03 0.03
P, aeruginosa RTI? | 29 0.5~64 2 32 =2

a: MSCNS : A F VU Va7 7' F — ¥kt staphylococei

b : P. aeruginosa RTI : ’WFWL g Y3k P. aeruginosa

¢ : Clinical and Laboratory Standards Institute (CLSI) ®OJE® 2 ARIFKDEZ D MIC 7' LA &
RA VB
MIC 7 LA 7R A b (BP) : BANESVEDOMIREETH Y | Y o MIC A7 LA 7 KA
Y NUTTH DI, AR ITZ OFEANTKT LTSRS D Lflr S b, s z@# o MIC
23 BP LUF Thiud, BARZRPHETE 5,



VI, Hoh PRI R4 DT H

ERMBEERZEY— RS URIZBIFELRT70XF9 L V0ONEESE

ENPFEEEZ Y —A T X
WO Bt Range MICso MICoo Bz gD
(ng/mL) (ng/mL) (ng/mL) (%)
MSSA 736 =0.03~>64 0.12 0.5 93.2
MSCNS 536 0.06~>64 0.12 2.0 87.3
S. pneumoniae 677 0.25~16 1.0 1.0 98.8
S. pyogenes 509 0.12~16 0.5 1.0 98.4
E. coli 743 0.015~64 0.06 16 73.8
K. pneumoniae 663 0.008~64 0.06 0.25 98.0
S. marcescens 654 0.015~>64 0.12 2.0 93.9
FEnterobacter spp. 681 =0.002~>64 0.03 1.0 94.3
M.(B,) catarrhalis 534 0.008~2.0 0.03 0.06 100.0
H. influenzae 675 0.004~8.0 0.015 0.015 99.9
P, aeruginosa RTI» 673 =0.03~>64 0.5 16 79.2
Acinetobacter sp. 598 0.03~64 0.06 1.0 92.5

a : P. aeruginosa RTI : ’EW 2RI 3l P. aeruginosa
b : CLSI DED AAIDBEZMHD MIC 7' LA 7R A ML 0EH

FERRRAER VNS A TOBRERREFORARFICHTHLART7OFY L D OREELE

e " Range MICso MICgo

il i (ug/mL) (ng/mL) (ng/mL)
Legionella sp. 30 0.008~0.03 0.015 0.03
M. pneumoniae 40 0.25~1 0.5 0.5
C. pneumoniae 3 0.25~0.5 - -
S. Typhi 56 0.008~0.5 - 0.5
S. Paratyphi A 65 0.064~2 - 1
Bacillus anthracis 96 0.03~1 0.125 0.25
Brucella melitensis 50 0.25~1 1 1
Yersinia pestis 100 <0.03~0.06 <0.03 <0.03
Francisella tularensis 169 0.015~0.12 0.03 0.06
Coxiella burnetii 6 0.5~1

@ #hEEX [TZHRIBINEF
PR B REGIE Fo OV R R R Y E BB K 0 40 BfE S U7 4 M B e QN PR S B L6 3-SR o B iR
P& L ISR Lz,

FRMEERVEMERIMEICHT LR 0X8 L D OREEN

e " Range MICso MICgo

o W (Leiml) (ng/mL) (ug/mL)
MSSA 30 0.12~>32 0.25 8
MSCNS 30 0.06~8 0.12 2
FE. faecalis 30 0.5~>32 1 32
FE. coli 30 0.03~>32 0.25 16
Citrobacter spp. 30 =0.015~0.5 0.06 0.25
K. pneumoniae 30 0.03~1 0.06 0.5
FEnterobacter spp. 30 0.03~0.5 0.06 0.12
S. marcescens 30 0.06~8 1 2
P mirabilis. 30 0.03~32 0.12 4
M. morganii 30 =0.015~2 0.03 1
Providencia spp. 30 0.06~>32 2 8
P aeruginosa 30 0.12~>32 1 >32
A. baumannii 30 0.03~8 0.12 0.25




VL.

MBI S H

ARG B L0 4B S T R

PR 2 AFEDFURETEME 2 DL F IR LT,

RERIKERICHT S LA 00X U OMEFES

e " Range MICso MICgo

il o (ug/mL) (ng/mL) (ng/mL)
Peptostreptococcus spp. 17 4~>32 32 >32
B. fragilis 30 1~32 2 16
Prevotella spp. 16 0.25~>32 8 >32
Veillonella spp. 2 0.25% - -
Porphyromonas spp. 10 0.12~0.5 0.25 0.5

a : WEt S 2 R CRl— o MIC fE

<zE>

ENC 1992 47 5 AR
WX T DR —_ A T A FEM L TWVW5D, 2010 4F 39K ) 2013 4EI124y

N

LARZaXxY o oY —_A T RTI—TN, GRS

LR 7 a9 0P EEM 2 REIRT,

ERREERZIES— RS SURITBT5 RO OREEN

e A " MIC #ilF MICoo

il R o (ng/mL) (pg/mL)

2010 | 719 0.06~ > 64 >64

MRSA 2013 | 665 0.06~ > 64 >64
2010 | 745 0.06~ > 64 0.5
MSSA 2013 | 725 0.06~ > 64 2
, 2010 | 641 0.25~ > 64 32

£. faecalis 2013 | 629 0.25~ > 64 32
, 2010 | 591 0.25~ > 64 64

£ faecium 2013 | 511 0.25~ > 64 >64
, 2010 | 566 0.015~1 0.06

M. catarrhalis 2013 | 504 0.004~2 0.06
7 ool 2010 | 741 0.008~64 16
2013 | 712 | 0.004~>64 16
P 2010 | 603 | 0.008~>64 1
2013 | 543 | 0.004~>64 1

K preumoniae 2010 | 678 | 0.008~>64 0.5
2013 | 552 | 0.004~>64 0.5

Enterobacter spp. 2010 | 657 | 0.004~>64 0.5
2013 | 628 | 0.008~>64 0.5
s 2010 | 650 0.015~16 2
- marcescens 2013 | 574 0.015~32 1
Indole-positive 2010 | 521 0.008~64 0.5
Indole-positive group 2013 | 417 0.004~>64 0.5
P mivabilis 2010 | 590 | 0.015~ >64 8
2013 | 512 0.03~ >64 4

1 influenae 2010 | 660 | 0.004 ~ 16 0.03
2013 | 620 0.004 ~ 8 0.03

P aeruginosa (R¥EEY: | 2010 | 609 =0.03~>64 64
JiE H k) 2013 | 559 =0.03~>64 16

3) MAPAEESIAL—Y a3 VvETIAFAN-MAKREICHT 2REME (in vitro)
VA7 ax4r 500mg # HEIFARNE G L72’KO b ki

PR E Y L |

BifERk 0> A5 FELATU R 3K
HiE L 7o EEEICN TS

N L7ZBR o i Bk

RS DA DRI OV TRE LT, RIZRAIEM 24 BRI OARE 2 L— g UIEITICH S & LR
7u XY UEZHE T 2 r == O HBUZ OV THRET LT,



VI RAHKEICBE 9 5 T H

LR 7 a4 UAERIC K DO E DD MRS S v, FAIER 24 BEfRICL AR 7 e H o icktd 5
ZMNMEFT LEEORE 2 L— a3 VIR SN - T,

RIKEICHTHLARTOFH S UOREDR

(Log CFU/mL) (F 2 ERE GE00872% MIC=1.0 it g/mL)

10
— avbka—JL
@ LAR7oxHiy
---- RHERR

9 -

8 -

74

SEREEHF

9
T 1

T
0 2 4 6 8 10 12 14 16 18 20 22 24(hr)
HEFEERR

LARZBOXHYS R 24 BREEROMAREDRE 2 L— 3 VT

(Log CFU/mL) (i Z Bk GE00872#k MIC=1.0  g/mL)
10 4
9 — avhkao—iL
—-@- LARIOXHIUEM24BR%
81 ee RHER

SEBRHY

T T T T
0 0.25 0.5 1 2 4

LRIaFHURE

1
16 (¢ g/mL)

©

4) ffRIKE D BAME R HIR5EE & U mutant prevention concentration (MPC)  (in vitro)
LR 7 adx Yy o2 filigikE (EG00218 £k, EG00093 ¥k, J N ATCC49619 £F) ([CIEA SH7L & Dl
SRR OB X, PRl B Thote, F£/o. IO DOKIZKT A LA T x4 o MPC 1Z
2~4ug/mL THVY, vFryaXxHh oo 12 ORETH--, IHIT, MEFHEBROEELE IND
MPC/MIC &> 7 a7axHh v /NS hotz,

B SR 1Mt B HH IR $EE & U mutant prevention concentration (MPC)

— % 7 MIC B PRI B HH B MPC MPC/

(pg/mL) | 1xMIC 2XMIC 4XMIC (pg/mL) MIC
Hi g Bk LR7adi 1 2.5X1077 | <3.3X10711 | <3.3X1071! 2 2
EG00218 | v 7mrumxHi v 1 1.0Xx10* 8.0X108 | <3.3Xx10°1 4 4
Hii S BRI LAR7adi 1 1.2X1077 | <5.1X10711 | <5.1x1071 2 2
EG00093 | v 7mvumx¥i v 1 3.1X 1076 3.3X10°8 | <5.1X10°11 4 4
Wik | VARTZRIY T 1 2.2X1076 1.7X10710 | <2.1X1071 4 4
ATCC49619 | v Fu x4 1 9.9X 1076 8.0X1078 1.3X 1079 8 8




VI BRI B9 H I H

5 AL FAYHR » Za—FEZIMRETIICHT ZEEDE
Y ACRBPZA RV T R ay A« a2 —F=x 28 L CERLEMRET VBT, AR
R G- ORGSR RBED A 7 ¢ 7 AN 6.0 H Tho7eDizxt L, LAZ7rXx o v ROET7 MY
7O 25mglkg X 2 [Bl/H X HGRETIL, T2 105 KOV 11.5 A EEHH &z, 50mg/kg X 2 [71/H #
BT, LARZ7ax P RO 7 M) TH Y & bICREBIEZER OBRYE 14 HBIZBOTH R |
D~ TANELF L2720, MST IZEH SN T >14.0 A Lleo7z, BESEEEE O TIX, T X3To L
R7aXH RO 7 M) TH Y RS CHBE RGN HER ST,

APLTPIYAR  Za—FEZIREIVRAMEETNICE T HEEDR

s SN Y MST2 95 %15 %5 X [#] gy kel Pfi o
(mg/kg X 2 [8]/H) (H) (A) DHEAFICEL D (vs J&Hux )
ey giic] — 6.0 5.0~17.0 0 —
. 25 10.5 8.0~>14.0 4 0.001
LAR7uaxt
50 >14.0 10.0~>14.0 6 <0.001
25 11.5 8.0~>14.0 4 0.005
7 RNUTFY
50 >14.0 | >14.0~>14.0 9 <0.001

a: A7 47 TR (Kaplan-Meier #5) . b: 1 B£ 10 JC, c: Logrank /&

6) LYVART - Za—F T4 TMRETIVICHT HAEHDE
GIEMHIREA B Lo~ U RSREMIC L VAR T « =2 —F 7 4 7B L CTER LR ET LIS
BT, ARG ORI EED AT ¢ 7 VAR 6.0 H TH o720k L, LR 7 x4
B BRI CIIEABIZE 21 A HIZBWT, 2BIAATE L, BYscHREE & i L TR Bumzh R &
T~ L7,

EENEITYREZRAN LA RS 22 —F T4 TRETIRAMBETIIIET5EEMNER

# L MST= 95% 15 X B E PiEo9
(mg/kg/H) (H) (H) DAAFITEL D (vs &Gkt )
JEYe sk R - 6.0 6.0~17.0 0 —
20 >21.0 >21.0~>21.0 10 <0.0001
LaR7axYo
80 >21.0 >21.0~>21.0 10 <0.0001
R 20 >21.0 21.0~>21.0 7 0.0002
AvA=Rr A= ) A
80 >21.0 >21.0~>21.0 10 <0.0001
. 20 >21.0 >21.0~>21.0 10 <0.0001
AV A= B
80 >21.0 >21.0~>21.0 9 <0.0001

a: A7 47 AEFRR (Kaplan-Meier #5) . b: 1 B£ 10 JC, c: Logrank iR/E

(3)E AR - R
YR L



VI Ehie B3 5 IH

VIl. EYEREICET 5EHE

1. MPEEDHT
(NABELEMNLZmMPERE
YL DAL, JRIKE ORSZMEIRTET 5 (([VI2.QFEMEEMITSHREBME . [VI.5.(5)FDthn#E~D

BT M) .
QUERRFAEBR THR SN -MHARE
153 35PN

1) BE%RE 4
EFERA 8 HlIZ LA 7 a4 500mg % 60 40 CHIESRHEEE L2546, M RZE(L AR EHER &

OHMENRENT A =213, UTDOEBY ThoT,

LARZ70OFxFH > 500mg Bo S EEETRn miEhEE#%

(ug/mL)
12
n=8, mean®SD
I
oIt
s
0
2 6
i3 |
3_
0{" T T T T T T T T T T T -+ 1 1 hd T i Q
0 4 8 12 16 20 24 28 32 36 40 44 48 52 56 60 64 68 72 (hr)

B fH

LARZ70FxFH > 500mg BE S @m0 EYEIRE/NT A —4

Tmax Cmax ti AUCO-72hr CLt CLr de
(hr) (ng/mL) (hr) (ng-hr/mL) (L/hr) (L/hr) (L)
g%g%gf{ 1.00£0.00 | 9.79£1.05 | 8.05*+1.54 | 51.96+t4.96 | 9.69£t1.09 | 9.10£0.93 | 111.10£15.51

Jraoi— kA2 MEHT, n=8, mean®SD

Tmax  #5¢ i5 HLAFE 5 B B0 S R )

Crmax © T LA AR

tue o FEARFH O TE IS0

AUCo-72nr : # 5% 72 W5 S C oo e A g BE—RERD dfR T~ imfd
Cle: 257 VT 7R

CLy: B2 U7 TR

Vd, : AT



VIL_ W Ehfe B4 % HH H

2) RS W
RN 8 BlliC L AR 7 XY 0 500mg 2 1 H 1R, 7 HREIRERBEFFELZE &, &5 2 A HUED
MIEPRZRRE I LZE—EOHEEZ R L, FEYEE AT A—FH1HELE THHTIRIE—ETH
V., KERGRICEETXSEFEEITRO Nl

RERBEFIFOMTEPRECIKREHES

(ug/mL)
12
[ n=8, mean=*+SD
9+ C
i
i
th
w6
E
3
00— T T T T T T T T T T T T T T
0 12 24 48 72 96 120 144 168 192 216 (hr)
By el
EWFE/NT A —4
E Lj—!-‘ Tmax Crmax Caanr tie AUCo-24hr
(hr) (ng/mL) (ug/mL) (hr) (ug-hr/mL)
1HH 1.00%=0.00 10.00x=1.51 0.39£0.10 - 48.14%5.53
7HH 1.00£0.00 9.97%£1.88 0.52+0.14 9.03+1.12 54.11£6.41

J v aysi— kA Y MENT, n=8, mean®SD
3) ¥O‘E L DB
R NI LA 7 v X422 500mg % 60 47t CHLELRIFEFE (8 ) L7356 XX HEIRE 05 (40 f1)
L7 E., YERE T A —XX, RO LB THHoT=,

LARZ7AF4S L 500mg BEERi#EH IR EHEERORSROEYERE/NS A —4

Tmax Cmax tie AUCO-72hr

n (hr) (ug/mL) (hr) (ng+hr/mL)

500mg I FfE 8 1.00+0.00 | 9.79+1.05 8.05+1.54 51.96+4.96
500mg #% 1#¢ 5 40 0.99+0.54 | 8.04*+1.98 7.89+1.04 50.86+6.46

(/v av =k A v MEPT, mean=SD)

()
A E R L
ARE-HHREOEE
1) REOEE
A% LR



VI Ehie B3 5 IH

2) VAFTY, TARRYRIZLBHE
ERERAICY AF V2 400mg 2 1 H 28] 3 HE XX 7 B_%x> K 500mg # 1 H 48] 5 HE&EE L, A
FOUEE1IABRBI T o2y FEE3ARICLAR 7 420 500mg % 60 4y CAMMEHE L= & =
A, VAFVUOHFHIZ L 2T, AUCo72ne 1 1.3 512 ESH- L. tizld 7.6 BN 6 11,7 ReICIER L7z,
FT ARy FOHFHIZ L > T AUCo72m 13 1.5 F5IZ EFH Ut 13 7.6 BFfH 205 12.4 BFICIER: L 72,
—Ji. Comax X OBFEIR PP (5% 0~T2 KfH]) 2V AF P T7 e 2y MR L D R& 702
[ECEY NSV AWAYIEESY ol

LARZ7OFH S VEHRUSAFOY, TORRY FHAREROMBHIREER

(1 g/mL) (pg/mL)

10 UAFTY 10 TORRIR

£ n=12, mean*=SD &#n=12, meanxSD

i [ 307 wisE S i o LRonxHiy
5% OLARIOFHIU+IAFIY 5% OLARTOFHLU+TARKIR
: :
= =
® |3

Q . —0
48 56 64 72
(hr) i3] (hr)
EYFEE /NS A — 4
TRAF U ER 7Ry KRR
LiR7uaxti v LiR7uaxti LiR7uaxti LiR7uaxti
B + U AF VB B + 7 Xx v KA
Cmax
(ug/mL) 10.26(16.4) 10.35(13.6) 9.55(15.3) 10.60(12.9)
(tﬁf) 7.55(27.8) 11.69(12.5) 7.56(19.2) 12.41(9.5)
AUCo-72s 48.22(11.6) 61.05(11.4) 49.30(7.1) 74.59(12.0)
(ng * hr/mL)
CLr
8.85(11.6) 6.78(13.3) 8.16(11.5) 5.16(19.5)
(L/hr)
F ?2/7?1 85.32(5.5) 82.72(7.4) 80.41(12.2) 76.96(11.1)

BEEME (Bl C.V.%)

VAFUUERE, Taxy RREBRE HIZ n=12
tue o FEARFH O VE IR

Feo-7onr : $ 514 72 KEf# & T SRR H Pt

2. EYRERB/NTA—S
(B AE
aAVIR—FAVRETIL
- R—h AV NETIL, Jrary = A NET L



VIL_ W Ehfe B4 % HH H

(2)R UR 22K FE TE 2
%Y LR

BNHEERETEH
500mg % Hi[Hl, 60 57 M T A IR O Rd B (Kea)
0.08890.0170 (hr1)  (BETFEEIME AR HERZE, B A B 8 4)

H2I7S5vA
VIL1.(2) HEREEKES 2]

B)P R
VIL1.(2) 1)EERE | B

(6)Z DAt
AR L

3. &M ((REaL—>3V) @&
(NfE¥T 5 &
2= A NET IV

(2T ;A — 2 EHER
RHEFHE B RN OFE R, BHRE (CLer) 2IEMBIRBICH B2 FTIER L L TBIRSNT,

4. % IR
L7

5 9
(1) %k — BXEA P @Bt
[VIL5.(5) &K - B~ DBITHE <BWT—% (Sv k) > R

(2)M % — e BEEAPT A 1%
<#gMT—% (Tvbk) >
WO RV A7 axH L % 10mgkeg OHETHIE 13 HELX O 18 HAD T v MIHEIEIRNZES- L, fHik
HORSREE Z VAN ) 777 4 =X VRIE LTz, BYOFHMIR R CTH 215 5 5% TR~ KU
BED MG B AV, RHRIMAR %3 2 Ie AR T BE RE DI EE LRI 0.21~0.57 &R0 Tz, kb
24 BRI IZIE. 2 L 729~ T O © & B IR A AR 2 LT,

QR)ET~DBITH
Y ERR L
<B%E HNEAT—42 (EEOKRE) >
LR 7 XY 500me/day # A& G TRE 5 MO TOLR7axH o oo — 7 BE T
8.2ug/mL T, EHE OO M HRE & [FREOHIHFH~OBITH R LT,
<gMT—% (Svk) >
HEE# 11 HAOWHET T v MM UC kLR 7o x4 0 % 10mg/kg O & CHEIFARNE G LIz, 3L
T BRI B X B ) O W E R T d D 5 2 BRI 1.73 g eq/mL (i L7 R RRBFIICIEE L, #1548
IR IR BRI A & 72 o 72, #6458 W14 = TR P i AE T BE L3 i 4% o e R IR S % LAl 72,



VI Ehie B3 5 IH

(4BERA DBITHE
TR L

(5)F DDA~ DFEITHE
1) K& - TR~ DOBITH
BEFICLVAR 7 XY 0 1[0 500mg % 60 57 CRiiErE Lcya, i GRIEBAAE 0.5~4 e[ Txt
MR AL : 0.45~1.54, n=5) | MHEEJEY (AURBALE 3 Weff L Cxfm iR L : 1.78~2.16, n=2) |
ARAZ AR (HEBEAG 3 BRI #% CxMAE T2 EE L « 1.87~2.31, n=4) . MW (iEBIE 3~7 K% T
PR 1.17~2.21, n=7) | JEFEPB IR R 4G 7~9 Refil % Cxf A iR b - 1.35~2.30,
n=3) IZBITHEERLT,

@ Mg 4
R A B 8 FlIC LA 7 a9 500mg & 60 4y CHR SHFE L, MR & Mg o EHER
ERE LT, LR 7 a9 o0 S RMERR TP RS T S B A% 1 R CRE i & 72 v L KR - FERRE AT

FEDSERY B L.
A~ OB
Wit s | n b AL R Ll P Tt
(hr) (ng/mL)
W 8 500mg Hi[A] 1~24 0.39~6.992 0.72~1.03

a SRR RIT 2 EARIR « SRR IR B D S AR A ~ frc i i
¥ LART7aFH L LT

@ RBZEREA. BEERT. Eow. BENBHK 7811719

*f %R SYEBEROERE 2 6, SMEIEROBRE 4 6], FEANEEOBRE 2 6| KO EAE
RO 6 B, NEIEROYERE 4 51
BB LA 7 X 500mg & 1 H 1[8] 60 43 [ C auifiifye U, AHZEAR- | B ARH-
FEoywd, MR R, S OMIAE R R HERS & feit L 7=,

¥k

FEZERRY. BEERT. EXRYRUVERRNBSHE~NDHIT

P P AR il X i
r) (mean - SD) (mean [range] )
AEFEAE - 2 500mgHi[A] 3 19.2+7.5ug/mL | 1.97 [1.78~2.16]
RAE AR 4 500mgHi[A] 3 12.0+3.1pg/mL | 1.82 [1.37~2.31]
HEE i) 7 500mgHi[A] 3~17 9.4+2 2uglg 1.46 [1.17~2.21]
HEHZE PN i 3 500mgHi[a] 7~9 12.9+6.5ug/g 1.95 [1.35~2.30]
*1: LAR7axHh e LT
<% #OES5E>
AILARFERE A~ DFET 4349
I - K% n e b g1 G %mH (hr) | AR - HEA PR A2 e I P L
10 500mg [ 2~6 6'44%;;%;;;1%/% 1.162+0.256
AL 6.994+2.649g/g
5 500mg Hi[A| 2~3 (R ) 1.166+0.384

¥1l: LR LT




VIL_ W Ehfe B4 % HH H

*20 CFME) ABIERG AU T 2 PIRHE « ARk PR EE O e R AE ~ fi i il
(mfl) 5B O Bk P O i

<BE HNBEAT—2 EOKSE) >

fEEER A ITABEEIC LR 7 v %0 500mg # HERR O #5 L7256, RIEEB IR (B5% 0.5~
24 WefE] CxmAE PR L £ 0.2~1.5) | RUE KB (#¢ 5-% 0.5~8 IRffi] Txt A PR L 1 0.9~1.8) |
B S IRE R (B 5-1% 0.5~8 RFfE TxEMAE iR « 1.1~3.0) | Mlivo/ v 77— (5% 0.5
~24 WO mAE PR L © 4.1~18.9) | filifiAk (5% 2.28~25.43 e TxEmAEHIRE L © 1.06
~9.98) IZBATHEEZ R LTz,

Rk - ERRIRE

o . % o e
i - A n b 1 B e st | s
o 1.6~18.4pglg
RELY a) . ~ . JFoie . ~J.
iifekede 16 500mg Hi[H] 2.28~25.43 () 1.06~9.98
e s~y 4.8~8.3nglg
R 500 2 0.5~8 0.9~1.8
= @ 35 mg Hi[A| CEE()
4 |500mg/H 5 HEY 4~24 0'7:%2‘;5;“& -
B AR PSR 5 9~10.9me/mL,
500mg Hi[H @ 0.5~8 T OHgm 1.1~3.0
35 mg (FA91E)
13.8~97.9ug/mL
/ b 4~24 —
B 4 | 500mg/H 5 HIH (T418)
Wivznzr=> 16.2~46.9ug/mL
500mg Hi[] 2 0.5~24 47 A0-LEIm 4.1~18.9
35 mg (A1)
4.33%0.96pg/mL -
(Feranl)
500mg/24hr X 3 [f] 0.5~24 =
0.8~4.0pg/mL
0.2~1.5
) o (CF¥ME)
Fe JGJIENEB iR 6
6.79+2.05pg/mL -
(Feranl)
500mg/12hr X 5 [f] 0.5~24 =
1.2~6.7ug/mL 0519
(CF¥ME) ’ ’
+
11770 81pglg 1.37+0.34
. (Feafil)
F G 10 | 750mg/H 3 HFH 0.5~24
3.2~11.9pglg 15~4.7
(CF¥ME) ’ ’
[IRYA Sk 20 | 500mg/H X3 [H 0~24 — 3.09

a : 500mg $E% i

b : 250mg &% fi

c : RHEMMRATIZ L 0 FH

*1: LARh7axPh LT

%2 (HIPH) FARARIR « KRR IR B~ T R ANTR - R R
CE5ME) SBIEERE SIS 2 IR « R IR B O Al ~ dne i il
(e EfE) &R O i mRERR PN IR B 0D SR fif



VI Ehie B3 5 IH

<BT—4 (Svhk) >

UC LA 7 a X % 10mgkg ODHETT v MIHEIFEARNE G L & & 0%, kPR
FEHERS 2 IR BT U, RSB, RINZER. BEE. B OVIMGZ2 £ & bR\ T2 2% < ORIk T o s 13 ) ol
ERER ChH1E 5 nBICHRERE LR Lz, &5 5 0% OMIMT IR, KK, /MK, REk, ~—%
—JR. HEWG. BEIERG, R, KEIR, R, ROWER LA OMB CligF OREZ ERIY | R
B R O C i O B RE SRR STz, R 48 BREIIEICIEE < DML TRIHBRFURTICIK T L
A, R, I, BN, R, FRE. AR, K ONKIBICIKEEEE O HURREDS TR BT,

Sy MMZMCEHELATZOXTY L V% 10mgkg DAE CEEFIRNZS L-BOMERTEE

@ @ VA7 XYoo MERE (ug eq./g or mL)
5%y 2 HFfH 48 B[
i 5% 7.03+0.35 1.18+0.17 0.00+0.00
Mg 6.78+0.24 1.13+0.14 0.00+0.00
PN ] 0.44+0.02 0.22+0.02 0.00=0.00
AN 0.56+0.04 0.21+0.01 0.00=0.00
FEEA 16.24+6.83 2.39+0.57 0.00+0.00
AR ER 2.38+0.08 0.63+0.10 0.00+0.00
NS 6.21+0.64 0.76+0.12 0.00+0.00
RN 9.03+0.78 1.59+0.52 0.00+0.00
[E 6.84+1.19 3.29+0.67 0.04+0.01
FH TR 19.60+0.96 3.16+0.51 0.00+0.00
TERY 2N 9.91+0.98 2.27+0.52 0.00+0.00
fifa i 7.28+0.26 2.42+0.30 0.00+0.00
Lol 15.04+1.39 1.90+0.21 0.00+0.00
fiti 10.32+0.27 1.38+0.17 0.00+0.00
Jli 22.10+0.53 4.13+0.27 0.01+0.00
ik 42.69+1.30 4.96+0.93 0.02+0.00
Bk 14.00£2.32 1.71+0.19 0.00+0.00
JI¥ ik 9.95+0.15 2.30+0.12 0.02+0.01
&Rk 18.50+2.22 2.18+0.12 0.00+0.00
i 0.83%0.10 0.15+0.01 0.00=0.00
g 4.33+1.73 0.95+0.07 0.00+0.00
B 17.080.84 3.49+0.55 0.00+0.00
FRE 4.10+0.11 2.54+0.21 0.06+0.01
B 14.40%+1.00 2.42+0.44 0.00+0.00
KAk 6.74+0.41 0.90+0.14 0.00+0.00
K& 1.69+0.15 1.91+0.12 0.00+0.00
AT 3.78+0.13 1.85+0.19 0.00+0.00
[EIRA 6.95+1.10 7.05+4.78 0.01+0.01
B 7.31+2.40 27.77+13.62 0.00+0.00
" 9.46+0.98 2.77+0.58 0.00+0.00
7N 8.38+2.35 12.84+6.95 0.00+0.01
PN 6.85+1.03 3.66+0.99 0.03+0.02

T 3 B D EfE + AR AE (R 72




VIL_ W Ehfe B4 % HH H

2) MEk~DFAT (in vitro)
InvitrolZBiT 5 UWCEH L R 7 XU o0k MMLER~DOBITHRIX 37.0~39.4% TH > 7=,

MER~DFEITE
LAR7a XY U RE (ug/ml) BATE (%)
1 39.4+1.2
10 38.5+3.5
50 37.0£4.7
n=3, mean=*SD
(6)MEFEAKEER

R I LR 7 a3 0 500mg & HEEEEHE L7285, ex vivo TOIMBEE A#ESRIL, A 1
~12 B2 B W TR AiliE TK 29~33% T - 7=,

MmFEBHEEE (ex vivo)

BF (%)
SRR AT R (hr) 1 3 8 12
500mg Hi[A] 29.1£3.63 31.56£3.91 32.3£3.81 32.8£5.00
n=8, mean=*SD
<sE>
E rMREBFEEE (in vitro)
LiR7axd o U BE (ug/mL) fEEE (%)
1 36.213.2
10 27.9*1.5
50 26.31.0
n=3, mean+SD
6. £

(1) EBHBR AL B A SR R
1) LAR70Fx%4S 0 DHEERBHRE
P UCHERR L AR 7 a4 O U A BEIFARNE 5 L7200, LR 7 a3 0 U3l F o X 9 22k
WX REans &2 615,

0
F COOH
H3CN_I/\I
l/'J'7EIﬂF*T// \
o COOH
/_\FmCOOGIU COOH
HsC N HsC N
CN_D Y ° N_/ \)‘ _______ . \)‘CHa
CHs CHs

V0O AR N -F X% 1 KK R A FIVIE

(Glu: oo gg)



VI Ehie B3 5 IH

2) R HKE

EFERAB 7 8l LA 7 r ¥t 2 500mg 2 1 H 118 (60 /M sdiiE) 7 ARKKERSG Lz s %,
B 5% 24 M E CORBIRPHEMRIT, REMENRFREED 79.26%, BLA FUARD 0.94%, N-F x4
A FIEN 0.76% TH - 7=,

QRHICEST HEFK (CYPE) DHFE. F5X
LARZ7ax v U AFET, B b CYP SRR ZETNVEEZE MNFI 7Y —2 b v Fa—Ta v
L. REIREEEE 2T Lz, TORE, LR 7o x40 0% CYP 4k Ba s R sgiE v

WD 100pmol/L LV Edvo 72,

%195 ICs0 i3,

QGMEEENROEERVZDEIE

YL

HRBYDOEEOEERVEMRL, FELE

CYP% +1 £ " REHHEME ICs0 (pmol/L)
1A2 7-Ethoxyresorufin O-deethylase activity >100
2A6 Coumarin 7-hydroxylase activity >100
2B6 S-(+)-Mephenytoin MN-demethylase activity >100
2C8/9 Tolbutamide 4-methylhydroxylase activity >100
2C19 S-(+)-Mephenytoin 4-hydroxylase activity >100
2D6 (£)-Bufuralol 1’-hydroxylase activity >100
2E1 Chlorzoxazone 6-hydroxylase activity >100
3A4 Testosterone 6 B -hydroxylase activity >100
3A4 Midazolam 1’-hydroxylase activity >100

(FEPVE K

TR AT 8 BIIC L AR 7 %t 500mg 2 1 H 1A (60 sy AiiEE) 7 AMERG LIz L &, &5
% 24 B £ TOBRBR THRIRIT, REMEDEEED 79.26%., BiA F KRR 0.94%, N -AFH A Nk
75 0.76% T > 7z,
LiR7nxHd o REONAF AR, N-F 551 PR, BRBIEOFEER IS 2 EiEEz JlE L
TofER, MAFAUERTL A7 axH v o EHEIC L > THR%ZRWL 1/64 fFoHEEEEZ R L, N -4 X%
A FIKIZ 7 7 AREMEE OISR L THIHWEZ R Lz, —75 . BURBREICITHEEEIZIZ L A LD B

ALY

7.8

(1) D T U AEER
ELLTEBBTH S,
EIC KRR DR AP & 0 (R 5 KT 5.

()it =

RN LR 7 1 X 500mg % 60 43 A CHLELRFEEE L7256 siiEbaG % 0~4 FEfE £ TOFEB R
IR IX, 513.38ug/mL, #LmlcktT D EG% 72 FER & TORZ(LR DO JRFHEIERIX, 93.9% Th -7,



VIL_ W Ehfe B4 % HH H

8. I URKR—E—IZBAT H1ER
CLer ARERIAAMBEZ LIS Z s, LR Z a4 VZRME THMEShTnDs EEx bbb, OAT1
F XN OATS OFLERITHh 57 u_x K, MATE1, MATE2-K %} OCT2 OILEEMEZ oY A F 2 v 200
T 5 &, Cler BRENZIL 36.8% M TN 23.4%(KF L, FEMINER Lz ( TVI1.(4) 20 AFT Y, TARRY
FIZLB%E] 2/ .
VAR 7 a XY ORME WA T = X LIRS TORND, in vitroi R TIL, P-¥§¥ > X7 ORE
ThiHZeNHEINTND 9, £ B FRBMIEE W72 IAZRRIZE W T MATEL XU MATE2-K
D LR T\ X4 o VR ITERNZ ERRE STV D 49,
FHEZDOWTIL, 1n vitro T P-HEZ /37 1Z%b9 5 1Cs0 23 1644uM & A Z 4TV 5 47, 500mg % i G- L
72 & & D Cmax/ICs0 1% 0.1 Aeii & B E 4L, BHIKT P-WEZ /)7 20 LTS EAER AR E 2 U 2 7 3R &
EZbND 4, £7=, OCT2, MATE1 % O MATE2-K (259 % ICs0 (X, Wb LR 7 a %4 500mg &
BHAZD Cmax LV @< NI 127uM, 38.2uM KON 81.7uM & i S 4T % 4649),

9. BNFICLBHBRER
MiEZEHT % CAPD I, (AAMNL D LR T B X4 VREA~OEEIIDRNEW|ENH Y 505152 FZiFL DB
MG EAREEEZ NS,

10.HENEREZETHESE
()EHREEERE
REREICK DHEENBB/INTA—4
FHEMIRMBNEE T A — X Z AV, LR 7 ox ¥ o0 2B FTRECHR SN HELROHET, 7HM
AR AR LT A O BNE ST 2 — & 2 Lz, BRI MR IR E O EFIEEEO b T,
#5-7 B H D AUCo-2ane ITBHEREIE H# 12 500mg 1 H 1 [BINEATREHE L7256 & RERETRD SN h

-7,
E%%%ﬁ% . . %ﬁ%%ﬁﬁ?ﬁ@*ﬁﬁ‘ FQ:F%HE’ L7=/3F X ._y?il)
(CLer mL/min) JHER O D HZ i
Cmax (ng/mL) AUCo-24nr (ng-hr/mL) 2
50=CLcr 500mg % 1 H 1 [l#5 Crnax=12.26 AUCo-24r=111.75
#H 500mg % 1[5, 2 H HLL
S maxg . . ! !‘é .
20= CLcr<50 ¥ 250mg £ 1 112 1 [l 5 6.13<C 8.15 55.87<AUCo-24n: = 106.36
#H 500mg % 1[5, 3 H HLL
S maxg . . - !‘g .
10= CLcr<20 ¥ 250me % 2 112 1 [l 5 6.24<C 7.15 53.18<AUCo-240r = 76.11

1) {KE 60kg & L7=HE
7 2) BHESTIXAUCo48e X 1/2



VI Ehie B3 5 IH

)EEnE
fEREEIE (65~79 %) LOMEEEIEEIE (20~45 %) [ZL AR 7 x4 2 500mg % 60 43 CHLE] A
FHE L 72356 O MAEh R EEHER K OB RE R T A — 21X, kD LBV Tholz,

HEREHEIRICE T AaRERVIESHEDOMR P REHR

(¢ g/mL)

164
FEEEE B (n=12)
EEnE B (n=12)
S EE XM (n=12)
EEnE M (n=12)

(ON By 2

B

mean=+SD

0 4 8 12 16 20 24 (hr)
e

BESHERVBEREESHEICESTSLAR7O0FY T 500mg
B[R SHEF TR OEYEE/T A —4

Bt N Trax Chnax AUCo-24hr
(hr) (ng/mL) (ug-hr/mL)
i 24 1.00+=0.00 | 11.19%+2.26 | 75.98+11.51
Rl 24 1.00+0.00 9.25+1.94 | 56.63*=10.89
(/) var— kX2 MEW, meantSD)
1. ZDfth
MUERR L



VI ettt (B EovEES) (S HIEA

VIIl. £ (ERLOZIESE) T3 HER

ZHERREEDER
RIESNTHRN

2. 2 (ROBARICIIERE LGNNI L)

21 RAIORS X3 A7 v X% ATxk LImBUE OBEEED & 5 E [9.1.2 B ]
(RIEZEOEELERBLN)

2.2 Gk AR L CW D ATREE D & D &tk [9.5.1 /]

2.3 /NRSE [9.7.1 2]

fiZER

(ZhREHE)

21 NRBUE) ORERO® 2 ERLOLEFEFHTH S, 2O L9 REF CTIHRBUENFHT 5 RN S
ZONDTD, KEIDOS TA 7 axHh v (ﬁ%mﬁﬁxﬁﬁk TThHLARTZaXY vt TEIKRTH
LA 7ax Y DO—FHONFEE S K THD) 12X DWBBUEDBAEAHIA L2 BF T, FAlokE %
BETHZ &,

(REZFDEELERBLUN)

22 [VIL.6.(5)%E4w S
23 (Wm.6.(7/NR) &M

3. MREXIIMRICEET TR L ETDER
WE STV

4. BERUVRAEICHAET 5FE L ZTDER
([VAREZERUVRZICEAET 535 &R



VI et (BEH EovEES) (S 5IHA

5. BEEREARMIE L TOERH

8. EELERWEE

8.1 AKIDOMHEHICHT- > Tid, MHEEORHELY <720, FAIE U RS A2 AR L, BIHOIEH Ly
R/ NROEIB O HIZE EDDH T L,

B2 AHNCL DY av s, TFHI7 47XV —DORATHEICTIMTEDHIENRRNOT, ROMEL LD
ko

8.2.1 FENCEEABEEICONWTHoRMBZEITY 2 &, B, FAWESICL DT VAKX —EITLT TR

HZ L, [11.11 W]

822 HEICEEL T, BT v a v 7 HICHTLRELED E LM EHZ L Tk 2 &, [11.1.1 2]

8.2.3 HLBANHLE LM THRET, BELLZHOWRBITRIE, +oRBIEEEITY 2 &, HICESHRGE
BITEERBE T2 L, [11.1.1 2H]

8.3 BMkEESNHLOLNDLZ ENHHDOT, HEHEOERS, fGIRZ FE D R OBRIEICEF T DB
B2 R9BFETHDITHATL 2 L,

8.4 KENRE., KEAMFHEASIESEZTZL0HDDT, ﬁﬁ%+A’?’&t N2 N R B
ICHAFEDIERD S LN HAITITEBICEMOBEEZ T D X 5 BE %@ﬁé &, [9.15,
11.1.16 & #]

8.5 EMIFG NI L 72 2 ,ATI1E, FBBIRE H0ITATH 2 &,

ﬁ?

1 FIERICHBOEEFHETH S, [HEEDERAOME A EOFEEFHEOLETIZHOWNWT] (199341 A 19

H {38 £%5 ) AZEV, BRE LTz,

PREEICE DY a v 7740 7F 0 —DORAEZEITTHTE D FETR, HIRNE ST 2BE0FE
%@%Hﬁm%ﬁﬁiémfﬁﬁﬁ&ﬁ WCREET 27T 7 4 T =R ROTA K742 (2004 4hR) | *
WIS EFEE L,

X HFE ORI (AARMEFREREFSERARBRMFAZE SNSRI RENHES) © B AR LFRIEF DM
2004;52(10):584-590

8.3 AFNCBWCEMEESORIEANO LD Z RS 5O T, HENEIERS OMMERIEICBET 2 3E 25
#H L7,

8.4 7 A uFx v RPUEMOMEMIC LV KEWNRE &K OKENRAEEERELY 2 7 O EH2R8B3 5 To%E
SFRFSE 5356 K OIS C D38 AR I BT 2 FEERIRAIFSE 5D D& Z S £ 2. BE L7, 72, REMRE XX
REWRAEEED YV 2 7 RFI21E, ~ V7 7 VIEBEREOM, =—F X « ¥ oo ZJERE, mZEikE. Bk
BIRE, X—F = v ME, &L, 77 e —AEIREESE S EEND ( [VIL6.(1)EHHE - BREREZED
&6*%915JFwsmix*ﬂﬁmt@%rﬁ111mj%%)

8.5 X . BHIERG D ERIGAEIR, BERABBUCH T HBIENNE L ZE X bLb oD, Rl %x 50117

Y
(v
[v



VIL.

et WA EoEES) ([CBE45HA

6.

BENDERZETHEEHICETLHIE

MEBHE - BERZEOHLEE

9.1 AHHE - BEREOHLIEE

(BLFI @)

9.1.1 TANAZEDESUERRIICALOBEREOHLEE
EREEZTZEND D,

9.1.2 ¥/ OVERREEICH LABECREROHSEE (2L, FFRXEFFT70F4H L v(xt LABED
BREROHLIBHEIZIFEBELENI L)
[2.1 ]

9.1.3 EEDNER (FER. RO WMEESE) OHIEE
QTIEREZEZ T nb D,

914 EEMBENEDEE
EREENIEDLZ BB S,

9.1.5 XKEMRERITABIRMEHZLZEH L TLIEE. KBIRBIEKBARMEHORE. REEELITYRY
HF (RILT7 VIEREE) #HTL8F
VENZS CCHEBMEDFEMZBET 52 L, WIOEFMICBNT, 7t uXx ) o R EE
GRS OCKEIRAEEEO R A Y 2 7 BN L7z & ot nd 5, [8.4, 11.1.16 ]

Xy TEED

9.1.6 > -MHELFL, BF2., R T7O0—CEERE. T MIVLOERI,EELLGLIEE

Ny JRIFNIEL T P U AREER TS

R

(BRI H5E)

9.1.1 ERAOTHIREHETFRBRICE VT, LR 7 ad% o v O I & B EBORINEE SN TN D, IR
BTN D OB ERED & 2 BE TITRBEORBUBEE N & < 72 D ATREMEN S 2 O CHEICE ST 2 &,

9.1.2 ¥/ v VU RPUEIKITT LIRBUE DBEAIED & 2 B CTlx, RANOE 512 L 0 dEUER 2 2 3 TREtEn &
LZOTHEEICEGTHZE (M2R2ZAEEZTOER 2.1 &) |

9.1.3 HEERWEREZATHEFETIX QT EREOHRELY 27 W@ b Alfettnid 5, A#I0D QT/QTe MFHIZ 3
DEBIZOWTHRTT 2720, BRI Z 65 & U ENERARE 2 F2i L7225, B 5227 QTe IR DIER:

ITRRD BRI T2 38, F o, YUERE 255 & Lo AR O ENERRBRICBW T QT MRRICEES 5

BEHRBOREG I o7z, LHLAENDL, ZhE COEMNAOHIRGEHRRICBNT, LR7aXdy
POMRIC KD EER QTIERDOWMENHDH Z Lnb EEROEREZATLEE CITEEICERGE T2 &,

914 o7 Fux / a RZPEE (Jrvvaxdr, Avaxdr, Xvaddir (ERNRER) )
DERBRIC BN T, MR EEENEANRD b, 20O 7 LA nXx ) o s RZPEETH RO /E
HERTHREERH D Z ENME SN TS 59, 7z, ERNOTIRESEHRRICEONT LR 7 o34
oL OBEMENEE TE R THEEMEDEOE] NG SN TV 5D, BEIEREEDBE ITITEE
G T5Z L (TL.(NEXGEMEREMAEIR 11.1.15) ZH) .

9.1.5 MAMIIBN\T, ZA ¥/ v U RPUEIER 512 X 5 KBRS SUT KBARMEREDO T A Y R 7 O INA A
ENTWNG 5350 (LS. EBELREARKTIE L ZDHERB 84) . VIL8.(1)EXLEIER L MEALEIK 11.1.16
ZH)

Ny JELED

9.1.6 v Z7#H (500mg/100mL) (Zi%, 100mL FIZHALT B Y 7 475 900mg & ENTWDHT2D, 5 oIk
ODARR, BAS, X7 —BEGER, 7 M U AOBENMEE 72 B ICITEEICR T2 &,



VI %4 (B EoirEs) (B4 2IEH

QEBEHAEEREETEE

2 BHEEERE
O AR ORHE RO G T WD, 7eds, MKENT X% CAPD (Frgis RIEISENT) (X, RNH
SOLRT7axH L U BRE~OEEBII DR NERENRDH Y 50 52 | FHOBIMESIIRELEEZ LN
%, [7.1, 16.6.1 ]

fZER -

AANTBPEMTLOIAITH 0 | BHEBEDME T LTV 5 BE T, BHEEREORE IS U CARIom P RED E
F U, @O S Hii T 5, BESREO LR IZIR U iR O B2 B2Ic G-, S5 RMEA2HRE L, #ic
OB SREEERE CIIEEICEF TS 2L ([ VARZRUVAZICEES T8 2R) . RHEMNEEYE)
RBET S E | BEOBHEIE (Cler: 7 LT F=027 U7 T R) METF L72GEOEFRIE (K4 500mg
1 H 1 EEHEEER) B A2 mPEE#EBRL S I 2L —2ar Lzt 24, Cle MEFT 51200, LR
XYoo PREE ER L ( [VIL10.(1)B#REREERE) 2H) . 2k, MEEN X% CAPD X, AW
MHDLART7a XY URE~OEEIDRNE DORENRDH Y | BTEOBINKGIIARELEZ LD (VLY.
BNFICKDBREE) 2H) .

(B)FFHREIES B E
BRIE I TV

METEREZET HE
HE I THRWN

(5)5E 4%
9.5 1147
(REZOEELEALSN)

9.5.1 fEME XUFHEHR L TV D ATREME D & 5 e MEICIFZR G- L2 &, B3R (7 v ) THRIEZRE A O

FGIZB W TR R OB FERIE L AR OITEIR EELENZED b TnDd, [2.2, 9.5.2 3]
(REZDEELKE)

9.5.2 I XITAHR L TV D ATREMED B 2 Lethizid, 1 EOARMEEAZEE L CREGT 528, [9.5.1 3]

fRER -

(REZOEESEEUN)

9.5.1 B ERR CIIBAFIEMITRD HAL TRV, B b COIRT O GBI T 522 L T2
P> T, AR TR LTV B ATREME D B 2 LI IIARI OB 528 T 5 2 &, 7272 L, RIEEOREE
FERICIRY . MR EOAEMEEE L THRETA 2L ( MM2Z2ZRNBRLEZOER 22 LK [X.2.(5)
EEHRESMHHR W) .

(REZSOEELEKR)

9.52 [MEm IR L TWAFREMO & D4t 123 L CTid, B E L TWD D, RIEFEOEERERIC
BT, B OB RIENERMEE BB S & FRESHRTT 285504, BE5T5Z L,

(6)/iE 51
96 IR
BILLAVZ LBLE LV, b R 2 2 L SEE ST S,




VIL.

ettt (BN EovEES) (S 5IHA

7.

fZER -

Y ERTHH ~OBITHRO LN TEY (BOo#&s) | £/, A7ax¥ o %e b 646l 200mg H[AIE: 5
L7, 1 FR Tk 1.83pg/mL, 3 B THcK 2.01pg/mL MEAFIZBIT LI s, A7uaxHh o>
L RO EEMIE 238 E L7z,

(7)hR
9.7 INRZE
(REZFODEELERBLUN)
9.71 FEHLZRWZ &, /NS EGGE U BRRRBITER L T, BiER R, FVRK (13
7 Al . ST v R THERESED LT\, [2.3, 9.7.2 5]
(REZFOEELEKR)
9.7.2 IR EOFIEMEZE/ L THRETEHZ L, [9.7.1 58]
fiRER
(REZFODEELERBLUN)
971 BMERTL A7 o XY U REICIVHEEHRENEOONTZZ LD, EEWEDZOFH L
(D2 ZERNEELTDER 23] 1) |
(REZOEELER)
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9.8 E#E
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B CIXBRE DMK F LTV D Z ERZ 0w, @m0 PEENFT BT’ ®H 5, [7.1, 16.6.1,
16.6.2 2]
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9.8.1 7nFnuF oy RPUEER GREOMEED J 2 7 K12 LT, @k ClEdEmmms & X CTEEO
URTBEERT D2 EnRpsine 602 LbikE Lz ((IVIL8.(1)EXKGREIMER & MHEK 11.1.12)
ZH)

9.8.2 HAANMEEES## 24 1 [656~T79 )%, CLcr : 94.3+16.8 (mL/min) ] M OMEEEIEE A 24 5] [20~45
. CLer : 110.7+17.8 (mL/min) ] %42, A#| 500mg % 60 43 THIEL AL L7256 O3y
e T A —H e LT,
Z ORGSR, (R TR IE R 1T Cmax & AUCo24m & BIC EFRH LN TEY . MIEITHE S B
BEER T oREN R Sz ( [VL10.Q)EEHE ] &R) .
B, BHEE THREICB T 2 RNEBER OHERCHARO B RICOW TR, VI REERVAEICEE
THEE] KO VL10.(1)BHAEEESESE ) 220z L,

AE/ER

MBRZEZS EZDER
REZI TV
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7z = VHFB AR XL e A
feRIEAT o A NPEJHR SR IR
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KA TR ENNH D,

HPXARRRIZ 31T D GABAA ZBE~DiE
BHEEMEBRIND LEZDON TN D,

VasdUINE St 5B S
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U7 7 U O Z L, SUTEA

INT 7Y VEVIFROEENRD bl L ol | A COBERIZ L DT LT 7 Y
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QTEEZE T Mo nT | QT EEEZR - TRBEFNANH D, QT EE(ERASEIMACEINT5B8ZE N
U5 FEA NdH 5,
T I~v= N&E
B R ARV A GRAFIL O | EEEEO ) 27 BNEKT 5 EOMEND | FITARHATH D,
HEAHA) %o ZHSOIEHE DI, 1BE LD
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E ReajpFy 5%

AN EREE ERIDBE DB LT 5
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fREs -

T DB RXIEITOEA VEERIER T O RIEEREREE (7Ll a 7 = %)

Za—F /v CRUH I X DRMERERIT. TR R OMBIMREME TH D y — 7 X/ EEE (GABA) Lk
T4 —TO GABA BRI A EET L2 LICEDLEZEZ LN TND ), =a—F /o U RITEEAKBTHN
7235 GABA L7 % — L OMANEH T GABA IE 2l 2 62, GABA 1EE O IR DIZENPLE S
oL, FARAPR R OB R LN TFER SN D, £, 2 ORRIFEGIE & GABA JRZllX NSAIDs
OHFICLVERIND Z LRHEINTVD, TOMOBEFE LT, NMDA (N-methyl-D-aspartate) %%
EENTHERST T/ v b7 2 —$a N T 2ERZH T - WmE R H 5.

LARZaX o 8N ONDT = S VEIER I T 0 A VBRIEAT v A FHEEREDEIE E OFFHIZ XY |
KRN Z VLT R 2 ERFMERTHRESNA TS 0, £/-, HAEHICE LN LR T7axds v
B OMEH AR TIZA2VWA, 7 = = AR R I 7 0 B4 U IERIEAT 0 A FHEMERSFRO G T TN
BELTLRNERRENRD D,

<8E - #gYWT—4%>
T VEFEER - TREA VEBRERTOA FEERERELOHA (TVX)

B N o VA7 mdY i (1,000melke)
AT m A FHE A B (mg/kg) i
CL TN L
. A 200 9 6 9
= )L EliE R g = )L IERR*
7 = = )VEEE R v = = VEER 500 10 4 10
AT Ta Tz 500 0 0 0
Fra %t 300 9 2 9
. . 300 0 0 0
ThTRT 500 2 0 4
Fa vt R 75 )Ta T 300 5 5 5
S, 300 0 0 0
b o A w N 500 0 0 1
n¥%Y 7 u7x) Na 500 0 0 1
U A=A 300 0 0 0
ity AT = F L 500 0 0 0
CL : MftMErest TN : SR s Lo 24 RER% OB X s IR

& DEFITER LTz 10 Lo~ w7 2R CRB L7577,
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1.1 EX%GEIERA
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[8.2.1-8.2.3 2]

11.1.2 EMRKEFERMAE (Toxic Epidermal Necrolysis : TEN)  (BHEARB) | KIE M IEARE I B
(Stevens-Johnson FEZEE)  (BHEAEA)

11.1.3 &8 (B R

1114 QTIER (BEEARH) . DESEIE (Torsades de pointes Z&T)  (BEEARH)

1115 SHEEE EELRY) | MEEER (WERY)

11.1.6  BUERFZ GRS | FFEEERE (BEAY) | #E (WEERY)
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r
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11.1.8 FEEMM GEARY) | IFEIRMEML (BERH)
FEEN, NZMK, FRORINEE. BBt X BRERE . AFRRERIE S E 20 O MIEMEMZL. AFRRERIENT R 23 5 & b
B LNBHDEDT. 2D LD RFERNED BT AT I 5 Ak U B R R LT LR s
DIEYIRILE 2T O Z &,

119 BERERBERXFONMEZHRSERLGKREX GHERH)
M. MRl TRIZEANRD SR -BAICiTR 52 hik L, MY R0E21To 2 L,
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11.1.13
11.1.14

11.1.15
11.1.16
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IEInAE (BHEEARE)

R MBS IEZ B 5 0] b |G STV D, BERFEE FFICALR= LT LT REEROA 2 )
FIEA R LTV D) | BHRERERE. ST Thobiod U,

TXLURARER, BEAREOREE (HEAH)

SR DY A TR, FARFE DIERDFRO SN GBI xR G 2k L, @ER0AEEZITH 2 &, i
WBEOMEDOH 5 EE TH LTV, [9.8.1 ]

FEEL HEARH) | BAER BERY) | {115 DF0REMER (HERH)
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ZiE G ARl L, U 0LEEZITO Z L,

EEMBEAEDOEL (FEEAH)

REIARE (HEEAH) | KENARARAE (B ARED)

(8.4, 9.1.5 B /]

REMHEES (HEAH)

LU, iHETR . JRAEOIERNRO b HEIId kG 2Pk L, @YREZ1TH 2 &,
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W IR MmpR. FREABHE 7 v7F=r kL5, BUN k&,
JREA. MEJR, SR
JF Bk ALT b5, AST 5. v-GTP | LDH L&, b U v o8 | AFRERE R
k&, ALP bR n
g T B ER A4 N BRI . BRI | RO . Y BRI
2
g T, AR L, WEE, BACRIE. IEES | MEARR. BBkEE, DR
APk, MER. NiB., IR
i, mR
IR Hig TR BRIETHR, BRI R,
MR, ML BARR
T B ae hiE, Kii)E, HEk
TSNS | ESALALEE (12.8%) . TS | FRURIS. TESHEALAERS . 4t
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SESTHERSL RS
TEHEBAT RS DO NER L, TESEAALEEDS 12.83% (72/586 ) . 1EHHNLE 9 B 6.1% (36/586 ) . TES

EATETR DY 3.1% (18/586 f51]) | JEHEIMEARDY 2.6% (15/586 f5) | EHEALEARZE DY 0.9% (5/586 1) |
FRIRZE DY 0.5% (3/686 f5) | TEHFEBACAEAS . VRS EVEA % 0.8% (2/686 f5) | M& . MEK. FEHEAL
ZERBAEIR 3% 0.2% (1/586 i) Th o7z,
TESHBAL RS O BEAERE X, B 97.0% (261/269 1) IXHERE 3.0% (8/269 ) TH YV, EEILRD b

BOIG TR AS PR

Nz,

B G- 1k E 7 XN o TR O T 6.83% (17/269 1) TH V. 93.7% (252/269 1) 1E# G-k A3 7]

BETh-oT, WENNLETH =DM 5.9% (16/269 1) TH V., 94.1%
HEHHALSOED 5 5 86.2% (232/269 ) 133 HLY HIZ#-CMIZ[EE Lz
FEHRIT, HEOHD 7.2% (42/586 ) THY ., #5 2 B HLFEEE 0%
B E OIS b o T,

K1 EFMMIRGCERNSEEETOEH

(253/269 ) 1FMEALE TEIE LT,
(F 18R , £/, BERZLED
(0/27 f51) ~6.9% (40/576 i) &,

FEBUEL % H 2 HH 3HH 4 HH 5 HH 8 HH 10 HA 11 HH |>=14HHAH
269 232 16 3 7 3 4 1 1 2
(100%) (86.2%) (5.9%) (1.1%) (2.6%) (1.1%) (1.5%) (0.4%) (0.4%) (7.4%)
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BEBEFARBHEERVEKRREERE—E
< #[E B U'EhEE B AN & SRR >

PIEREREE ShEEIB ANRE &5t

e R IR 342 44 244 4 586 i)

RIVEH R BLBIE 164 1 77 241 11

BIVEHZEHE 48.0% 31.6% 41.1%

= sz SBBIE (%)
AlfFROIR PERRE PaEE e &3

BPERUFERE 1 (0.3) 1 (0.4) 2 (0.3)
JBRARNITVUL T 47 4 VRIBR 1 (0.3) - 1 (0.2)
GERIE D Y HIE — 1 (0.4) 1 (0.2)
KERUXEREE 3 (0.9 — 3 (0.5)
B IR I 1 (0.3) - 1 (0.2)
B AV T AIE 1 (0.3) — 1 (0.2)
BAHR 1 (0.3) — 1 (0.2)
RHES 9 (2.6) 2 (0.8) 11 (1.9)
AARSE 8 (2.3) 2 (0.8) 10 (1.7)
R 1 (0.3) — 1 (0.2)
B 1 (0.3) - 1 (0.2)
LR 1 (0.3) — 1 (0.2)
HERESE 6 (1.8) 3 (1.2) 9 (1.5)
BIEPR 3 (0.9 2 (0.8) 5 (0.9)
FEED F 0 1 (0.3) 1 (0.4) 2 (0.3)
SR SRR 1 (0.3) 1 (0.4) 2 (0.3)
SR — 1 (0.4) 1 (0.2)
SERA 1 (0.3) — 1 (0.2)
HERUREEE 1 (0.3) — 1 (0.2)
Hg 1 (0.3) — 1 (0.2)
hEREE 3 (0.9) 2 (0.8) 5 (0.9)
FElRZS 1 (0.3) 2 (0.8) 3 (0.5)
Jlik=2r 1 (0.3) - 1 (0.2)
QIS 1 (0.3) — 1 (0.2)
FRE. WERUHREES 4 (1.2) — 4 (0.7)
Sumn 1 (0.3) — 1 (0.2)
MR PRI R 1 (0.3) - 1 (0.2)
fim 7k 1 (0.3) - 1 (0.2)
fifiligi 2& 1 (0.3) — 1 (0.2)
BEES 28 (8.2) 17 (7.0) 45 (7.7)
T 17 (5.0) 10 (4.1) 27 (4.6)
{5 F 6 (1.8 3 (1.2 9 (1.5)
EL 3 (0.9) 2 (0.8) 5 (0.9)
AN A& 1 (0.3) 3 (1.2 4 (0.7)
I - 2 (0.6) 2 (0.8) 4 (0.7)
P 2 (0.6) 1 (0.4) 3 (0.5)
REE R — 2 (0.8) 2 (0.3)
i B Rt 1 (0.3) — 1 (0.2)
OB AMEE % 1 (0.3) - 1 (0.2)
S 1 (0.3) — 1 (0.2)
EERUVETHEBES 4 (1.2) 5 (2.0) 9 (1.5)
e 2 (0.6) 1 (0.4) 3 (0.5)
Pl F2 R % — 1 (0.4) 1 (0.2)
PS> — 1 (0.4) 1 (0.2)
Ak — 1 (0.4) 1 (0.2)
9 FEIE — 1 (0.4) 1 (0.2)
SRTE 1 (0.3) - 1 (0.2)
FI5 1 (0.3) — 1 (0.2)
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BlERADEEY

REHIE (%)

WL, 61T, AR (PT) Zid#iLiz,

W EAERR FhREIB AN R &it
MERRRUESHEBES 4 (1.2) 2 (0.8) 6 (1.0)
R &R 2 (0.6) — 2 (0.3)
R 1 (0.3) - 1 (0.2)
P — 1 (0.4) 1 (0.2)
R — 1 (0.4) 1 (0.2)
I B e 1 (0.3) - 1 (0.2)
Jike e — 1 (0.4) 1 (0.2)
ERURBES 1 (0.3) 1 (0.4) 2 (0.3)
i pR 1 (0.3) - 1 (0.2)
e — 1 (0.4) 1 (0.2)
—f% - EEBEERUVHREHLOIKE 70 (20.5) 30 (12.3) 100 (17.1)
ST ALEE 54 (15.8) 18 (7.4) 72 (12.3)
TR Z 9 FERR 25 (7.3) 11 (4.5) 36 (6.1)
ST TR 9 (2.6) 10 (4.1) 19 (3.2)
SR IEAR 11 (3.2) 4 (1.6) 15 (2.6)
AL RS - 5 (2.0) 5 (0.9)
BT ERAL AR RE 2 (0.6) - 2 (0.3)
TG B 1 (0.3) 1 (0.4) 2 (0.3)
5 2k 1 (0.3) 1 (0.4) 2 (0.3)
LR 1 (0.3) - 1 (0.2)
SRS — 1 (0.4) 1 (0.2)
FEEL 1 (0.3) — 1 (0.2)
M8 1 (0.3) - 1 (0.2)
AL A Rk 1 (0.3) - 1 (0.2)
ZERIERALE IR 1 (0.3) — 1 (0.2)
ERRERE 73 (21.3) 29 (11.9) 102 (17.4)
TIT=UT ) R T UAT 2T —EBHIN 35 (10.2) 15 (6.1) 50 (8.5)
TARTGX BT I b T A7 =7 —8H 29 (8.5) 12 (4.9) 41 (7.0)
y-INEINRNT AT =T —B 17 (5.0) 8 (3.3) 25 (4.3)
I EREREIE N 15 (4.4) 1 (0.4) 16 (2.7)
MHET AV RRT 7 Z—FHEN 10 (2.9) 4 (1.6) 14 (2.4)
M7 L7 F R AR —E 8 1 (0.3) 4 (1.6) 5 (0.9
PR R o bR 5 (1.5) - 5 (0.9)
1 LR A K SRR SR B 0 2 (0.6) 1 (0.4) 3 (0.5)
MR U o A HEN 2 (0.6) 1 (0.4) 3 (0.5)
~< h7 U M 2 (0.6) 1 (0.4) 3 (0.5)
S /A = RS s % 2 (0.6) 1 (0.4) 3 (0.5)
I R ERER D 1 (0.3) 2 (0.8) 3 (0.5)
AR BRI D 2 (0.6) 1 (0.4) 3 (0.5)
PR EE B B 3 (0.9 - 3 (0.5)
MY L e M 1 (0.3) 1 (0.4) 2 (0.3)
R P I B4 2 (0.6) — 2 (0.3)
i R H 2 (0.6) - 2 (0.3)
M i BRE N 1 (0.3) 1 (0.4) 2 (0.3)
fa e U e B 1 (0.3) - 1 (0.2)
7 L7 F =40 — 1 (0.4) 1 (0.2)
sV o K 1 (0.3) - 1 (0.2)
SRR ER SR 1 (0.3) - 1 (0.2)
JREFE U L E BN 1 (0.3) - 1 (0.2)
RN eyl 1 (0.3) — 1 (0.2)
IFBAER E 43 SR80 — 1 (0.4) 1 (0.2)
R aEY ) —5 N 1 (0.3) — 1 (0.2)
BIVEM O : TICH EFRESRTFEE H ATER (MedDRA/J Verl7.0) | IZH-S&, 8ERIRME (SOC)
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<{EFARERAE (2011 E£10 A~2013 £ 9 A) >

FERARERE
22 A P A ot B 15 B 1,138
BRI 38 BUE B 115
BIER ORBEBIFE (%) 10.11
R DiEEY HEAIE (%) BElERADEEY HEAIE (%)
RBE R UFE R 4 (0.35) ERUVRBES 3 (0.26)
fifige 2 (0.18) HhEE 1 (0.09)
TAIENE R 1 (0.09) B RekE 2 (0.18)
PR S 1 (0.09) —h% - 2BEER VRS IMIOKE 14 (1.23)
MAERVYY RREE 10 (0.88) AL EE 6 (0.53)
E=giil 7 (0.62) SRR 5 (0.44)
T E ERIE INE 1 (0.09) S RS 1 (0.09)
F ifn BRI i 1 (0.09) TR Z 9 FERR 2 (0.18)
U 8BRS SiE 1 (0.09) HEEL 1 (0.09)
I Rk iE 1 (0.09) RS IR 4 (0.35)
M SRR kA i 1 (0.09) BRERRE 53 (4.66)
RERUXERE 4 (0.35) TI=UT ) hTURA
F U AfUE 1 (0.09) 7 =T —L R 13 (1.14)
&7 v — )L iffE 1 (0.09) FARGEUBET I ) FT R
(% ke 1 (0.09) 7 = —C R 9 (0.79)
AV 7 A fLGE 1 (0.09) BA&E Y LE N 1 (0.09)
AEEE 1 (0.09) MR E UL e B 2 (0.18)
THRE 1 (0.09) 7 v — VR 1 (0.09)
HRRESE 2 (0.18) M7 v7ForhRARFF—F 1 (0.09)
J A 2 (0.18) Hm :
Rk EE. MERR UMithRES 3 (0.26) 7 V7 F = Hn 2 (0.18)
B 55 38 S 1 (0.09) MR Y o A HEN 1 (0.09)
R M i R 1 (0.09) i Hr R FEHE N 4 (0.35)
fiti e 1 (0.09) T B ER B N 9 (0.79)
BlalEE 7 (0.62) y =LA I KT R
T 5 (0.44) 7 = 5B 2 (018)
BIOTI 1 (0.09) PR R o bR 1 (0.09)
A 1 (0.09) ~< 27U M 5 (0.44)
FrRREREE 16 (1.41) ~ES v e R 1 (0.09)
FFRgRE 2L 5 13 (1.14) i RE R A S 2 (0.18)
RS 3 (0.26) U o ERER D 4 (0.35)
EERUVETHEES 8 (0.70) HEREE N 1 (0.09)
a2y 1 (0.09) IR D 2 (0.18)
95 6 (0.53) AR BRI 4 (0.35)
AR 1 (0.09) H i R H e 8 (0.70)
ISR A 1 (0.09)

) BEWEM oM © TICH ERREIMFESR AR (MedDRA/J Verl7.0) | IR, SEHIRDHE (SOC) 12
STEL, S6iT, EAGE (PT) il L7,
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ST B BR A S 342 5
E=EF WERAEL | REHIE (%)
3 227 116 (51.1)
PRI
A LS 115 48 (41.7)
65 Aji 167 75 (44.9)
- 65 LAk 75 Al 106 62 (58.5)
R () 75 LI I 80 i 53 23 (43.4)
80 L I 16 4 (25.0)
40 i 15 6 (40.0)
40 LA I 60 i 214 95 (44.4)
& (ke) 60 LL L 80 Aifi 102 56 (54.9)
80 L I 11 7 (63.6)
20 Fii 1 0 (0.0)
20 LAk 50 A 48 20 (41.7)
a) ]
Cler (mLimin) = 144 70 (48.6)
80 UL E 149 74 (49.7)
L 54 28 (51.9)
&t 288 136 (47.2)
FERER RS OHE HRAE 145 66 (45.5)
Hh
R E 143 70 (49.0)
HIE 0 0
I 7L 316 148 (46.8)
BRI HY 26 16 (61.5)
L 331 158 (47.7)
FX ‘$/E[\ )
RIS e ) 11 6 (54.5)
L 152 (48.6
IRl 2 D £ 313 (486
HY 29 12 (41.4)
L 140 (47.5
B A £ 295 7.5
HY 47 24 (51.1)

a : CLecr 1% Cockeroft and Gault 2% AV THEH
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i FLAN A
KIE DA SCHE 1 INDICATIONS AND USAGE
(LEVOFLOXACIN-

. Levofloxacin Injection is indicated for the treatment of adults (>18 years of age)
levofloxacin . . . . o
e L. with mild, moderate, and severe infections caused by susceptible isolates of the
injection: Akorn,

designated microorganisms in the conditions listed in this section. Levofloxacin
Tnc. 2020 4 5 A) 8 y

Injection is indicated when intravenous administration offers a route of
administration advantageous to the patient (e.g., patient cannot tolerate an oral
dosage form).

1.1 Nosocomial Pneumonia

Levofloxacin is indicated for the treatment of nosocomial pneumonia due to
methicillin-susceptible Staphylococcus aureus, Pseudomonas aeruginosa, Serratia
marcescens, Escherichia coli, Klebsiella 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 j -lactam is
recommended [see Clinical Studies (14.1)].

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

Levofloxacin is indicated 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 is indicated for the treatment of community-acquired pneumonia due
to Streptococcus pneumoniae (excluding multi-drug-resistant isolates [MDRSPI),
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 is indicated 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 is indicated for the treatment of 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 is indicated for the treatment of chronic bacterial prostatitis due to
FEscherichia coli, Enterococcus faecalis, or methicillin-susceptible Staphylococcus
epidermidis [see Clinical Studies (14.6)].

1.7 Inhalational Anthrax (Post-Exposure)

Levofloxacin is indicated for inhalational anthrax (post-exposure) to reduce the
incidence or progression of disease following exposure to aerosolized Bacillus anthracis.
The effectiveness of levofloxacin is based on plasma concentrations achieved in
humans, a surrogate endpoint reasonably likely to predict clinical benefit. Levofloxacin
has not been tested in humans for the post-exposure prevention of inhalation anthrax.
The safety of levofloxacin 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 therapy should only be used when the benefit outweighs the risk
[see Dosage and Administration (2.1, 2.2) and Clinical Studies (14.9)].

1.8 Plague

Levofloxacin is 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. Efficacy studies of levofloxacin 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
Dosage and Administration (2.1, 2.2) and Clinical Studies (14.10)].

1.9 Complicated Urinary Tract Infections: 5-day Treatment Regimen

Levofloxacin is indicated 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 is indicated 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 is indicated 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 is indicated for the treatment of uncomplicated urinary tract infections
(mild to moderate) due to Escherichia coli, Klebsiella pneumoniae, or
Staphylococcus saprophyticus.

Because fluoroquinolones, including levofloxacin, 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
for treatment of uncomplicated urinary tract infections in patients who have no
alternative treatment options.

1.13 Acute Bacterial Exacerbation of Chronic Bronchitis

Levofloxacin is indicated 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, 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 for treatment of ABECB in
patients who have no alternative treatment options.

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

Levofloxacin is indicated 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, 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 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 and other antibacterial drugs, levofloxacin 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 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. 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.

2 DOSAGE AND ADMINISTRATION

2.1 Dosage in Adult Patients with Normal Renal Function

The usual dose of Levofloxacin Injection is 250 mg or 500 mg administered by slow
infusion over 60 minutes every 24 hours or 750 mg administered by slow infusion over
90 minutes every 24 hours, as indicated by infection and described in Table 1.

These recommendations apply to patients with creatinine clearance >50 mL/min.
For patients with creatinine clearance <50 mL/min, adjustments to the dosing
regimen are required [see Dosage and Administration (2.3)].

Table 1: Dosage in Adult Patients with Normal Renal Function
(creatinine clearance > 50 mL /min)

Type of Infection! Dosed Every 24 hours | Duration (days)?

Nosocomial Pneumonia 750 mg 7to 14

Community Acquired Pneumonia3 500 mg 7to 14

Community Acquired Pneumonia4 750 mg 5

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 > 50 kg8 see Table 2 below (2.2) 608

Pediatric patients < 50 kg and

> 6 months of age”8

Plague, adult and pediatric 500 mg 10 to 14

patients > 50 kg®

Pediatric patients < 50 kg and see Table 2 below(2.2) 10 to 14

> 6 months of age

Complicated Urinary Tract Infection 750 mg 5

(cUTD) or Acute Pyelonephritis (AP)>

Complicated Urinary Tract Infection 250 mg 10

(cUTD) or Acute Pyelonephritis (AP)6

Uncomplicated Urinary Tract 250 mg 3

Infection

Acute Bacterial Exacerbation of 500 mg 7

Chronic Bronchitis (ABECB)

Acute Bacterial Sinusitis (ABS) 750 mg 5
500 mg 10 to 14

1 Due to the designated pathogens [see Indications and Usage (1)].
2 Sequential therapy (intravenous to oral) may be instituted at the discretion of




the physician.

3 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)].

4 Due to Streptococcus pneumoniae (excluding multi-drug-resistant isolates
[MDRSP)), Haemophilus influenzae, Haemophilus parainfluenzae, Mycoplasma
pneumoniae, or Chlamydophila pneumoniae [see Indications and Usage (1.3)].

5 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.

6 This regimen is indicated for cUTI due to Enterococcus faecalis, Enterococcus
cloacae, Escherichia coli, Klebsiella pneumoniae, Proteus mirabilis,
Pseudomonas aeruginosa; and for AP due to E. coli.

7 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)].

8 The safety of Levofloxacin 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 therapy should only be used when the benefit outweighs the risk.

9 Drug administration should begin as soon as possible after suspected or
confirmed exposure to Yersinia pestis. Higher doses of Levofloxacin typically
used for treatment of pneumonia can be used for treatment of plague, if
clinically indicated.

2.2 Dosage in Pediatric Patients
The dosage in pediatric patients > 6 months of age is described below in Table 2.

Table 2: Dosage in Pediatric Patients > 6 months of age

Type of Infection? Dose Freq. Once every | Duration?

Inhalational Anthrax (post-exposure)34

Pediatric patients > 50 kg 500 mg 24 hr 60 days*

Pediatric patients < 50 kg 8 mg/kg

4
and > 6 months of age (not to exceed 250 12 hr 60 days
mg per dose)
Plague®
Pediatric patients > 50 kg 500 mg 24 hr 10 to 14 days
. . 8 mg/kg
Pediatric patients < 50 kg (ot to excoed 250 19 he 10 to 14 days

and > 6 months of age
mg per dose)

1 Due to Bacillus anthracis [see Indications and Usage (1.7)] and Yersinia pestis
[see Indications and Usage (1.8)].

2 Sequential therapy (intravenous to oral) may be instituted at the discretion of
the physician.

3 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)]
4 The safety of Levofloxacin in pediatric patients for durations of therapy 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 therapy should only be used

when the benefit outweighs the risk.

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

confirmed exposure to Yersinia pestis.

2.3 Dosage Adjustment in Adults with Renal Impairment

Administer Levofloxacin with caution in the presence of renal insufficiency. Careful

clinical observation and appropriate laboratory studies should be performed prior to

and during therapy since elimination of levofloxacin may be reduced.

No adjustment is necessary for patients with a creatinine clearance > 50 mL/min.

In patients with impaired renal function (creatinine clearance < 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)].

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

Table 3: Dosage Adjustment in Adult Patients with Renal Impairment (creatinine
clearance < 50 mL/min)

Dosage in Hemodialysis or
Normal Renal | Creatinine Creatinine nay
. Chronic Ambulatory
Function Clearance Clearance Peritoneal Dialvsis
Every 24 20 to 49 mL/min 10 to 19 mL/min y
(CAPD)
hours
750 mg initial dose, | 750 mg initial dose,
750 mg 750 mg every 48 then 500 mg every | then 500 mg every 48
hours
48 hours hours
500 mg initial dose, | 500 mg initial dose, | 500 mg initial dose,
500 mg then 250 mg every |then 250 mg every |then 250 mg every 48
24 hours 48 hours hours
250 mg every 48
No dosage hours. If.treatmg No information on
. uncomplicated . . .
250 mg adjustment dosing adjustment is
. UTI, then no .
required . available
dosage adjustment
1s required

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

Multivitamins

Levofloxacin Injection should not be co-administered with any solution containing

multivalent cations, e.g., magnesium, through the same intravenous line [see
Dosage and Administration (2.6)].

2.5 Administration Instructions

Levofloxacin Injection

Caution: Rapid or bolus intravenous infusion of Levofloxacin Injection has been

associated with hypotension and must be avoided. Levofloxacin Injection should be




infused intravenously slowly over a period of not less than 60 or 90 minutes,
depending on the dosage. Levofloxacin Injection should be administered only by
intravenous infusion. It is not for intramuscular, intrathecal, intraperitoneal, or
subcutaneous administration.

Hydration for Patients Receiving Levofloxacin Injection

Adequate hydration of patients receiving intravenous levofloxacin should be
maintained to prevent the formation of highly concentrated urine. Crystalluria and
cylindruria have been reported with quinolones [see Adverse Reactions (6.1) and
Patient Counseling Information (17)].

2.6 Preparation of Intravenous Product

Parenteral drug products should be inspected visually for particulate matter and
discoloration prior to administration, whenever solution and container permit.

Because only limited data are available on the compatibility of Levofloxacin
Injection with other intravenous substances, additives or other medications should
not be added to Levofloxacin Injection in Single-dose Vials, or infused
simultaneously through the same intravenous line. If the same intravenous line is
used for sequential infusion of several different drugs, the line should be flushed
before and after infusion of Levofloxacin Injection with an infusion solution
compatible with Levofloxacin Injection and with any other drug(s) administered via
this common line.

Levofloxacin Injection in Single-dose Vials
Single-dose vials require dilution prior to administration.

Levofloxacin Injection is supplied in single-dose vials containing a concentrated
levofloxacin solution with the equivalent of 500 mg (20 mL vial) or 750 mg (30 mL
vial) of levofloxacin in Water for Injection, USP. The 20 mL and 30 mL vials each
contain 25 mg of levofloxacin/mL. These Levofloxacin Injection single-dose vials
must be further diluted with an appropriate solution prior to intravenous
administration [see 7able 4]. The concentration of the resulting diluted solution
should be 5 mg/mL prior to administration.

Compatible Intravenous Solutions: Any of the following intravenous solutions may

be used to prepare a 5 mg/mL levofloxacin solution with the approximate pH values:

Table 4: Compatible Intravenous Solutions

Intravenous Fluids Final pH of Levofloxacin
Injection Solution

0.9% Sodium Chloride Injection, USP 4.71
5% Dextrose Injection, USP 4.58
5% Dextrose/0.9% NaCl Injection 4.62
5% Dextrose in Lactated Ringers 4.92
Plasma-Lyte® 56/5% Dextrose Injection 5.03
5% Dextrose, 0.45% Sodium Chloride, and 0.15% 4.61
Potassium Chloride Injection

Sodium Lactate Injection (M/6) 5.54

Since no preservative or bacteriostatic agent is present in this product, aseptic

technique must be used in preparation of the final intravenous solution. Since the




vials are for single dose only, any unused portion remaining in the vial should be
discarded. When used to prepare two 250 mg doses from the 20 mL vial containing
500 mg of levofloxacin, the full content of the vial should be withdrawn at once
using a single-entry procedure, and a second dose should be prepared and stored for
subsequent use [see Stability of Levofloxacin Injection Following Dilution].

Prepare the desired dosage of levofloxacin according to Table 5:

Table 5: Preparation of Levofloxacin Injection Intravenous Solution

Desired Dosage | From Appropriate | Volume of Diluent Infusion Time
Strength Vial, Withdraw
Volume
250 mg 10 mL (20 mL 40 mL 60 min
Vial)
500 mg 20 mL (20 mL 80 mL 60 min
Vial)
750 mg 30 mL (30 mL 120 mL 90 min
Vial)

For example, to prepare a 500 mg dose using the 20 mL vial (25 mg/mL), withdraw 20
mL and dilute with a compatible intravenous solution to a total volume of 100 mL.
This intravenous drug product should be inspected visually for particulate matter
prior to administration. Samples containing visible particles should be discarded.

Stability of Levofloxacin Injection Following Dilution:

Levofloxacin Injection, when diluted in a compatible intravenous fluid to a
concentration of 5 mg/mL, is stable for 72 hours when stored at or below 25°C (77°F)
and for 14 days when stored under refrigeration at 5°C (41°F) in plastic intravenous
containers. Solutions that are diluted in a compatible intravenous solution and
frozen in glass bottles or plastic intravenous containers are stable for 6 months
when stored at -20°C (-4°F). Thaw frozen solutions at room temperature 25°C (77°F)
or in a refrigerator 8°C (46°F). Do not force thaw by microwave irradiation or water
bath immersion. Do not refreeze after initial thawing.

Je[E D SPC
(Levofloxacin

5 mg/ml solution

for infusion :
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4. Clinical particulars
4.1 Therapeutic indications

Levofloxacin solution for infusion is indicated in adults for the treatment of the
following infections (see sections 4.4 and 5.1):

+ Community-acquired pneumonia
* Complicated skin and soft tissue infections

In complicated skin and soft tissue infections, levofloxacin 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

+ Inhalation anthrax: postexposure prophylaxis and curative treatment (see section
4.4)

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




4.2 Posology and method of administration

Levofloxacin solution is administered by slow intravenous infusion once or twice
daily. The dosage depends in the type and severity of the infection and the
susceptibility of the presumed causative pathogen. Treatment with levofloxacin
after the initial use of the intravenous preparation may be completed with an
appropriate oral levofloxacin presentation, in accordance with its SPC, and as
considered appropriate for the individual patient. 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:

Dosage in patients with normal renal function (creatinine clearance > 50 ml/min)

Total duration of
treatment!
(according to severity)

Indication Daily dose regimen

(according to severity)

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

Chronic bacterial 500 mg once daily 28 days
prostatitis

Complicated skin and soft | 500 mg once or twice daily | 7 - 14 days
tissue infections

Inhalation anthrax 500 mg once daily 8 weeks

ITreatment duration includes intravenous plus oral treatment. The time to switch from
intravenous to oral treatment depends on the clinical situation, but is normally 2 to 4
days.

Special populations:

Patients with renal impairment (creatinine clearance < 50 ml/min)

Dose regimen

250 mg/24 h

first dose: 250 mg
then 125 mg/24 h
then 125 mg/48 h

500 mg/24 h

first dose: 500 mg
then: 250 mg/24 h
then: 125 mg/24 h

500 mg/12h

first dose’ 500 mg
then: 250 mg/12 h
then: 125 mg/12 h

Creatinine clearance
50 - 20 ml/min
19 - 10 ml/min

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

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

1No additional doses are required after haemodialysis or continuous ambulatory
peritoneal dialysis (CAPD).

Patients with hepatic impairment

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.

Older people
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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 is contraindicated in children and growing adolescents (see section
4.3).

Method of administration

Levofloxacin solution for infusion is only intended for slow intravenous infusion; it
1s administered once or twice daily. The infusion time must be at least 30 minutes
for 250 mg or 60 minutes for 500 mg levofloxacin (see section 4.4).

For incompatibilities see 6.2 and compatibility with other infusion solutions see 6.6.
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7 M ZE OB
FDA:Pregnancy C 1. Animal reproduction studies have shown an adverse
Category (LEVOFLOXACIN- effect on the fetus, there are no adequate and
levofloxacin injection: well-controlled studies in humans, and the benefits
Akorn, Inc. 2020 4 5 from the use of the drug in pregnant women may be
A) acceptable despite its potential risks
2. There are no animal reproduction studies and no
adequate and well-controlled studies in humans.
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levofloxacin injection:

Akorn, Inc. 2020 4 5 Pregnancy Category C. Levofloxacin was not teratogenic in rats at oral doses as
A) high as 810 mg/kg/day which corresponds to 9.4 times the highest
recommended human dose based upon relative body surface area, or at
intravenous doses as high as 160 mg/kg/day corresponding to 1.9 times the
highest recommended human dose based upon relative body surface area. The
oral dose of 810 mg/kg/day to rats caused decreased fetal body weight and
increased fetal mortality. No teratogenicity was observed when rabbits were
dosed orally as high as 50 mg/kg/day which corresponds to 1.1 times the highest
recommended human dose based upon relative body surface area, or when
dosed intravenously as high as 25 mg/kg/day, corresponding to 0.5 times the
highest recommended human dose based upon relative body surface area.

There are, however, no adequate and well-controlled studies in pregnant
women. Levofloxacin should be used during pregnancy only if the potential
benefit justifies the potential risk to the fetus.

8.3 Nursing Mothers

Based on data on other fluoroquinolones and very limited data on Levofloxacin
Injection, it can be presumed that levofloxacin will be excreted in human milk.
Because of the potential for serious adverse reactions from levofloxacin in
nursing infants, a decision should be made whether to discontinue nursing or to
discontinue the drug, taking into account the importance of the drug to the
mother.
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* in breast-feeding women
4.6 Fertility, pregnancy and lactation
Pregnancy

There are limited amount of data on 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 since experimental data suggest a risk of damage by fluoroquinolones to
the weight-bearing cartilage of the growing organism levofloxacin must not be
used during pregnancy(see sections 4.3 and 5.3).

Breast Feeding

Levofloxacin is contraindicated in breast-feeding women. There is insufficient
evidence on the excretion of Levofloxacin in human milk, however other
fluoroquinolones are excreted in human breast milk. In the absence of human
data and since 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 Animals

Levofloxacin is indicated in pediatric patients (6 months of age and older) only
for the prevention of inhalational anthrax (post-exposure) and for plague [see
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
juvenile animals of several species [see Warnings and Precautions (5.12) and
Animal Toxicology and/or Pharmacology (13.2)].

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 (12.53) and Clinical Studies (14.9)].

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 in pediatric patients
below the age of six months have not been established.

Adverse Events

In clinical trials, 1534 children (6 months to 16 years of age) were treated with
oral and intravenous levofloxacin. Children 6 months to 5 years of age received
levofloxacin 10 mg/kg twice a day and children greater than 5 years of age
received 10 mg/kg once a day (maximum 500 mg per day) for approximately 10
days.

A subset of children in the clinical trials (1340 levofloxacin-treated and 893
non-fluoroquinolone-treated) enrolled in a prospective, long-term surveillance
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 study drug. Children treated with levofloxacin
had a significantly higher incidence of musculoskeletal disorders when
compared to the non-fluoroquinolone-treated children as illustrated in Table 9.

Table 9: Incidence of Musculoskeletal Disorders in Pediatric Clinical Trial

Follow-up Period Levofloxacin Non-Fluoroquinolone® p-valueb
Injection N=1,340 N=893

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

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

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

b 2-sided Fisher’s Exact Test

¢ There were 1,199 levofloxacin-treated and 804 non-fluoroquinolone-treated
children 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 children 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 children and most were
treated with analgesics. The median time to resolution was 7 days for
levofloxacin-treated children and 9 for non-fluoroquinolone-treated children
(approximately 80% resolved within 2 months in both groups). No child had a
severe or serious disorder and all musculoskeletal disorders resolved without
sequelae.

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

In addition to the events reported in pediatric patients in clinical trials, events
reported in adults during clinical trials or post-marketing experience [see
Adverse Reactions (6)] may also be expected to occur in pediatric patients.
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F84) Levofloxacin is contraindicated in children and growing adolescents (see
section 4.3).

4.3 Contraindications

Levofloxacin 5 mg/ml Solution for infusion must not be used:

*in children or growing adolescents
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. N 400mg/20mL LS EREA] M
od)) | AVEH ~ _ — _
IR AR | BT DA ESHKE 400mg ) e 3.8 . 99.8 | 4.4 | 4.4 |45 |44 |#1
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i RAIVE 1mg/4mL(S) %%ﬁiﬂ 3.3 ﬁ‘i{%g% - — - 100.2 | 4.1 4.1 (4.0 |40 | #1
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Eé;ﬁ 44 —N A 10mg tg%f/fr% %@%ﬁf 75 ﬁ@%gff - - - 99.3 | 52|53 |5.2|52]|#
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