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2% 4 (@mf%)
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(B) AT L
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: C18H20FN304 - 1/5sH20
: 370.38

24 (k) XIEXE

(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 m4& L2 & %)
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(mg/mL)
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0o 1 2 3 4 5 6 7 8 9
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K 1.022
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B iR ER AR SRV I ILIE B A F LR

O o}

F. COOH F. COOH
| |
rN N
y H

N N

Hae” O\)'CHs HoG” g o\)VCHa
K EEY-3 DALY W)
T I UK N-#AFH A KK

3. *ixﬂﬁk \a)EEnunfqﬁﬁﬁ ﬂiEE££
A ERYE B FL/j_:7E1i?f%«/«/j($D$%J Iz &
EoO& ECRR TvAR7axthr oKl 12k



IV. BFIZRE4 5 IEH

V. 2H|(ZBHd 51EH

-
(EIRORS
A
(2)HFN DI/ ER B UK
W% P
77 & bR et~ R D O

/N 7 500mg/100mL

7 7By b REERE
500mg/20mL

A~k A O

Q@A —F
A L

4EF DY
L 2L
i 58 4 pH (PR AR )
778y hEEEE
N 7 500mg/100mL 3.8~5.8 1.0~1.2
7 7€y N RiEERE - P )
oo 3.8~5.8 0.9

1) AdL 20mL ZAEPRAERE 80mL TARME, k. R LAWEE.

(5) % Dt
A Lg

2. WA DK

MEDRESS GEERS) OEERUVFHME
12y 7T 1 3 TAHRICENZENRDORS & &

AEORBIELITK 0.3 TH D,

W 78 4

GEID%

IRANF

77y b REE

13y 7

/N 7 500mg/100mL

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

#AkF + U 7 4 900mg. pH FHEH]

7 7y b REEE
500mg/20mL

1 /34 7 )L

LR 7axd ok (HF) 512.5mg/20mL
(LRZ7uaFH¥ & LT 500mg/20mL)

pH i

QEMENIRE

SEERE N > 7 500mg/100mL (1 FEdH7-0)

S ERE 500mg/20mL ¢ 3% LA

(3)@E
AL

: Na™ 15.40mEq. Cl™ 15.40mEq



Iv. WANCEE4 5 H

3 HMTBBROHEMAVERE
A% L7

4. 71 i
A% LR

5. BAY SAREMED &% 5 KM
BAIPIZ, 0.1%LL EIR AT 2 rIRENED & 2 HH M E DA BRI Sh T %,
ZOFEN, WHIPITIRAT 288 m & LT, U TFolbawimitisnTng,

0] 0 0]

F COOH F COOH
| | |
N

N N N N N
HsC/N\“) O\’)‘CHa de/N\/J o\/JVCHa HN O\/JVCHa
Rt R R AR [ 37N i A F LK
0 0

T I UK N-A x5 4 KK
6. HEDKEEHTIZE ITHEREH
2S5 Ey hAEiERE/ Y S 500mg/100mL DR E K ER
Ei PRIFSRM BB RE PRAFHA R
MR 25CI60%RH | 7T AF v 7y 7 a+448b | 36 5 A B L
T RS 40CIT5%RH | 7T AF v 7y 7 a+4480 | 6 3 A B L
TSR (JREE) | 60°C TITRAF Ry Ja+sAED | 2 5 A b7 L
o o2 S I pH - GEOET
TIAT TR 120 % Ixh SR ORI
g Op) | 20 C/60%RH 2 200
TR D65 57 = m
TTRF Ny J a4h D) 2e7e L

BIEHA - MRIR, FERERBR, &L, pH, MERER CREBME |
B 1k, REAVES Y. EAVERORL 7, EIE, S,

a: FITARF v I T 4V h, Thte

b: BZEOTTAF VI T 4L

TR Ry, BRIEAER.
VINAEIEUS




IV. BFIZRE4 5 IEH

925y kEiEET 500mg/20mL DR E 4K ER

OB PRAFSRAE EESIAS PRATHR T
EWIRAFRER | 25°C/60%RH | 77 A1 7L D+iL5 36 A Bl L
iR 40°CIT5%RH | T AA T L a+ikFH 6 % A X (AEQP
WEERER (RE) | 60°C T T RN T I DR 2% H A7z L

KT AL T LD FBE O AN
s Oy | SOSOARH | 22 )27t S )| it
H T AL T ) D+HR5H X (P

HEEE « vRIR, TSR, pH, MIEERER CEsWE) . = PR BRIEE, WA,

AEMERY), REMERRLT. . SRS

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

<NA T LEBOFREDREM>
2 Z Ew bREFE 500mg/20mL (/34 7ILEFK]) OFREOREM
AR L LT 24 BERLUINIZEL G 2L DN Z E MR SN TV D iR 27~ 7,

REAERTE 80 5 250 13.5
RGHER 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 G iR 80 5 250 13.5
X R 3 Ui 80 5 —

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

VI EBREDZFE 1

C RARERVBEBRROREL
RAGRHEFDTE

(HFIHLE) VS EY FEBEET/NY S 500mg/100mL, 25 E vy +Ei#EE T 500mg/20mL
BH = MmA LA LR, R, IBEPRO ONTHEAICE, &5 LW &,

(N 7ILEED ©FE Y b si#EEsE 500mg/20mL
ABREIRECTHNT 22 EREE LV, 2k, FHRZITESHIHERTLZ L,

( LM BRLEDIE] 2K)



V. ®HICBI9 5HH

BRBROREN
Y L
INA T VBB OFRE ORZEMIT B (V.6 HANEBERHTICE T EREM 21

8. hFl&EDEEEL (WEILFEMZEIL)
25 Ew bEiERE/ v 5 500mg/100mL
XI.2. Z DDOBEEER ] &M
7S Ew bE#EEE 500mg/20mL (/N1 T L)
TR & OBLEZ Iz VT LRl TV HFDREBEETIZE T 2REN) 2F

9. JAHM
A= RO

10.8% - 2%
(NEENRBELGRR - AE. NEVBRGRSE - LRICHT S1ER
LR

(a%E
(VS Ew hEi#EsE/\v 4 500mg/100mL)
(100mL)  104¥
(U5 Ev bk =i#EsE 500mg/20mL)
(20mL) 134 71

Q) FliREE
L

4)BEOME
2S5 Ew b EiEEE/ Ny 4 500mg/100mL
R T TTAF T T 4V
[N
2 7 Ew b RiEFRE 500mg/20mL
AT a2V T T4 NVATESTETTA (JEA)
(EHIS WANEE S 4

MARRE SN DEME
YL

12.Z Dt
Y L



V. 1BRICEEd HEH

V. AEICEY HIER

1. ShEEX LR
GEICE )
LARZOFH O UICREDT FOXKER. LUYHKER. MAXE. BEER. E57t3 (T304 3F)
HAES—VR, REE. KBE. FIRE. NFFIRE, YAV 42—R. JLITLISE. ToT7ANY
A—R. ESFTR. FOTORE. ELARS - ELA=Z—, JAETUCTRE. RXAMEA. A VIV VH
H. BRBE. 7R N\ V4—RB. LOARIE. TILESR. BRFBE. RTLR LT ravhRE. FL
RTZB.QBUZTYF7 (AVVIZ-TLRTA4) FFA—IVIIDF7(VFIDF7-F7aAXT14R).,
MRy 53I07 (V327 -=2a—F=I) . MRIA23T5XAY (413 T5XY - =a2—F=1I)
CGERIE)
HME - BMER UFIBIE D ZRIRE., k., BHEFRBRED _RERE., BEhtx. EEE L. AIRE (RMHE.
1BMERE) . FREREAKX BIZRR) . BRX. BEX, BEEX. BF IR NFIFIR, FERRE, FEME
B|R, RE. TILEIE. RX b+, HRE. QB

[ZNREXR (TN R DERERHL]

[E VAT 35U TR R FR AT & dP R ICAK 1 B 1 [8] 500mg % A EF 1 U 72 55 T1AE K OV TR i R a5k o
Bk, EERBARHRIT [V.E(7) )VREJNEDE LB T, EEHRRZ G Lot P Hi% & OMEPERETL 2395
BEOZPEGDOZNZIT, 90%LL EOFNEBHER S NIZ, ~A 277 XA<fifik, 77 IVTHi%, L4
TR OWTIE, EFEITD NS O OT X TOSEFI THZ Th 72,

S HICENRE X IT RN FBINRE I 1T, B IFERER & U CIRBRIERYLIE & ki 5 & U 7o IR 2 b beiakiBR . [F) U < S5 T0AH
R & U OOV BRI G E | NESEYME  PE s N BRI IME . RS - RSB LR R OV JE D 45 A AR
FraxtGg e LA =707~ ikl 4 3 BREN L7, RENAZRIL TV.E7) NVEBAEME 0LBY
T, I OAFEARECREFME L7 31 80% 2L EORAE1N G BTz,

Fo. AAIOEHEHEREIT TV.5.(7)2)EREREHEEE] OBV T, LAZ7r*XH 1 H 1[H 500mg
OG5 L D ERRBOERENEHAER LS E L L TRld LT,

pF 7 A, RTF TR, RIA, TETRE, NA M BRWFE, QBUTHOWTIT, ENIIEFI DD T 7 i
BTHDHZ 00, KEITENTOERFAITORKREBRITEM L TW e, A LIREENRRREECHL L
A7axH oo OA (1 F 500mg, 1 H 1EIERAOEE) OBEVETH D Z b ARFIOEISIEIZRE LT,

2. ShEEXIEHRICEET HFE
RESNTWVZARWN

3. HiERUHAE
(WRZERUVHAEDOMEH
WL AICIZ LR 7 a8 LT 1E 500mg 2 1 B 1[E, K 60 2T CalEiET 5,
QFERUVHAEDHRTERERE - RN
WAMZB N T, LA X3 o ERFIOFEERELOHEIL 1E 500mg 1 H 1 ERES5THY , 208
FOVZEMIFIAESBO LN TWS, £7-, WA TIE 1E 750mg 1 H 1[AEEHH 50 1 500mg 1 H 2 [A]
BGORNER OCHED, &GS HIM O D 2 VITEHRHEERIEDIRELZ BV E L TER STV 5D, KFRIZ



V. BRICEd 5

BT DAANOER EOMESIT % [REREREYYE D ABERICH T 258 @ IRFE] & LB LZERL, 1
FRRBRBHAARTIC BV TIE 1 [\ 500mg 1 A 1 [E18 5% ARAFIOBRHEE & & L TRE LT,
TR 25t 5 & U7z BRRSEEREAER . K OWER g YuE g 2 x5 & L7 iRk A4 . 1 51 500mg 1 H 1 [A]
SHEETIT o 1R, UTOEENEGR SN2 00, YHMEROHERZY TH D LW Lz,

1) MR EREYSE B 3t g & LT EN TG L7z 2 BRI OB E (B 405) 1% 93.0% (i fiti%k 92.8% .
TEMEDTIR I 28 0 Z ISk 94.3%) Thoiz,

2) WHENTWDLEZ MU TH Y MU ook (LIBE, £7 U 7%V 0) ZxHREEE T2 ENOK®
BRI T, ARMETITE Y MU TR Y kT DA OIS ERRFE S v, 2R TIXEIER RS
RKIZBWT LR T a4 U8 53.7% (73/136) . £ 7 R 7%V U8 56.9% (70/123) LIZIEFFEETH
ST, FEEK EERAZEMEOMBEITRD biviehoiz,

3) AWEIE, B IR OE IR R RBRICE N T PPK R ONA ZHEE 2 O Tl & & 2B e <

FA—HEHEH L, MEREZMAZEG & LT PK-PD Bz E 2 THRET LT, PR YEBhe o 5
7% Cmax CEHIE) 1% 12.24pg/mL, AUCo-24n CEYIfE) 1% 87.65ug-hr/mL Th o7, dihiizk, [@MErF
R 2 D RIEGYIE & k52 & U 7o — R BRIR AR CIRIA B & U Cop Bt S V7o I BREE O R BRI K L
ZEHEMT D L HIC AUCo2a/MIC 28 30 LA RIZREYS T 2 ik Bkl 2 RN & 9 2 #BrE O FIG 1%
100.0% CToho7c, D LD IIREREIC X 2 BYPRE COREWE IR HER I N,
Fr LA T at NI D MREKE OMMEIX CnaxdMIC 23 5 L ETIIRO ol & OHE 3
WD, MidERE 2 JRIK B IC & TR T CnadMIC 25 5 LA EICHS T 2 5 OFIE 1T 100.0% TH
Sl Z b, UEAELOCHEZ, RREOMELEZINEIT 2 2 L RHRTE 2R GETH D LHlrs
niz,

4) BT, QT/QTe MFRIZKIETHEIZ OV T HAADRBRRA (FlE., LiExEte) 250 Hat
L7z 2 A LARZuXH 2 500mg @ 60 FfE] it o HEl4 5 TIXB 57372 QTe MR DR 1378
OO T,

SUREFRENC W TIE, FERRIREGEE 2 S AR 7 v %o RN EGE B 51 K 0 AR MIE %2 5] & & & 3 T aErEN
HBETERNWZ L, FRMAATORKRIEE S LT 60 DM AaE#E CERRBENRE SN TWRha 2
LD K60 DRI TRERIC AT ET A 2 L & Lm, HIRNAEEE L a 02 MIdMER Sh Ty
AN

4. FBERUVHAEICEET &
7. BERUVAEICEEY 5FE
(BhaesE)
7.1 BHESEETEE TEEVMTRESRHT 20T, WOMEAOHEZAZE LT, LEIISCTRYE
B2 L, REMEEZH T THRETL2ZENRET LY, (9.2, 9.82, 16.6.1. 16.6.2 B[]

BERE s LT F = s VT TR . N

(CLer) & (mL/min) AR O &
20=CLcr<50 #1H 500mg % 1[0, 2 A HLAK: 250mg % 1 HIZ 1 5325,
CLcr<20 #H 500mg % 118, 3 H HLIKE 250mg % 2 HIZ 1 [ 5335,

(BF IR, INSFTR)
72. LAT7aXY oL LTEEOANCE D B2 255130 AloRGHE L E®) 14 &G T2 L,




V. 1BRICEEd HEH

(iRIE>
7.3. IRIADOFIER OER OMENZ I, BRMERKSLT (EMA) 28 60 RO 5 2H45E LT\ 5, JERDELE
L7=%Gaicid, ROy BExs2 &,

R -

7.1 BHERESK T LTV D EE T, AAIOMPREN LT 5700, REIZGEHROBHREREORE |G U
MELOHELZ BRI L TR &, ERRBEZHETT 5 2 &, BHRREREE ORERNICHERE X 5 ITEAOH
BOAANZ KRG LT2GEOFRWERE T A—4% (&5 7THHIZET D Cnax X AUCo2an) 23 I 2 L—v
a v LICAER, BRI TEF I MRED EAITRD T, &5 7 HH D AUCo2m I XEHEREIER & (T
500mg SAESTHERHE L72HA & RERZTIRO SN2 -7 ( [VL10.(1N)BEHEEEETERE) . [VI.10.(2)
BEE . VLe.(8)E&hE M) .

7.2 PUESEB RO A FZ A2 (2005 ) (IZBWT, BT 7 A, NIF TR LI VAR X ) v RO
G E LT 14 AFPHERR SN TV D ZEMORE LT, BB BT 7 A RTF 7 ADRETEL LT,
FER N YEME 2R LTS A 10, AR LR 7 oo o&a# (10E 500mg, 1 H 1EFROESE) ~
DU R ZPEESNLD, Z20O%E bRAFOKGHHAE O T 14 HH RSN,

7.3 2002 4 7 Al &z EMEA/CPMP (8L EMA) WA X 2 A*LZEBWT, IRIEICHT D LA 7 r %4
> OHESER G ZS 60 A L SN TWD Z EMBERE LT,

F7o, KEEFEHE ¥ — (Centers for Diseases Control and Prevention : CDC) /31 47 1 x5~
7 (1999 ) *2 TlE, RIEMEEHORIE T E L TRAZ VA X/ o VMRS TV D, RIEHE
WG L7236, IRINE 1 A0 8 MO CTH v | ORI LIRERICL > THER DN, K5
A& SNTWD, DD, REIDEE S5 FTREMEDS @ DIE, IRIFLEIREE R O W, K OB
WX DEERIERDFIE L COBBEBETHY , Z0%IT LR 7 e xH v U ROF~OU Y B2 BBESHD Z
EMBHRRIE 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. BRICEd 5

5. ERERAAE

MEERT—2 /85—

1) YIEAER (2010 £ 10 A)

HBR DS s FE | e att §% B
. RO RE

I g GEMEMZ) B | (~14 . mERE (PR

HIAHRER # © © §). ET7 RUTEY U ELELE L
Fe T SRR

- B, 2 Att. AMBEORE
g5 B IR DL A
g s | O BIEFRERE o | o | @ | ~14mRi. SRR, 47
—_— TN I =
NGV )
F B 5 1 > 2 A R R BN E O 1

5 TRk FERERR A I e

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

S (7 H) 3 R0 A o )

5 TR FERER A B N T N

(Eapn) EEIN (AL, 75 AR, WS 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 FA BT

LS RS B B %fiﬁf@ — | o | © | GomEy. mEst. 7w RkE.
R R B AR)

. QT/QTe W K % 2 D e e
QT Ha st Eggﬁfgwggf%‘ — | e | o | mh. mEsk. 75w RLE.
PRI TR 7B AF— A=, HEREAER)
O : FHMHE  — : FRATEA
2) PEEXIIHREME (201549 A)
SRR XSy W & f | 224t iﬁ o=
RE R IR T o 15 00 B 7 O 2
S5 AR sremmerane | O | o | L e LORsRERE Cop
R STR L BEABR) | MEVETS 2 e  HEEME R Al — 7 oL GEEHR) ol
%) Bh. PERAI 5 EI - SEOA 5 A RIS
SR ERITE (VG - B B, 2o O - RO
5 SR BROFHAEO wEl o | o | o |
GhRHER) )| IERYE (Afk GEF 3~14 B, SEAAIL AFFL
BT, AVERRE L) 14 HREEE., F—7 0 T ~LERER)
oy e A AR STETL 4

8 R ARRIRIE (FE | | o | o | A RO - BRI

(b AR P, TR R (FesidHl 514 HI, sERAl = a8
L 14 B E., 4—7 0 T ~LER)

75hil N a =

S AR TR IR (A T AAER OB IO (1 7 1 55

DRk REE] eIt A~ 0 Bz, AL 3~T A,
GUREH—E |k, GERELEE| o | o | - |ENECBRE ST AR
KB) M. 7 5 3 ST b)) RERAIL &3 A

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

gz amite) )

75~ ULEER)

© : FHmEH

— : JEMEtEE




V. 1BRICEEd HEH

)
1)

2)

3)

4)

B PR I SER

HEHRSHOREURUVEMBEBORE (BEAL,. T RNE. EERLEEHR)

A A ANBERERR A B 40 Bill2 AR 7 1 %4 & 2 250mg, 500mg, 750mg, 1000mg % Hil[a] 5§ (250mg.
500mg 1% 60 47l s, 750mg 1% 60 43 X1 90 43 fElATH, 1000mg X 120 43 fELATHE) « F70 3 AREEE
AN FBPE 8 B LA 7 v 343 500mg Z H[EATEEE (60 /rIAdi) Lo, TORE., MEER5H
FERIRDO N LZaM, KOIRERHER SN,

) AANOARRSHEZHELOHEIZ, Da%, RAKIZVAR7ox32 02 LT1E500mg Z 1 B 18, #6045y
%#Tfﬁﬁﬁ&iéothéo

Ri#E (7 BME) BERHORLUERVENBEOHRE (BEAL. TS5 ERAER. EEREERR)
BEFERR N B 24 BlIC LR 7 93 0 500mg XiZ 7 78R &EZn L4 60 437 C 1 H 1[E 7 H RS
. HOWEL AR 7 X% 0 750mg X7 78 RE2ZNEI 90 7020t T 1 H 118 7 H R ARHEL
7o (FHEZNENEE IR OT TR 36 . TOFER, IR 18 Bl 8 FINZ IS EALALEE, TEH
AL Z D PR TTER AL IE 37 D DAV, WO F4 ¢ EALE CRIE L7, 500mg FED 1 4] TR
D B AV P E OWEFHANLZ 0 FEELIAME AL SOSIE T R TRECTh o 70, TEE DO ALE 5
PRI OV E DTSN LALBE AN TR D HAv7z 1 B CIXERM O TERIEN P I Sy, ho 7 #Cldk s
e FEE Ch o7, 728, 77?m#fiﬁ$$ﬁ IR b h o7,

DR, SAZ YA | BRI ERRIICHEBE 2 22 TR O bR oTe, LER-T, B4
¢_Ek@%%i@<\ﬁﬁ¢iﬁ%f%étﬂﬁbko

) AANOARRSHEZHELOHEIZ, DEE, RAKIZVAR7ox32 02 LT1E500mg Z 1 H 1B, #6045y
%#Tfﬁﬁﬁ&iéothéo

ESEIRIG. B2M. EVEBREOKRE 3 AMKRS. AL, ToERAER. BEK. LERR)
B 48 Bl 2B, LA 7 b 33 UV EIR O IRIR . BRIRIREE . SIRREHE (60 30X 120 431#) %
2z, 1B1500mg 1 H 1[8], 3 BMKEARFEL L, EESAMGS, ZetE, ROy EiE L Rt L7z,
HEFHALAOSIE, VAR 7 B33 VB E bmg/mL T 60 2y s G- Uiz 5% 7 N o S RE 9 i, AR
BIEHEREOBID S B, ENZFh 8, 9BNTHE LT, EHEAERTLR Y a3 B E 2 I HR
L 60 s mfiisiikE &35 & 9B 7RIS, AR L7 E 120 20 8fl#E 32 & 9 il 6 Bl gERAL
BOGHHBL LT,

AFN O VLG ERAL SO T ML E | C TR T2 30 o LANICIZIZRIE 2 —i@ 0 & O T, AIRER Cldaem
B BN EAEGE S FTRECTH Y . LR 7 B ¥ 500mg & ﬁ&ﬁ@%éﬁ&@ﬁﬁr_%%i@#oko

) ARNOERENRAELOHARIL, W, fACELrR 7% 0L LT 1E500mg 2 1 A 1E, #6045
M2 CREFHET 2, | TH D,

QT/QTc FifRRUREMO®E (BEREEG. BE5&%. 8BFAl. 7o HR{E. VXA —/1—K)

TR 72 AR AR 48 B (K AT v 7 FHIEIB], TR 3B, 4 AT v 7 Tit 48 ) &Gz, VR~
2 X4 500mg % 60 432N CAIEEFER O QT/QTe MR x4 2 B Z Mt L7,

Z ORGSR, AHKI 500mg FFARNERIEE G725 QT/QTe MMRIZ LIETEMIETS < . DM s L CERRY
W & 72 DR BT/ NS WD I L 7,



V. BRICEd 5

5) LRZOXH L UERHEBREEOENFEICRIET OAFOU, TARRY ROEELRFT HEEREE

HEBR (DAFDY, TARRY FEOEMMEEERD®RE., BEAL. 7—TU5ANLE 282800
AA—/N—i%)
fERER A B 24 BlZExtge s L, VAR 7 a0 U 3HAl (500mg/100mL) % Bim[#E (60 43 2MF T
RIFHE) I AF VU ROT m_xy REJH LG 0ReME, BB E R L,
FEWBREO AL [VIA.(4) 22 AF Py, TARRY RIZKDEE] S,
BEFERT, LA7aXh o UEMBELER, ROV ATV I T a_x v ROFHE SR BV TR E
ML 2D bDIERroTe, LR XY U BEMEER, S AF VI n_ 3y M GRTZ
EHICRERENIRDONT, ZROEADOIHICL D LR 7 ax v 0RMBEOE(LITZ e
077 AWK EREEL RITTHOTIER o7,

(Q)RERISERRHAER
Y LR

(4)WREEMIRER
1) ATERIERER
@ MM ERRE L-EMMEKRFHE GESMRIIRER) ¢
Aok

M RICBIF 2 LR 7 e U ERNAIOGECE LT .87 N Tx Y o U o akFa (Bl
H B | & : 27 )TV 0F ) oA, UBET7 M) T XY IS CTRX) EEHIZ 5 & LIS M
HREE, RONLAR 7 v %o U ERFI O M A2 ST 5,

®_OB
FTYPA
% B | ABRIEASSE L S s di g GEERDRIR R A bR < AR PERIZE)

B Gk B | ERE 2000 (VAR TZaxY R 10841, B FU TRV R 92 f5)

cLARTERH T 1[H500mg 1 A 1 EIZK 60 4 M2 CRisERIkRN S

B | -7 NI TRV 1E 1g Oifl) 2 OEMBRIZER L, 1B 268 G- 4) 30 5T T
R ERIRN 5

7~14 B ek, WEAONER INTZHE, b LATEGERIEOMNENH 561, 1BREOR

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

BEHN | b opger i LTh b & e L, )
AT BERT /HIEFORBRDRE (B2%R)
W | SIS HEOBRBR ()
g | RN (RSAT R T~14 B ORFAR )
AEREC) e ()
AL S TR SRRISE I 51 5 SR IO BRI ME (2) | 25810, 1By
B DA LS E R B2 L RS (4% . (5 . T DHERE OV
CHEL, (5% LHESEEREOEAEEHEL L,
BERT PIEBRUE5HE 3 BROBRNRHTLE
I
B ) w5 AR
GRS TR Z3TCET ER AR HANLE | L e
OHERL | [ X POk | WD T0% FICE T W boT, 3 HADH ii%ﬂi% by
e 1 LERE <9,000/mm? ([ T EWETHARRD 106 | Lo |y
CRP AIED 30%LL FIZIK T HEZ DRSO
BREEBOBRNRE RS
o e

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




V. 1BRICEEd HEH

R RRIT, BIkEZ & OMBEANDEZ TR THLOTH Y | BRI R SN Ui E R B2
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
wERNR

LTFORDOLEBY THY, BERT /AHIERFOEERNR T, I 5 IERVEDRBGEE S iz,
BRERT /HIERORKSR (HHXR)

FHEHIEZRERICL HHIE : PPS)

\ ; o | e e BRI (%) @ | HHEDOE (%)

B A W HEARRE | AR roso i 0 | [95%(EHEIXH] ©

LAR7a X U8 | 92(85.2) | 12(11.1) 4(3.7) 108(100.0) | 88.5 [82.3,94.6] 0.3 [-9.587] @
7 FU TRV B | 79(85.9) | 10(10.9) | 3(3.3) 92(100.0) | 88.8 [82.2,95.3] ' B

PPS : Per Protocol Set

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

D IERUREIC K D 1EHE

o o

X [H

BREES N7 &HE LT,

&’E56E 3 BIROBRKMIR (AohE)

GHEHIERERICTL HHIE : PPS)

() NO¥IEIZ%

RO AED FHEEM A KD ERTEUS LS < W] 95%[FHXKH 2 FH L, TRIEA-10%LL Eodga . S

\ ; I R e BRI (%) @ | HHEDOE (%)
B fE W HEARRE | AR roso i 0 | [95%(EHEIXH] ©
LART7axth U8t | 47(43.9) | 57(53.3) 3(2.8) 107(100.0) | 45.2 [35.6,54.8] 115 [-2.2.95.9]
7 FU TRV B 30(32.6) | 59(64.1) | 3(3.3) 92(100.0) | 33.7 [23.9,43.5] ' R

a : BRI fRbT 5k CHIEARBEIX R B R <)
b: LART7aXxH T U HOAER-—FT7 NI T XY UHOAER o IEHEITEUC X A EEIXH

RIREBIRE (5T HiE7~14 B%) OBREMIR BEHXR)

GHAHERER

() NOHEIEIET%

[C& B¥IFE : PPS)

\ ; I R e BRI (%) » | HHEDE (%)
B fE W HEARRE | AR roso i 0 | [95%(EHEIXH] ©
LA 7axd o8 | 80(74.1) | 10(9.3) | 18(16.7) | 108(100.0) | 88.9 [82.4,95.4] 51 [=5.5.15.7]
7 b 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 <)

() NOHEIEIT%

b: LARTZ7aXxH I U HOAER-—FT7 N T XY UHOANER o IEHETPUC X A EEIXH
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HMEFEMDR
TROLEY ., Spneumoniae % & oMW g RYIE D FH 72 R R IZ % L CRREZIE (BHLER) 2x
L7z,

JRR 2R CTOREBEERIE, LART7 X V8T 97.2% (69/71 BK), 7 MU 7% Y U EET 98.0%
(50/51 #%) T -7,

FRIFRENOEE LRI, S pneumoniae TIXL AR 7 x4 BT 96.3% (261278 . 7 FU T
¥V UHET 100.0% (26/26 #k) Tod o7, H. influenzae TiE, LA 7w ¥4 R T 100.0% (26/26
). BZ7 FU TRV URET100.0% (11/118K) Th o7z,

BREMHERE ORI, PRSP (penicillin-resistant S. pneumoniae, <=3V Uit REKE) <
LA T X BT LR LR, B P TR Y UBET 2P 2R L, v/ T4 R
4 S. pneumoniae TIZ VAR 7 0 X4 U FET95.0% (19/208%) .27 N U 7%V VT 100.0% (23/23
¥) T& Y. BLNAR (8 -lactamase-negative ampicillin-resistant H. influenzae, B-7 7 % ~—X I}
FEAET VY VAitEA 7 VR CHE) TIELAR T r ¥y BT 100.0% AUVILER) . 7 RU T
XY URET IR LR LT,
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FRENMEZHR (BHLER)

e N HIE - FHEER (%) 2
LR P b . Az -
g BOW R R e B osouamm) v
_ 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 Rt -
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)
N LVFX ## 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 catariats 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)
o inl LVFX 26 0 1 27 100.0 (100.0, 100.0)
- tuenzae 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 IEHLEELC X2 EEXMH

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

*2 PISP : penicillin-intermediate resistant S. pneumoniae; =31 HEE MG REE (PCG 0.12~1pg/mL)
*3 PSSP : penicillin-susceptible S. pneumoniae; ~=3V »EIEM%EKE (PCG=0.06pg/mL)

¥ <7 v ZA Rtk : CAM=0.5ug/mL
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¥ vy u A NP CAM=0.25pg/mL

*6 BLNAR : f-lactamase-negative ampicillin-resistant H. influenzae;3-7 7 % ~—XVIEFEALT L & VU ViittEA
7N oHE (ABPC=2pg/mL)

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

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

PCG: _von~X=xJr» CAM: 7 7VYRu~vAf>, ABPC: 7 vt VU

ZEH
BITERRBIET, LAR7aXh T 8T 53.7% (73/136 fil, 223 . 95%(E#XM : 45.3~62.1) . &
7 hUTHRY BT 56.9% (70/123 i, 150 {4, 95% 15 #HX M : 48.2~65.7) Th -7z, BEMIZEIT-3.2%
(95%MEHEIXH : —15.4~8.9) Th o7z, EREMWEMIL. VAR 7 w4 o U RECTIHESAALLE 17.6%
(24/136 f5) . TEHTELZ 9 FEIK 11.0% (15/136 f41]) . ALT #9401 11.0% (15/136 fil) . 7 FU T ¥
VBT IR, ALT 3% 12.2% (15/123 f5) . AST ¥4h02% 10.6% (13/123 i) Th o7,

W
VAR 7 v %% v UERFIREO R G T R IR ORISR (B2h#) 13 88.5% (92/104 f5l) THY ., &
T RUT xRV UL OFERIZED 95%EHIXH O TIRIEN-10% % EEbo7c/od, LR T ux 3k
7 MU TR ACKTT D IELERREES Nz, VAR T v o U IERBI O R AN E R R
WD BRI T,
EoT, LAR7eXH 2 500mgl H 18] 7~14 HEEIRNE 513, S.pneumoniae % RN & & 3% fifi
Rugie, RAOTHMR GHEMEMZ) (XL THORIBEDREPHFTCEXLEX N5,



V. 1BRICEEd HEH

@ hepfitig. BHEFFRIRED _REREZRERE LI-—MRERRRER (RHA%E I/ IME. LiREREER)
A &
ABENNFE 23 B & S 7o i H 28 SCIRAB M R g 28 O RS /B 181 Bl &2 st RIC L AR 7 m i
> 108 500mg 1 H 1 [B]Z4) 60 232 CTHRBEEHE Lz, ki, ik (v a7 7 X<k, 77
IUTMR, LIOART iR EGTe) B 146 B, 1BMEFFRERZE (IBMEKE SR, OVF AMEILM R
O, RUESCHENRIE, Bl KU, IERRMERE . SUE SR, BRIBYERGREEZ. COPD. EEffioW3huhy) o
WYL R 35 T 5, GHIMIZ., 7~14 A TH 5,

w R
FRERzh &
BRERT HILBORKSE (Exh%E) (PPS)
) . . N o g (%) 2
YR HZ zsh HEABE Gt [05% (4[]
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 () NOEEIT%
a : AWWEERE I AT R AR B CHIE R BRIZ A R BER <)
b IEHFEUC X A EEXR
HEFHTIR
BRERT HILEBOHMEFNDR (BEXE) (PPS)
\ - . sy (e A HEHRE (%) @
WAL MEES e HEAHE &5t [95% (ZHE X R]
I SR AE (42 1) 91(95.8) 2(2.1) 2(2.1) 95(100.0) | 97.8 [94.9,100.0]
ka3 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<) () NOEMHEIZ%

b @ EHLERIC K DX

=z
BIVERA S BRIT 44.2% (91/206 1)) <, F72B8EMIL, HEHENFEE 13.6% (28/206 1) . ALT H4iN
9.7% (20/206 f) . AST #5411 8.7% (18/206 i) ToH - 7=,

PK-PD /85 *—% (AUCo240/MIC, Cmax/MIC) ELBEERZHE. MEPHMRDOBEEN
JiideERE 2 R & 3 288 E 12155 PK-PD /XF A—4% (AUCo-240/MIC X% Cmax/MIC) & EGERZN
AR OVHI B 709 2 A 0 BEEL P 2 G~ 7
BRI OFM ATREZR . MR BRI O S 7R 20 33 B THR 3FHAM AT AR 722 i 28 BRI OB T
BLRTH o7z, MRERE OMEFHIZNR (BHIE) KO RERE B RE ORIRE CA2E) 1%
AUCo-240/MIC XL Coax MIC (22730 BT, TXT 100% Th -7z,
7B MRERE ST A ORI & 72 5 AUCe-20/MIC 2% 30 UL EOHERFE OEFEIA 1L 100% (33/33
Bl) Thote, o, THEEIIHIORIE L KD CuadMIC 23 5 LLEOEERHE OEIAIL 100% (33/33
#l) Thol,
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Q BEbtk - BEEBRZEXRE LI-FMHERRKRAER GELMHRIIRAER) 50
HEFFHNC K 1B M & HIE S - A MBS R R (tEnd) | S IR L OEHEENE
xt G| BENEERE 252 6 (LAR T a8 127 6], ST x Y0 X L VERE T RE - 125 i)
kXX T XY A VAR TR T ax v LRGLT D,
BB gmitR, AR, SES (L. AT T L R
THA
LARZa XY R [ERAI 1B 500mg 2 1 H 1E, 5 60 502 F T 5 B AR S
N7 U8 A 1B 500mg 2 1 H 2108 (G- 4) . 30~60 Zo» T T 5 HIESREERHIRA
BehHFE | &S
WL 5 AMBEGERTH, BALV LR 7axH o U804 1 500mgl B 1[01% 5 HREREO#S
L7,
EHFIFE T RO M A0 R
SEAE FERFIRET IR O ERR R
el JEECHIER (R ERT I 5~9 B1%) OMIEFAINE « B R
FEREGHENESNDETORK (BEBR)
& b Fﬁ%%%@%ﬁu%?é%%ﬁﬁiﬁﬁtw®ﬁ4F?%V*%lW*J&@rﬁﬁ%%%ﬂﬁ®
2 HARTA 2| [CHERLL, ESHEMZE R ORBRREERIL PR ERLLECE > CHEL, Ao
! WEpE ORGE/HFELE L,
MEF R EEAE
o ) v
A % | #EEA<10* CFU/MmL (et f R T <105 CFU/mL) D4
P 2 HEE =104 CFU/ML (ZPEHFRIR TIE=105 CFU/ML) . XITIERIE LIS OFUEH I~ DL -
i SBAE 51T o - R
— TR 5 DRARRT AR B0 SEMEIT 7 70 VB, MR B A 2 S L TR B L R ER
W21 BUSMIH T DI E LT, FIHEOLR - B G 21T 12 BH
IROH | REBEROME PR E R
e Sl B E l7E L
W% B BRI RO DR EEN R SR ISR bR o e
AERON <104 CFU/MmL CHBE S h =84
I P HBRAARIC IR DAL RN 5412 b BES -5 A
EE P BIREETIC D b 7e o I R Y S =36
JRINE B E SRR 2 Tk . TEs . THEI o cHE L, EL) . Ek) SHEL
FRREO 5> B ESk) LHE LZBEROE S EHEARLE LT,
AHEMEEEBROERNEHTEREE CEHANRT /bR AT ER)
L E i e
EE T T O E AR L L B
plis 2 WO B RIEIR AT, UKIRBRIBLSN O PO LT « B 55217 - 72 8%
| R g SHGRIBLUMT R 21AK L LT, HEEOLT B 5 21T o -
Bpkshs | ERMBRE R, BHMEEREOBRAMNRHEELE CEHART ik bR GEREHIER)
e R FRTOABRERPW L, UTFE DS EYERIE AT ORAE F ColE L7
w % TEYEFIEAT O EE F Tl L CORVER AR, XUTIRBRELISN O BLESR DT - 8ink
~ 2 Y Yt
HE R RE RGBSR DA E LT, MEROET  BEG21To - i
T, REGHR L LT, BEBRERNRIZ, THRARSHIMTOREEEOHER % LR L-, fi#
B pIBTELHEIL, 37.5°CAI A 2 ARIEE L2 A & L, MEVH I3 T 1 Bim IR 37.5°CAT
2oz R E LT,
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i) SESERRT PLEREOMEZHHR (FHH)

ERFRE T/ IR OME I ROEDE T, LR T7aXxH$ o VBT 93.7% (119127 ) . /X
Tuadt T URET89.5% (111/124 61) THVY ., LR 7 axFH o7 w4 5 #ESH
PEDNRREE S Tz,

HEFER

58 HhE# 2 [95%(EHEX ] P
LARZ axYo R 93.7% (119/127) [89.5,97.9]
N7 x4 o ff 89.5% (111/124) [84.1,94.9]
BRI DEER] 3 O 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 )

LR TeX YU U - R T XY VRO B L=
CANROZED JHEEME Z RO, ERTPUIIEES < WAl 95%EHE XM 25 L, FTRIEN —10% L LoEA. IS

PERKGES - EHE LT,

BEHEROMEFZMHE (AHE)
BRI ERE O E PN EOBEDNRIT. LART7a XY VBT 76.2% (96/126 i) . /SX 7w X4
VEET 79.7% (98/123 i) T o 7=,

ERFRRT FURFORRENOHMEZNMR (RIHELXE)

VAR 7\ 4 O AT R RIR 6 U CEANLZ B R AR LTc, K. MERE (E. faecalis) |
JERARE T D EEREIX, TNEN LR 7 ax 4 o U RETIE97.9% (94/96 £5) . 100% (23/23
R) . 100% (12/12 8k) . XX 7o X4 U BETiE 100% (84/84 #£) . 95.2% (20/21 #) . 100%
(6/6 1F) TH-oT=,

BAEHEROREENIOHMBAFMNSR (BHAE)

IR B OTREHERF O LR K E B O FIL, KW, BEKE (£ faecalis) . WMiRFREIZxL
T, TNENLVAR 7 X4 BT 85.7% (7T8/91 KK) | 91.3% (21723 #%) . 100% (12/12#%) .
RA7a XY URET 94.9% (75/79 ) . 90.0% (18/20 #%) . 100% (5/5 k) ThH -7,

EFFET /PILE - AEHIEROBRENR (BHE)

PHEDOTERFE T /LR R ORI ER ORI OFHIT, ZhZh bR 7 x4 v T

58.3% (74/127 fl) }eT* 81.6% (102/125 f5) , /RS2 7 mH L U RHET 62.1% (77/124 #1) KX 82.9%
(102/123 i) TH -7z,
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REHDOHMEZHNR LEHRRHR

HE = h 5L i PR 2h e
Wb BGHE VEFIE T . VESFIRE T ot e
/EF'JJ:H% /uﬁ#ljﬂifj% /EF'JJ:E% /Df@#”ﬂiﬂ?ﬁe
. . 193.7% (119/127) | 76.2% (96/126) |58.3% (74/127) |81.6% (102/125)
I//\ 3 N
P RTEETAR ] (895, 979 [68.8, 83.6] [49.7, 66.8] [74.8, 88.4]
i I
ST R 89.5% (111/124) | 79.7% (98/123) |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)
| >l
YRS RTREY LR [89.5,99.2] [68.5, 86.0] [52.4, 72.6] [74.8,90.7]
Eatia . | 87.7% (71/81) | 76.5% (62/181) | 66.7% (54/81) | 84.0% (68/81)
SRTRIY LR [80.5, 94.8] [67.3, 85.8] [(56.4, 76.9] [76.0, 91.9]
. R v | 95.83% (41/43) 81.4% (35/43) 51.2% (22/43) 83.7% (36/43)
J [N >l
%@ BT RXTVIR [89.1, 100.0] [69.8, 93.0] [36.2, 66.1] [72.7, 94.8]
L 91.7% (33/36) 86.1% (31/36) 63.9% (23/36) 80.6% (29/36)
Ex?ﬁﬁx% ez NN . (o] . (o) . (o) . (o}
R B AAT XY AR 69 6,100.0] [74.8, 97.4] [48.2,79.6] [67.6, 93.5]
. R v | 93.3% (42/45) 73.3% (33/45) 73.3% (33/45) 81.8% (36/44)
[N >l
A A7RITLAHE ] 86,0, 100.0] [60.4, 86.3] [60.4, 86.3] [70.4, 93.2]
BERER | v | 84.4% (38/45) | 68.9% (31/45) | 68.9% (31/45) 86.7% (39/45)
SATEXTLRE | 059 95.0] [55.4, 82.4] [55.4, 82.4] [76.7, 96.6]
. . . | 92.3% (36/39) 73.7% (28/38) 48.7% (19/39) 78.9% (30/38)
I//\ >
B DA [83.9, 100.0] [59.7, 87.7 [33.0, 64.4] [66.0, 91.9]
JEE 2% . . | 93.0% (40/43) 85.7% (36/42) 53.5% (23/43) 81.0% (34/42)
N A N
SATRET AR g5 4,100.0] [75.1, 96.3] [38.6, 68.4] [69.1, 92.8]

BBy AR =HBIE Tt SR CHIEAR BRI R HER <)
TEE BRI K D 95% S X

vi) fREMCH T HRE
TGBRBAAART ORI 37.5CLL EOB RBROBE ZXIHR L LT, MBDRPGELND ETOREOH
BEXIIR L, BEBEREROMBDENFOND ETORFEOPTRMEIX, LR7a X 30
TTHIT3.0 H, "AX7ax¥ U0 69 51T 3.0 HTHY, WEMHBICEITBD bNARhoTz, T
7T oA Y —EE O THENAIE GBI IR L BB ORI A HEET D L. BRBRARTIE
LARZ7a X4 U BET 88.7% CTho iz,

RN E
(%)
100 - . L
— LAR7AFH B (n=77)
75 - IXX70FH LB (n=69)
s | e
i
iR 50
Z .
& 254 e
0 _
548 28H 3BH 4HH 58H
LART7OFHL VB 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
* RBNBENBON TUVELMVERESE S hTZoAv—EIZ&YHRE
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vi) T2t
BUWERZBLRIL, LA 7 e XY UBET 30.2% (49/162 ) \ /X7 a4 BT 26.5% (43/162
Bl) ThHotz,
EARBIWEMIZ, VA7 a4 URECIEFALAIEED 8.0% (13/162 ) | JEHEILZ 9 FEREDS 6.2%
(10/162 ) | VESHEALETR DY 4.3% (7/162 f) | THIM O ALT #8007284% 3.7% (6/162 #i) | 1E
FHBALERARSE . v -GTP ¥4i0, OV AST 812034 8.1% (5/162) Th-o7-, "X T7a X4 U HTIE
TGRSR Y 8.6% (14/162 f5) | v -GTP #8123 5.6% (9/162 f5l) | JEHEAALEE, ALT H4/0,
SO AST #0734 3.7% (6/162 i) . TN 2.5% (4/162 ) Th -7,

2) BReMRER
MM ER e L



V.

IBFRICBEd 5 IHH

(5) B - FIEAIRR
ZOMDBREE R & LT B IHEEERRER 1

[SMRMEIREGE . MEIEREYE 2 /52 & L7 BRIRR R

SME - BB R ORI S O “IREGLEE 11 41, SVEHIEREE 6 f, SRR KB 5 4
[RBEEIIE  (RISZIRZE - REER LARK) &iGe & U7 BiIRAER]

SR MERTS IR B 8 B, TR LRR B 10 1

[MEIERNIRGLIE 2 65 & U 7o B IRTAER ]

RS FRAE 21 Bl

[Pt N R BEUSRR G 2 56f 5 & L 7 IR R
FEPNRRGEE 8 B, FEMERKEE 13 4

Lk ILE. A—7 v 5 LR

Feh5I71%

(S Bl IR GLE . NEIERRYE 2 5t 52 & U7 BRIREBR] | [k ABMEIBUSYE & 5t 5 & U 72 iR REER )
VA7 ax¥ o @ A% 1E 500mg 1 H 1EL K 60 43fATF T 3~14 H i siifsirRN & 5
SHMUEEREG L%, LA 7axY o 00K 118 500mg 1 H 1 [EEFEGICHIVEZSZ b E L,
HHA E R OAZ SRR &GS 14 B E Lz,

[RIEIEYRE (RISTARSE « FE LIRDE) &2 & U BRRasR]

LARZ7ax¥ o dA% 1H 500mg 1 H 1[E, K60 53f2F T 3~7 H AR S

3~T7 HR#eH- Liztk, LA7eXH & O04 10 500mg 1 H 1 ENZEIY B Z, 11~14 HFE&E O
H L7z, HEHEAFIEROAEZADE R KESHIMIT 21 AME L,

[HERE PR YLE 2 5t 52 & U 7= B R BR ]

VA7 ax¥ o diA% 10 500mg 1 H 1, K60 53f2F T 3~14 H AR5

BRIEEE

TR E R O ERIR DR « A = 2h 3
VRRCHIE OFEMRE X, BISIIRSS &R BRI 5K T IR 5~9 Bk, 7 T I U TR
B EARRIIER ST Ik 2~4 W%, FOMOBEEBIIRGKT Ik 7~14 B

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 | PRMEE O HRR Rk LT R
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 R OAI~OY ) AT, BEROERE  BNRIEE Uo7
ML & IR AR STCRIOH A & L
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 LR OAI~OE ) AT, HEROERE  BNRIEE Uo7
SEHIIK & (TR KR STCRIBEOBA & LT
MEEA DR REHERE CHEHIER)
o E I I
LR D 2 8 H & ~Cilr-T 54
g | FPERHERCHEN IR 3T.0CLUF (REHIR 8T.5CHLT) Th D, 2ok
o i3 CRP fE 2 DerH 2 B 1= e
JEEET R DANE A L ARG R U E OB ANk LR
LR D 2 A & < T3 5
- BRI GE W\ ARBMBE 2380D  11MERE CRP i 90 S & 3R 7 55
JEET R DAV L, v oW I - HEROOVER R OV, SR L 0D B
WL 5E

%

iy

&)

i

T

UTFOWTNIOHEBIZHRY T 556

- B THERY OWEEEEGT- S RWIEE

- PATALESR A RE = LA

RBRIESE 5SS R S CW R W R, 2 R L — PSRN S -G
BB G OB 54 T PR IO PR G S B A

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

a : CRP fEIIFHTAIIE NS FAHRIRIC L DT R o v — s et Lz b FNC KDt RITE DR o7




V. 1BRICEEd HEH

FERNBRLE, FEMBRLORIT7) VJICKPERNEDOHIERE CAEHIER)
hil & ) S
NE i SEIR « FTR.O A 7 EEHN T ML TFICHEAD L2854
g # JEIR « FTRO R a7 AN 9 LU TICED LIZEE
P ” FERR « TRO X a7 3 10 R EDEE . RORREBIIK L ThOPiREE (25 X
- EE~ORFTEE) NG INT5E
) EAHE KBt LRWEOBRBIZ LY | IR - AT ROFE RS KA LTV DG
FERARE, FEMBERXOERK - TROHERE CREHER)
H o H AT — z2a7
>38.0 6
- >37.5~<38.0 4
i (C) >37.0~<37.5 2
<37.0 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
(F- B AREB S TF- B AR B D JESR) 1+ (RN EME DA, BN TNDH I EREN) 1
— (L) 0
e 4
T OMER e 2
EH (e L) 0
%8 (2mLYL L) 3
O R FEEE (ImLLL E2mLA ) 2
Y (ImLAT) 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) S08<=40 .
<0.3 0
TREDHIEFEAEITHE - T, 1R HIERFO BE B OME R h 2 1@ Lz,
SME - MERUFMAIZO Z REE, BEX, BERXOMBZMMRHTEEE CAEFITER)
W | & % e s
e HEENCERIM S R O, YikbiE RO 52 IR E SR Sh
WX | waorsa
—Z
e TRIZ L > TERARAEIR 388 U U, YW OREYFRHL) & s | W%k
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 | BERIEROSEN A BT, BRI, S YW OFRRE R S
. 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. BRICEd 5

AMHMEMHINIRARUVAEHEERE LAXOMB PR TERE CAEHER)
HoOE ) E FEUE
) EE A <104 CFU/mLD %
%) MEH23 =104 CFU/mL, MIFHEEOLET - BN E 1T > - 88
) 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 DM S 7o T
B 2N BERISIER AL XV C trachomatis i, UIPIEEOET « 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 |,
EEE N - SN ETS
2o TG
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
S ] - Uz S ol N e A 78
L B BRI L > CUHIORIRE ITTE L L, LI OH 7= 7o F A e 3B o 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 RGBSR RE, EEREEENR E L-EBRAR
W R Zh S J O R SR DA ZhRIE, AME « BUE K VTR O —WRIEGE S 90.0% (9/10 1)) . AEiE
FT/RN 100% (5/5 1)) . APERRE 22 100% (3/3 B) TH o7z,

HhE# 2 [95% (EHEX ] P
R R %N A 2 B

HME; + BE R OVFRIRAISE D &Y | 90.0% (9/10) ™ [71.4,100.0] 90.0% (9/10)  [71.4, 100.0]

SME D IR — _

BME 0> "Ik 0.0% (0/1) (0.0, 0.0] 0.0% (0/1) (0.0, 0.0]

TN R 100% (9/9) [100.0, 100.0] 100% (9/9) [100.0, 100.0]
AR 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%(EFEIX M
) AFS VAR T o Y2 8 500mgl B 1 [E#EG~0Y) 0 B2 585N 1 Tirbhiz,

BIVER R BIAHE T 18.6% (3/22 41)) TH V., MEEAPIE, TH, B2, EFEBALALEE, FHEAER, 1
AR, ALT #00. AST #N0% 4.5% (1/22 f5]) Toh -7,



V. 1BRICEEd HEH

2) FREBREEIE (RIALIRAK - R LEARL) FxFE LI-EBRHER
B R Zh S Je O 0 SR OB 2D 1%, SPEMIE MR RS Tldv 3 v 83.3% (5/6 #) | AMkEksEH E
wE GHEM - 77 07 Tk 66.7% (4/6 ffil) X1 83.3% (5/6 f5l) ThH o7,

Hih# 2 [95% EHEX ] P
REA — —
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]
AfEr 5 I DT HEREE FIAK | 100.0% (3/3) [100.0, 100.0] 100.0% (3/3)  [100.0, 100.0]

a : ARhE=HhHIE M G515

b : IEHITEIC X D 95% 15 HE X [

W) ARAINS LA T x Y U8 500mgl H 1 EEG~OG) ) B2 EEET, 10 B2 MIEE, 2MEME MR
K6 B, BMERE RARSK 6 il TIT b,

BIVE R HIAEE 1% 22.2% (4/18 #il) T (HFL, B Rz & 2% . IS ERALALEE ., RSN D45 5.6% (1/18
B ThHoim,

3) BERERNREIEF R E LI-RREER
JEREA AR TOREEZRIL, BRZIEN 70.6% (12/17 #) . HEFRIZED 66.7% (6/9 #5]) Th o717,

G, FHRhE 2 [95%EHEX ] 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) [85.1, 88.0] 60.0% (3/5) [17.1,100.0]
H RIEMEE 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 K 2D 95% S HH X H

BIVEF BB 13 28.6% (6/21 61) T, EREWEANZIESENALEE 14.3% (3/21 %) TH -7z,
4) FEWRAFEEREEEZNER & L-FERAER

BE DR h 5 e O IS R ORI FE PR TV 85.7% (6/7 ) . {4 B 22 Tlx 80.0%
(8/10 f51) K1 63.6% (7/11 1) Th-o7,

e BhFE D [95%FHEXH] 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% S HEIX ]

¥ AFINS LR T a9 8 500mgl B 1EERG~0O) 0 B2 Bk 2ETe, Y10 BXRET, TENBYE 5 6,
TEAHEARK 9 Bl TIThiL,

BIVER R BIAEE T 38.1% (8/21 ) <, F/REIEMIZ. ALT BINKL N AST M4 14.3% (3/21 #1)
ThHoi-,



V. BRICEd 5

(6):A R F

1) EAKERE (—REAKERE. BEEARERE. EARBLERE) . RERTET —2A—XA
. HERGREBRARONE
EFAMERE
VAR 7 ax YU o mRAl GREEE N 7 500mg, 100mL K USSR EHE 500mg,20mL) o5 Ak A i
% 201145 10 A5 5 2018 45 9 AIZHF THEM L7z, 2 221 Mgk O EFHERE O 1,142 FlOFRAE 4
IR L. Z2eMhld 1,138 B, ARhIEIL 969 f THaFS L 72,
RIVERIZE BT 10.1% (115,71,138 ) Tod v | FE/eRIVERIE ALT HIN% O AR R AR O R A ®) 4.7%
(563,71,138 f4il) | HFEEREIEF EDNFILERIEE 1.4% (161,138 #i) | —fik - RHFEE K OGO
WHE 1.2% (141,138 5) Th o7, EELRBIEMRIZ 66 (61F) IZRH LI, TONRIL, gk, Stk
WROR SRR e, BRI R, s, PR . mh s L7y F=#Nch o7z,
AENEBHEE L > TWAH 7 2 = VFIBR R T T 0 B4 U BERIEAT 0 A FHHRER (7 = = L HfE
F - T A R NSAIDs) 139.9% (113,71,138 61) THFH &=y, BFAIC X 2RIEAEHED
HIFBO N oT,
AR R EIVEFT (SRR R OEAPREE) 1Y 2 1, RERJEN 1 Bl S b0 b IFEE
Thol,
JITHERE R T 12 B9 9~ 2 BIVE L 37 Bl 46 38 Hv, FEBLEIG1T 3.3% (37/1,138 f4l) ToH 7=, W
ITIFRERR S K O ALT #8045 13 . AST M 9 -5 CTh v . Wb BT RIC L 2 b DTk <,
KA G % OMIRRE CRFEMERRDOONTZIEICLDbDTHoT,
BREIERRT 90.6% (878,969 i) TH V. HWIERIZIZ, ik 90.4% (795,879 f5i)  (WER : ii
Hififize 93.9% (596,635 fiil) | EHE - /riEREMIZ 80.1% (129,161 #i) | BEPiZk 85.0% (68,780
Bl | FRNFREAR 66.7% (2,73 61) ) | IBMEIFREZEZ O “RIEYL 92.2% (83,790 fiil) Th -7,
BRI RIR T 93.1% (1497160 ) TH V. 77 LEPERE 88.9% (56,763 1K) . 7 7 AREMEHE 95.5%
(85,789 #F) . FEEAE 100.0% (8/8%) Th-7-,
LEX Y RROZREMITKE 2B AIEERD DT, ik, 1BPMEMFRERHNA O —REY 3T LT 90%LL
FORESRER LI END, BEAEETICBONCHOAMARIER CTH D Z L3R INTZ,

(FENEERE)

2) RRFHLELTERFEOANERXIEEREL-AE - KBROME

Y L7



V. 1BRICEEd HEH

(1) Dt
1) ERBANEHE (FFRFBREEIE)
PP SRR TUIE B 2 XU, LA 7 m ki 500mg & 1 H 1 BLR{EEE L 72 BEOR MR O 4tk %
a9 % 2 L a2 B9 E L CIEWNCHEM L7z BRRER 2 SBRO GG RIZ, D LB Thofz 419,

PB4 AR (%) CEZWER]/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) BIERIEHAE
BRRYYERE 2 RIC, LA TZ7 e XY 500mg & 1 B 1 [BAEFE L2 oG bk O 2M 2 K
MTHZEEBENE LTCENTER LKA 7 3 B O RN EHLROAMBITHERIL, kO LBD

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= U MRS ER 100 ( 5/ 5)
I ER B R 94.3 [ 33/ 35)
TR T (TTUNAT) s WZT—U R 100 {11/ 11)
RAGEE 98.3  [113/115]
vhunysZ—g 100 [ 4 4)
VA AV 100 ( 31/ 31)
TUTFung X —E 100 L 9 9
v I7F TR 100 ( 4 4)
A=A S 80.0 [ 4/ 5]
A TN W 100 { 60/ 60)
531 83.3 [ 10/ 12]
VUARTIE 100 (17 1)
R R NAMLVT hav AR 75.0 [ 18/ 24]
FLRT IR 100 ( 4 4)

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



VI S HERIC B9 5 IHH

. EYEB(ICEAT HIER

 EEZHICEEHSILEYMXITILEWE

U RUNVRUBERIEEY A7 axY Ly (OFLX) . /v7eXxtyr (NFLX) , v 7aradior
(CPFX) . hAx7uaxH¥ v b V@giEkfiny (TFLX) . SX7ax4 v 2 gl (PZFX) %

HE : BEDH DB DORREX IR RFIL, ORI ELZRT D L,

. EEER

LRTa X it, SE URTHEA T BX ¥ oL O KON EERE S K Th 5,

(WIERERGL - EFAKF
VARZ w4 o o B EEFITMIE D DNA v A L—ZA RO FARA Y A7 —BIVIZ/EH L, DNA #
BAHET S L CTdhd, DNA Ux A L—REME FFEA VAT —PINVEHO LS 5 23R < LET 5 20T
HIEEIC K o> CHE7p B 1620

SEMEOFMERICHT HBEEM (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—AKRKIRA Y AT —BIVHEEHEORS IA 72XV O/ 2% TH 5 1924, MIC &
MBC (21T K& 2280 bT ., TOREERITIZRENTH Y 2229 HOFREEAEIE TIX MIC {0
JECIHE DR BTN D 26,

LB ML D N AR A Y AT =BT HHEEEIL, MEO DNA Yy A L—2R (FARA Y 27 —E1)
FREIEME R N R R A Y AT —BIVILEFE L 0 IXD0MCHH N0 2 E AR H TN D 2427,

FRAYVAS—EIITHT HEEFM (in vitro)

1C50=SD (ug/mL) R
Gyr TopolV Topo II Topo Il Topo II
(E. coli KL-16) (S. aureus FDA209-P) (human placenta) ! Gyr / TopolV
LVFX 0.39+0.00 2.36+£0.41 1,854+35 4,754 786
OFLX 0.71£0.07 4.17+£1.25 2,221+48 3,129 532

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



VI RS ARBLIZ B3 5 H

QEMEEMTITHHABAE

LARZ o ik, BRIEREZ ST 7 7 AGMEEELR O 7 ARMEERICRE L, SRR ZRPUE A7 b
AL, 7 RUKERBR., VoV ERER, MRERE, BERERE, WOICKBE, 7 Vv7 vz T8, B 7 F T8,
TuTURE, BEAAFRT - BAA=— TuET VT BEGLBNMER, REEEZ ST R TR
7 T LR, A 7N PR, LUAXRTR, XTI MRV T hay B AR, FTa—~v s TV
T (IIIVT N TavwT 4 R) MK IIVT (VIIVT cma—F=x) | ikvAaTT X<
(A a7 T A~ « ma—F=x) RETHEEREZ R LT
Flo, FTRE, NTF T AR, RAE., XA MHE, TVETRE BREE, QY oy FT (arvxT -
TNIRT 1) 1T L THHLRE S &R LT 22.25,28-40))
FEERI~ 7 A RGBSR IR RIS W T, LA 7 o o o id, IR ONBRIES R A R LTz 29,
1) ZEEKICHT 2MBENS

O FREERVEHEIEREICHT SIMBEEME (n vitro)

FRERTERRSKMES T LBER

MIC (pg/mL)

LAR7axYo 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*

AA LA 2R (R IARRIE, %9 10° CFU/mL)
% 1 G A TR



VI S HERIC B9 5 IHH

FRMERCBERRIMET S LREE

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*

AA LA 2L (ERIARRIE, %9 10° CFU/mL)

% 1 G A TR




VI RS ARBLIZ B3 5 H

Q@ REHIMEEICH T 2MEEM (in vitro)
RiERTIEY S LEEE

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

AA LA 2R (ERIARRIE, %9 10° CFU/mL)

% 1 G A TR

RHEESMEY 5 LEEE
N MIC (ug/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*

AA LA A2 (R IARRIE, %9 105 CFU/mL)

% 1 G A TR




VL

SRR Z B4 HIEH

@ LPHRFZREIZHT HIEEM (in vitro)
LU R T EOMEREERR ISR D LR 7 a2 > MIC % 0.015~0.03ug/mL Th - 72,

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) BRIRDBERRICX I S IMBEEM

@ MEAEE
FTEEER IR 0 BERR 12 k3 D PURTEME. EN CTHEM SN Pl Y — A T RSN D | IS ERE I
x5 AF OB % LU FICR LT, Rt

BRERDBERRICH T 5L AR 70X YL D OREES

~ = PAN:
W AR ) 1322; = ﬂgﬁié—,fﬁ* MICoo  JEtED MIC 0
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 vV Vit a7 7' F —F kit staphylococei

b : P. aeruginosa RTI : WL Y i3k P. aeruginosa

¢ : Clinical and Laboratory Standards Institute (CLSI) D& & 5 AHKID@EZ D MIC 7' LA 2
RA VB
MIC 7'V A 7R A vk (BP) : BANESVEDOMIRENETH Y | Y o MIC EA 7 LA 27 KA
Y NUTTHh DI, AR ITZ OFEANKT LTSRS D LfllrEn b, s z# o MIC
16723 BP LT ThiE, FRDIEDNIFFTE D,



VI RS ARBLIZ B3 5 H

ERREERSZES—RALSURIZBITBLARTIAFS L D OREEN

ENPE R — (T X
WO Bt Range MICso MICoo B gD
(ug/mL) (ug/mL) (ug/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 : M- ik 3l P. aeruginosa
b : CLSI DED BAKIDOBEZMHD MIC 7 LA 7R A > F X DEH

FERBEARUVNAF T OEAERREFORERICHSTHLART70FY L O OREESE

e " Range MICso MICgo

il i (ug/mL) (ug/mL) (ug/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 T ZNREMEF
PR B REGSIE Ke OSBRI G JB T X 0 2 BilE S 7o G AUE B K OV PR SUME T8 L2 6 2 AR A D HUE S
PEZLLFITR LT,

2

FRMEERVEMERIMEEICHT S LA 70X L D OREE S

e " Range MICso MICgo

A R gl (ug/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




VI S HERIC B9 5 IHH

HIEGAE R &0 3B S D7 PR RVE B S 9 D AR O PLBETEE 2 LU R ISR LTz,

RERSEFICHTHLART7O0XFY L U DREE S

e " Range MICso MICgo

il o (ug/mL) (ug/mL) (ug/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 : REtS 7z 2 ¥ CRl—o MIC i

<5E>

EINT 1992 M BRAERIC, LR 7 a3 o —_Aa T R T )—T7 0 BRRABERR OB FE BT 3K
T DR Y — N T R ER LTS, 2010 4 33K N 2013 AEICHBE L7 FEERBICKT 5
LR 7o %Yo OREEEEREFITRT,

ERNREERZEY— RS SURIZEFELAR70F9 L OREFEE

. A " MIC 4GipH MICgo

il R o (ug/mL) (ng/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

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

- 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 (RESEY: | 2010 | 609 <0.03~>64 64
JiE H1 2H) 2013 | 559 =0.03~>64 16

) MAEELIaAL—2 3 VvETILEAVMRBRAICKT HFZEUNR (n vitro)
LARZaxY v 500mg ZHEFHRNE S LZRro b FiEh@EHERE2 S I 2 L— b LT2BROM&RER
PR DR E N RIS DWW TG LTz, E72EAIEM 24 BB ORE = L— g UipfrickES &, LR
TaXx o U EEMEE Y n = — O HBUI OV TRE LT,



VI RS ARBLIZ B3 5 H

VAR T v R 2 RIS X DRV E AR RS S v, SRR 24 BRI L AR T o TS
BEHEME T LIEEORE 2 L—v a VIR S high o7z,

MAKEICHTHLARTIAFY L UORENR

(Log CFU/mL) (X BRE GE00872% MIC=1.0 1 g/mL)
10 4
9 —_— avba—)L
-@- LAR7oxHiy
81 - RHBRR

7

B HY

1
0 2 4 6 8 10 12 14 16 18 20 22 24(hr)
B

LARZOFXFH L UERA 24 BEEOMRREDOARE L L—2 3 VR

(Log CFU/mL) (i Z Bk GE00872#k MIC=1.0  g/mL)
10 4
9 — avhkao—iL
@ LARIOFxH I EM24BR%
81 ee RHER

BB HY

T T T T
0 0.25 0.5 1 2 4

LRIaFHURE

1
16 (¢ g/mL)

©

4) R ERE D B A4S R HIRHEE & U mutant prevention concentration (MPC)  (in vitro)
LR 7 ax Yo 2 igEkE (EG00218 £k, EG00093 Kk, M (NATCC49619 £F) ([CIEH SH7-L D H
SRMHERE O MBI IX, FTRRO LB Thoto, o, ZNHOKIZHT HLA7axH 0 MPC X
2~4ug/mL THVY, FrraxHh oo 1/2 ORETH-oT-, 61T, MEFHEROBEELE IS
MPC/MIC > 7arvaxH o L0/ Ehostz,

B SRt B HHIR$EE & U mutant prevention concentration (MPC)

— % 7 MIC B PRI B HH B MPC MPC/

(ng/mL) | 1xMIC 2XMIC 4XMIC (ng/mL) MIC
Hi g Bk LR7adi 1 2.5X1077 | <3.3X10711 | <3.3X1071! 2 2
EG00218 | v 7mrumxHi v 1 1.0X10 8.0X108 | <3.3X10°1 4 4
Hii S BRI LAR7adi 1 1.2X1077 | <5.1X10711 | <5.1X10°1 2 2
EG00093 | v 7mvumx¥i v 1 3.1x1076 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 1.3X1079 8 8




VI S HERIC B9 5 IHH

5 AL FaAYHR - Za—FEZIMRETIICHT ZEEMNE
YU ACRBPNZA N LT Fay HRA « Za—F=xc 28 L CERLEMRET VBT, AR
R G- ORGSR D A 7 ¢ 7 HEAFRRIS 6.0 H Tho7oDizkt L, LAZ7rXx o v ROt MY
7 XY 25mglkg X 2 [Al/ HEGRETIE, =2 105 KON 11.5 A EEH &7z, 50mglkg X 2 [ml/H #
BT, LAZ7aX P v RO 7 M) T7TH Y 8 HICRKBIZER O 14 HRICBWTH UL E
D~ T ANAELF L2729, MST IXEH ST >14.0 A Lo o7z, YRR O TIX, 3 Co L
R7aXH ROt 7 M) T XY URGEECHBE RGBSR S,

AT RFavhHR  Za—FZIRBEIIRMRETIVIZE T EBEDR

| Beh & MST2 95% 15 HE X ] B Pfi©
(mg/kgx 2 [Fl/H) (H) (H) DHELFILHL D (vs JEGExIR)
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: AT 47 ELFRRE (Kaplan-Meier %) . b : 1 B£ 10JE, ¢ : Logrank f /&

6) LYFRT - Za—F T4 IMRETIICHT HEERHDR
G IHR A B Lo~ U RSB L VAR T « =2 —F 7 4 THHEM L CTER LR ET LIC
BOTIE, ARG ORYERTBEEO 2T 0 7 U EFEERN 6.0 B ThHo72DIlZH L, LR 7 x4
BRI CITRABIZE 21 A HIZBWT, BRIAATE L, BYLkTREE & i L TR R 2R Bmzh R %
RLUT,

FREIEHITORZAVELSA RS Z2a—F T4 SBEETHIRAMBETIICEBITHEEDR

# L MST® 95 %15 #E X [#] B E PiEo?
(mg/kg/H) (H) (H) DAELFILHL D (vs JEGExIR)
JEYe sk R - 6.0 6.0~7.0 0 —
20 >21.0 >921.0~>21.0 10 <0.0001
LaR7axYo
80 >21.0 >921.0~>21.0 10 <0.0001
R 20 >21.0 21.0~>21.0 7 0.0002
AvA=Rr A= ) A
80 >21.0 >921.0~>21.0 10 <0.0001
. 20 >21.0 >921.0~>21.0 10 <0.0001
AV A= B
80 >21.0 >921.0~>21.0 9 <0.0001

a: A7 4 7 UAEFRR (Kaplan-Meier %) . b : 1 B£ 10 T, c : Log-rank K@

(I)ERFIRMERM - iR
B R L



VIL_ EYEhfelc B9 5 HH

VIl. EYEREICET 5EHE

1. MAPREDHR
(1RELEMGILSRE
YL DENL, SRR DI ATT 2 ( [VI2.2)FEMNEEF 1T BHBEE . [VI5.(5)ZTDthDMBHA~D
BT ZR) .
QUERKRABR THAIN-ObEE
BERA

1) BES w
fEERR A 8 BlIZ L7R 7 1 %53 2 500mg % 60 43 [H CHRLRTEFHE L7256 M AR AR BEHER M

OSENE T A =213, LFDLEEY ThoTe,

LARZ7BF4H > 500mg B S EEETRO Mg R EHRE

(ug/mL)
12
n=8, mean®=SD
I
oIt
2 |
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 fE

LARZ0F4 S 500mg BE mEsHERDEYERE/NS A -4

Tmax Cmax tie AUCO-72hr CLt CLr de
(hr) (ug/mL) (hr) (ug-hr/mL) (L/hr) (L/hr) 1)
g%g%gf{ 1.00£0.00 | 9.79£1.05 | 8.05+1.54 | 51.96£4.96 | 9.69£1.09 | 9.10+0.93 | 111.10%=15.51

J Ay oR— kA MEFT, n=8, mean+SD

Trmax © e e ML P R B SRR (]

Crmax © T LA AR

tue o FEARFH O TE IS0

AUCo-72nr : $%5-% 72 BEfE F C oo e A i BE—RERD dlR T mfd
CLi: &7 V7 7 A

CLy: B2 U7 TR

Vd, : AT



VIL_ Y Ehielc B4 5 IH H

2) RE®RE
RN 8 Bl L AR 7 m X P 500mg 2 1 H 1B, 7 ARKEAREFE L E &, &5 2 A BURED
MAEPRECRRE L ZE—EOHEEZ R L, £7EPEENTA -2 1 HEE THHTIRE-ETH
V. RERGRICEE T NS ER/EITRO oo T,

RERBFIFOMTHPRECKREERS

(ug/mL)
12
[ n=8, mean=*+SD
9+ C
1
b
&
w6
4
3,
00— T T T T T T T T T T T T T v
0 12 24 48 72 96 120 144 168 192 216 (hr)
By
EWEE/NT A —4
E Lj—!-‘ Tmax Crmax Caanr tie AUCo-24hr
(hr) (ug/mL) (ug/mL) (hr) (ug-hr/mL)
1HH 1.00%=0.00 10.00£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 3 N— kA2 MEPT, n=8., mean®SD
3) ¥O®‘kE L DL
TEFERANIC LA 7 v %332 500mg % 60 57 [ CHLELSTREHE (8 ) L7a T HERE 05 (40 1)
L7256, YEERT X=X, RO ELBY THoiz,

LARZ70a%+4S D 500mg HE mi#EFHIXISERZORSRHOEYERE/NNS A —4

Tmax Cmax tie AUCO-72hr
n (hr) (ug/mL) (hr) (ug-hr/mL)
500mg A ERE 8 1.00+0.00 | 9.79+1.05 8.05+1.54 51.96+4.96
500mg #%& 0 #¢ 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)

(3)hs
LR L

A4BRE-HREOEE
1) BEOEE
Y L



VIL_ EYEhfelc B9 5 HH

2) VAFTY, TARKLRIZLEHE
fEFERRAIZ S AT 400mg % 1 H 2103 A XX 7' 2% K 500mg % 1 H 48] 5 AL L, v A
FUEETHH I e _"R Y FEE5 3 HHICLR 7o %4330 500mg % 60 23 CAaliiELz & 2
A, VAFVUOHFHICE T AUCo7zme 1 1.3 f5IZ EH- L. tue (X 7.6 Refil 206 11.7 RefIICIER L7z,
FT ARy FOGMIZ L > T AUCo72m (3 1.5 F5IZ EH Ut 13 7.6 BFfH 225 12.4 BRfIICIER: L 72,
—J7. Cmax MO BER PR (BEHZ 0~T2 /) ICAF P ITm "2y M LD K& ez%
[ECALINSY SWASIEEY

LARZ7OFH S VEHMRUSAFOY, TOARY FHAREROMBRREER

(ug/mL) (ug/mL)
10 SAFTY 10 =l SN
£ 8n=12, mean*=SD | £ 8n=12, mean*=SD
™ [ V7 wisE=, 0 I [ V7 wisE, 0
,;1& OLR7axHI U+ AFTY aﬁ OLR7axHLu+TaRRIR
G 3
= =
B 5
= T Q
48 56 64 72
(hr) BERS (hr)
EMENEE/INS A — 4
TRAF U ER 7Ry KRR
LiR7uaxti v LiR7uaxti LiR7uaxti LiR7uaxti
B +I ATV UHH B + 7 Xx v KA
Cmax
(ug/mL) 10.26(16.4) 10.35(13.6) 9.55(15.3) 10.60(12.9)
(t}i’rz) 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)
(ug * 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)

BEEIME (Bl C.V. %)

VAFUUERE, u Y RRBRE HIZ n=12
tue @ FEARFH O VE IR

Feo-7onr @ #%5-1% 72 K[ £ T RFEIR H Pt

2. EYRERP/NTA—H
(1A
AVIS— AV RETIL
22 NR— KA RNETIV, Jral/N— A NET)VE



VIL_EYyihieIZ B4 5 I H

(2) IR R IR FEE 5E $8
A LR

QBNERXEETEH
500mg % Hilal, 60 47 C iR O L E (Ke)
0.0889+0.0170 (hrl)  (BEAVFEIME EAEREMR 2, RERERR B ME 8 1)

@HoIVT7S3UR
VIL1.(2) 1)EREE) 2]

BV TEE
MVI.1.2) )EEEZRE 2R

(6)Z Dt
MR L

3. B&H (REaL—ayv) @i
(T3 E

2-TA L R— KAV FETIL

(25 A — 2 EHER
RHEHSE B REARAT OFER . BHKAE (CLer) 2NEMBIRBICH L MIFTIAREL L TBIRS N,

4, & U
ARV

5 9
(1)1 7% — Fixi B8 FH @ &
VI5.(5) 1)&& - A~ DBITHE <BWT—% (Sv k) > 2]

(2)Mni% — fa AR EAPT A 14
<gMmT—%2 (Tvyhk) >
UCHEGR LA 7 XY % 10mgkg OHE TR 13 HERX O 18 HHO T v MIHFBFEARNE G- L, ik
MORBSRE T VAN ) 7T 7 4= X VIE LTz, BAOFIR R TH D15 5 53 THhRIEF~D KU
RED AT Lo A, RHMAMIRIZ )9 2 M VARRR P O BE OIREEHLIE 0.21~0.67 LR o7, Eoikh
24 FEIT£IZIE, 3 L 729 C oM ©E BIR AR ICHE L,

B)ET~DFITHE
M ERR L
<% NEAT—4 BOKS5) >9
LR 7 a X4 500mg/day #& A& 54 CHRE 5 RE%ZOBATOLR7axd oo — 7 REIX
8.2ug/mL C, W DL DIMAPRE & FFRE O F~OBITH R T,
<#MT—4% (Tvhk) >
HEER% 11 HROBBET T v M UC LR 7 a ¥ 2 0% 10mg/kg O & CHEIFFIRNE G L7-H, 3L
T RO B 1 X B ) O W ERFE T d D #E 5 2 B4 1C 1.73 pug eq./mL (25 L - B%RBFIC IR L, #5- 48
BRI 32 IR IR RN & 72 o 72, $%5- 8 BR[I#% £ T O FLI R B B8 13 M S v O RE B % 18] - 72,



VIL_ EYEhfelc B9 5 HH

(4B~ DT
ZEER e L
(B)E DD BB~ DBITHE
1) K& - P~ DBITIE

BEIZVART7 a0 1[0 500mg & 60 7 CTRIEFTE L7256, B (RO BALE 0.5~4 FFf#1% TXf
MmAEPIREEL © 0.45~1.54, n=5) | NEFENAM (AUMBALG 3 Rt xR © 1.78~2.16, n=2) .
AE AR (R BRAG 3 BRRI#% Tt i kL - 1.37~2.31, n=4) . M5 (HIEBRLG 3~7 BEfEl# T
SEMAER AL 0 1.17~2.21, n=7) | JEMEPNEB R (AR BIAR 7~9 IRFfE % T iR L b - 1.35~2.30,

n=3) \ZBATIEZ R LTz,

@ w4

fEFERR N B 8 BliC LR 7 m 430 500mg % 60 43 CHIELSMEFE L, MR & g o R EHES
ERE LT, LR 7 a9 3w OSSR TP S B A2 1 R RS E L 72 0 | R - KRR T

HERSERD BILE,
A~ OB
Wi | n b AL R Ll Pt Tt
(hr) (ug/mL)
W 8 500mg Hi[A] 1~24 0.39~6.99% 0.72~1.03

a @ FBUERF RIS D VIR - KRR R B O i (R~ i
kLA TZrIY UL LT

@ MBEMPET. BERET. BoWwY. BEERBHRZ 781-19

xb B APEHSEROYRE 2 F, SIEIREROEERE 4 G, FEPNEEOERE 2 fIXOFEE

AR OHERAE 6 B, MR OHYERE 4 B

O BEREICLAR T XRY 0 500mg &2 1 H 118 60 43 T AR ERE L, ISR IR AR,

Feoy . MEIERNB IR, KOS h R HERS 2 et LT,
fEZEREY. FEERRT. BOMHRUVERERNBHESNDHT

T I P AR P IRPXE ] s
r) (mean = SD) (mean [range] )
JEZENE - 2 500mg HilA] 3 19.2+7.5ug/mL | 1.97 [1.78~2.16]
JIEAE B 4 500mg Hi[A] 3 12.0+3.1pg/mL | 1.82 [1.37~2.31]
[ 53 W) 7 500mg Hi[A] 3~7 9.4+2.2nglg 1.46 [1.17~2.21]
HEREPNE iR 3 500mg HilA] 7~9 12.9+6.5ug/g 1.95 [1.835~2.30]
¥1: bAh7axHhr LT
<£%E .  BOKSE>
AILERAABE A~ DFEAT 4349
I - K% n e b g1 % mH (hr) | AR - FERR PR 2 e I Pk
10 500mg Hi[dl 2~6 6'44%;—;%;;%/ & 1.162+0.256
AN RAE R
5 500mg Hi[dl 2~3 6.9942.649,8/g 1.166+0.384
(=)

¥1: LAR7rFHo LT
%20 (CEXE) ABIEREAITI T 2 EIRUE « AL P e BE oD S Rl ~ fie v i
(rmfl) BB O B kP O i




VIL_EYyihieIZ B4 5 I H

<$%E . NEAT—F BOKS5E) >

TEFER A ITEBF I VAR 7m0 500mg Z HERE O G L7256, RIEMZBHK (&5% 0.5~
24 W] TxbmAE P IREELE  0.2~1.5) | K& SR (e 5-4% 0.5~8 Wi Txf i AL kL 0 0.9~1.8) |
KB SRAYEASHR (5% 0.5~8 W CXRIMAETIREL : 1.1~3.0) | v/ n 7y —v (5% 0.5
~24 WFR]CXMAE TR EELL « 4.1~18.9) | JiifHak (5% 2.28~25.43 B¢l Txf MR © 1.06
~9.98) ITBATHEEZ RLT,

ik - RRIRE

o ~ I I o
it - A n b g1 BB e et | b
g g 1.6~18.4pglg
REL7 a) . ~ . e . ~J.
ik 16 | 500mg HilH] 2.28~25.43 oy 1.06~9.98
e e 4.8~8.3nglg
XE d 500 a) 0.5~8 0.9~1.8
=S L 35 mg Hi[a] CEH()
4 | 500mg/H 5 AP 4~24 0'7:%2‘1‘51“]4 —
K= 3 O weiniid 5 9~ 10 9ne/mL,
500mg Hi[H] @ 0.5~8 o7 I IRgm 1.1~3.0
35 mg e CFAf)
13.8~97.9ug/mL
500mg/F 5 F [P 4~24 —
B 4 mg/H 5 H R CE#1E)
Wiz w77 =2 16.2~46.9ug/mlL
500mg HifH @ 0.5~24 47730 Iugim 4.1~18.9
35 mg e A1)
4.33+0.96pg/mL -
(xEE)
500mg/24hr X 3 [f] 0.5~24 =
0.8~4.0pg/mL 0915
o CPA1E) 21
Fe JGJIENEB iR 6
6.79+2.05ug/mL -
(xEE)
500mg/12hr X 5 [f] 0.5~24 =
1.2~6.7ug/mL 0519
(CF¥1E) ’ ’
+
11.770.81pglg 1.37+0.34
o gt (I i)
B G 10 | 750mg/H 3 H 0.5~24
3.2~11.9ug/g 15~d7
(CF¥1E) ’ ’
[FIRYAEE ki 20 | 500mg/H X3 [A] 0~24 — 3.09

a : 500mg $E % i

b : 250mg HE &

c : FRHENATIC LV BHH

¥1l: L7 oL T

*2 0 (HPH) BARMSHE - ARk IR B~ S e (R - R R
CESE) SBIENESICT 2 IR - MR IR O ARl ~ S5 s il
(Bernfil) BT O I R AELRR PR B O SRR i



VIL_ EYEhfelc B9 5 HH

<#T—4% (Tvhk) >

UC Rk LA 7 X % 10mgkg OHETT v MIHEFIRNE G LTz & & O, kiR
FEHERS 2 IRFRIToR UTe, S, RINIIR,. BERE, ROV & & BR\N =2 < OB T O it BRI X5 ) O )
ERRTH L8 G 5 0 %RICHREIREZ /R Ui, #5 5 0% OMEBTPIRE X, KN, /MK, IRER, ~—%
—MR. HEWE. BEIERG, RS, KEIR, R, K OUERE RSO/ CligF OREZ LRIV | FRiC
R i K OV C i O R BE S i RR S ATz, - 48 BEMIAICIEZ < ORI CRIHIB A RIS T L
TR RAE. ITIE. IR, MR, BRE. RISZR. R OKRIBITARRREE O BN RED TR bz,

vy MIMUCEEHLARTOXY L D% 10mgkg DAE THEFIKNZRS L-HOBBFPRE

. VA7 ad Yo o MERE (ug eq./g or mL)
54y 2 I 48 BFH]

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 17.08+0.84 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 Bl D E i £ AR TE (R 72




VIL_ Y Ehielc B4 5 IH H

2) MmEk~DFAT (in vitro)

Invitrol\ZB 1T 5 UWCHEH LR 7axH+ Db MLER~OBITERIL 37.0~39.4% ThH o7,

MERA~NDFEITR
LART7 m Y URE (pg/mL) BATR (%)
1 39.4+1.2
10 38.56+£3.5
50 37.0+4.7
n=3, mean=*SD
(6)MIFEBEEE

EFER AN VAR 7 e 40 500mg & HELSHEEHE L7254, ex vivo TOIMBEE [#EA R
~12 BERIZ IR W TR AiiE TR 29~33% TH - 7=,

a% (%)
SRR PR IR (hr) 1 3 8 12
500mg Hi[r] 29.1£3.63 31.5+3.91 32.3+£3.81 32.8£5.00
n=8, mean=*SD
<sE>
E rREBFEESE (in vitro)
LiR7adxY o U BE (ug/ml) fEEE (%)
1 36.2+£3.2
10 27.9%t1.5
50 26.3+£1.0

6. X

n=3, mean*SD

B

(1) BRI R UM BHRER

1)

LARZ70X4S U DOHETE KBRS

MIEBRAA 1

PN MO L AR 7 v 3 3 o 2 BRI RN G L72BEN 6, LR 7 1 54 0 3LV RO &5 2

RV RFEsh2 EEZLND,

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

JIvy 0O AR N -F X %1 Kk R A FIVIE

(Glu: oo gg)



VIL_ EYEhfelc B9 5 HH

2) RAPHKHY

RERASME S HICL A7 a4 0 500mg 2 1 B 1[0 (60 oM AHEE) 7 BRENERS L L&,
¥ 5% 24 B COBRBRTHEMZRIL, RE(LEDEEED 79.26%. i A FIARD 0.94% ., N-F %4
A FIEN 0.76% T -7,

QKB5S 58%E (CYPEH) OHFE. F5X
LAR7ax Y U FETF, B b CYP o FRFRORETAVEEZE M Z7a Yy —2b v Fa—vayr
L. ERBIEREEAIE L, ZOMEE., LR 7 ox4%2 0% CYP 41k BASEm iR IR 1L
*4 2% ICs0 1. WL d 100umol/L X 0 Fdr- 7=,

QG)EEBEROEERUVZEDEE

AR

HRBMDEEOEERVENLL, FHELE

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

(FEPE R

TERERR A BIE 8 BllIc LA 7 m 420 500mg % 1 H 1[8] (60 4y HE) 7 AREIERG L&, &5
% 24 B E CORFER P YRR IT, REAEDSE LG ED 79.26%., Bl A T VKRN 0.94%, N -AFHA KK
2R 0.76% TH -7z,
LRZaxH o r REOBAF VIR, N-FxXV 4 RIK, BLRBEAOFEHERRIZ 4 2 PLETEME 2 JlE L
TR, MATFAERZI LA 7 U EEREICE > TRIZERWL 1/64 (FOPIEEEZR L, N -4 %4
A FRIZZ T ARRMERE O—FITx L THWIEEEZ R LTc, —F, BREBERICIIPEEEZIZE A RO LN

2otz

7.8

(1) ER L B MR B
ELLTEETH A,
FAREAARD R PR L 0 RS ET 5,

()=

R LA 7 1 X320 500mg & 60 43 [ CHELRFEEE L7256 AiE G 0~4 FEfH £ TOFEH R
RIREE X, 513.38ug/mL, #5-&EICkT D PG 72 FEf £ TORZEILKRD R HEMRIT, 93.9% CTH -7z,



VIL_ Y Ehielc B4 5 IH H

8. FIURKR—F—ICET HER
Cler 2RERIRABEE %2 LAD Z Enn, LA 7 a0 UIRME THIIN TS EE 2 bb, 0ATI
KON OAT3 OLERITH S 7 X%y K, MATEL, MATE2-K }, O} OCT2 OLEEREZ o2 A F 20 &G
T %L, CLler BENEI 36.8% K TN 23.4% K F L, FRMPER Lz ( [VIL1.(4) 2 AF P, TARRY
FIZk B8] ) .
VAR 7 v %43 U OPRME 3 A T = X IR S TWRWA, in vitro RERTlX, PFEYX X7 OIE
ThodZENPEINTWND 9, F70 Ba RN A W2 I IAZRBRICE W T MATEL XU MATE2-K
DOLR7 v X4 o UEEEEITERWZ EARE STV D 6,
FHE DWW TIX, in vitro T P-HEX > /3271 ZxF 5 1Cs0 23 1644uM & E TV 5 40, 500mg % A G- L
72 & Z D Cmax/ICs0 1 0.1 it & FHH S 4L, BRRTP-HEY V37 0 LT AR E 5 U 27 (TR &
Ezohnb 4, £/, OCT2, MATEL ¥ (X MATE2-K (2545 ICs0 1%, Wb LA 7 m ¥4 500mg &
BH%D Crmax £ 0 < ZTNEI 127uM, 38.2uM KT 81.7uM L3 ST 5 4649,

9. BMFICKBHRER
M7 X% CAPD X, KNG D LR T 042 VERE~ORBII DI LGN H Y 05152 ik Db
I FIARELEZ BND,

10.BFENERERIT HEE
(MEBEHEEREERE
REFIICR DHEERDBE/ S A -4
REEHEMEIE T A —Z 2, LR T o5 o0 2 BRI FEFICHEE S FEAOHET, 7T HIH
SAR SRR EHE L7256 OFEWENRE N T X — 2 ZHEE Lz, BRI FEEF T RED ERIEED T
# 57 A H O AUCo2an (TBHEREIEH 12 500mg 1 H 1 BIRE R EHE L7256 & RERETRO bien

-7,
E%%%ﬁ% . %%%@Jﬁ?ﬁﬂﬁﬁ’ rofl'ﬁﬁ L7z/"F A _&E D
(CLer mL/min) MEROCHEDBEZR -
C 1 Cmax (ng/mL) AUCo24nr (pg-hr/mL) 2
50=CLcr 500mg % 1 H 1 [F#& 5 Crnax=12.26 AUCo-24r=111.75
#JH 500mg % 1[0, 2 A HLL
é maxg . . - !‘g .
20= CLcr<50 % 250mg % 1 Hic 1[5 5 6.13<C 8.15 55.87<AUCo-24nr =106.36
#JH 500mg % 1[0l 3 A HLL
é maxg . . - !‘é .
10=CLcr<20 ¥ 250mg % 2 Hic 1[5 5 6.24<C 7.15 53.18<AUC0-24n: =76.11

1) KE 60kg & L7255
E2) FHEESTIX AUCo48n X 1/2



VIL_ EYEhfelc B9 5 HH

=&
fEEEmE s (65~T9 %) KROMEEIEEEE (20~45 %) ([CL AR 7 xH 0 500mg % 60 43 CHE S
FRE L7235 A oA h R RS i OSSR EIRE ST A — 213, kD LB ThHoT-,

HEAHEFHIRICES T 2aRBERVIESHEDMRTNREHER

(ug/mL)

16
FEEE B (=12)
S#E B (n=12)
FEEEE LM (n=12)
BEE M (n=12)

(O b 2

g B B

mean=SD

T
0 4 8 12 16 20 24 (hr)
B

BESHERVBEESHEICESTSLR70FY L2 500mg
HE SER TR OEYERE/T A —4

Ei n Tmax Cmax AUCO-24hr
(hr) (ug/mL) (ug*hr/mL)
T 24 1.00=0.00 11.19+2.26 | 75.98+11.51
FEE S 24 1.00+0.00 9.25+1.94 56.63+10.89

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

1. 204t
TR L



VI Zzs4efh (B EoiEEss) (CBId 5HA

VIIl. £ (ERLOZIESE) T3 HER

ZERNREFDER
BEEIN TR

2. EZ (ROBFICIFEZRELEWNI L)
(ZhEELE)

2.1 ARBNOSy EA 7 v x4 2 ok LIRBUE OBEFERE O H 5 BE [9.1.2 B3]
(REZDEELEBLIN)

2.2 IR SUTIER LTV D IBEE O & 5 1tk [9.5.1 B ]

23 /NE%E [9.7.1 2]

e -

(ZhEELE)

21 NEEYE] ORIERO S 5 EELOLEFEFHEHTH D, 20O X 5 R EBHE TILRBUENFEHET 5 /RN S
ZoNBT70, AEIDRKS Xiﬁ7m%#//($ﬂ@ﬁ%% YThHhLLARTaxY R, TEIKRTH
HATRXY L O—ONFEN S IKTH D) 1T X HWBUEDOBEENHI LB, ARl s %
BETDHZ L,

(RIEEOEELHEREIN)

2.2 [VIL6.5)iEsH] =P

2.3 [TWI.6.(7)/MR] PR

3. MEERIIHMRICEET HFE L FDHEA
REI N TV

4. RAERUVAZICEET 538 LT NDER
[VAREZRUREICEEST 535 2R



VI 24tk (B Fokss) (355

5. BEERERMIE L TOERH

8. EELERMIEE

8.1 AAIDMEHICZH = Tk, MHEFEORHEZLE <20, JFHIE U CTEZME2 MR L, BIROIRER FnE
I/ NROEI OB HIZE LD &,

82 RHNZ LD avy s, TFT 74 T7F v —OREEZHMFECTMTE D HERRNDOT, ROMEELELLHZ
&

8.2 FANCHEEREEICOWTHaRMZEITI 2 L, 2B, PUAWESRICL 27 LAX—RIILTHR
52k, [11.1.1 3]

822 BHIZEEL T, Ty a v 7 E KT HREBNED LD L LTl 2 &, [11.1.1 2]

&23&5%%#%&5%T%i? BEEZREOREBITHRIE, HoBlEa21TH 2 & RS HIGE
BITEERBIET 2L, [11.1.1 ]

3 BMEEENDHLDPND Z ENRH LT, HEHOEIRS, GRE LD R OBRIEICHEE T 2 BICI3E
BT 2R BEFEICHDTHAT L2 L,

8.4 KEWKE., KEAMFEEZSIER T2 ER8HH0OT, BEREFDICTH E L bIT, B, M UTiss
IR FEOTERR S LN TG A IIELICERMOBELZ T 5 L) BEICHEET 2L, [9.1.5,
11.1.16 /]

8.5 RHIL NI L D 5A4101%, Risl

S

S TITAT O 2 &

fiRER -

8.1 MERICHBEOTEEREETHS, [HiEEWERAOSEH EOEEFHEOLEELIZOWT) (199341 H 19
AL 5 5) IZHEV, BE Lz,

82 MIWRIZL DY a vl TFH7 4 7F v —OREEFMEICTINTE S HEF 2V, FIRNE ST 5B0OER
HIE 2 0 A LREERSO [HIEER ST 7T 7 4 7% =W OHA FT74 > (2004 £/ |
WO X REE LT,

* A EIE (B AL WL RRABRMANEESRNKISRFREIES) © BALERE YD M
2004;52(10):584-590

8.3 AANCK W TEMEEZORERANRS bbb D Z ENH 5O T, HEHIERS OMMEREICE T 52 1EE 425
#H L7,

84 7AnuFx ) n RIEEOMEHIC LV KRENRE L CKREIRMEREREL Y 2 7 O L5 -2 R/0ed g Cc o
SERIFSE 5350 J ONfES N C DR ARSI BE T 2 JRERIRAIFE sD O 2 & 2. %E LTz, 7ok, KREWRE T
KENRAERED YV 2 7 RFI2IE, w7 7 VREGERE 1A R« 7 ¢ —VIEBEREOM, =— T X « X m RJEfRE
. mZERE ., EARMEEIRSE, N—F = > ME, mlLE, 77 2 — AEREESE S & £ 5 (TVL6.(1)
Aﬁr BERZEOHDHEH 9.1.5) L8.(MEXLEIVER & MR 11.1.16) &) |

8.5 RIHL%E, RHIHBEGNULERIGEIT, BWEHRBLUH T OBIENLNE LB LN T2H, BB Z +5701AT

&,

N1
(Y



VIL.

el (I EoEEs) (BT 5EA

6.

BEDERZEITHEEICEHIT HIE
(1)EHHE - MEREDHLHEE
9.1 AHHE - MEREDHLEE
(EF| 8D
911 TANAZFDEEHERIIEICNODBREROHDEE
AL Z TN D,
912 X/ OVERBEICH LEBECBREROHSEE (F-1ZL. RFXGFFI70FH S UiTxt LIBBED
BEROHIBEIZIZBRELEWNI L)

(2.1 2]
913 EFGLEER (FEIk. ELELKRES) OHLEE
QT IERZH T LD D,

914 EEMENEDES
JERZ B SEDL 2 E0H D,
9.1.5 KRBIREXRIIKEARMHZEH L TLIEE, RBRBR T XEMRGEHOEE. KEEELEUYRY
EF (RILI77 VEEE /O R - T4 —VERRE) 2855555
VNS U CHBREOEMEZEET 5 2 &, MOEZMRICEBN T, Zdax ) o Rmfi#EE
B KR K OKEIRAREE DI E Y A7 NN LT OMENRH D,  [8.4, 11.1.16 ]
Ny TEED
9.1.6 > -MHLFE. BFE., R 70— CEERE. TrIVLOERNERELLLEE
ANy ZRIENTE T P U AREEN TV D,

iR e -

(BIF|HiE)

9.1.1 ERNAOHIEEFRBRICBNT, LR 7o x4 0 O IC L 2RO FEN/HE STV D, KR
UL D OREERED & 2 BE TITRBEORBUEE N & < 72 D ATREMEN H 2 O CEEICE S T5 2 &,

9.1.2 ¥/ 1V RPUEIEKITx LiRBUE OBEERE D & 5 3 CTld, AR 512 X0 MEUER &8 = 3w etEn o
LZOTHEEICEGTLHZE (M2EZZABREZTOER2.1) 1) |

9.1.3 HERUEREZATHEFETIX QT EEORELY 27 WE D Alfetnid 5, A&l QT/QTe MFHIZ k3
DB ONTIRFTT 2720, FR A Z x5 & U7 ENERRRER A FEiE L7223, B 5203 QTc MR DR
ITRRD BRI -T2 88, Fio, YUERE Zxt5 & Lo AR OENERRBRICBWCH QT MRICEET 5
BERGOWE T e oTz, LM LARNL, ZhE TOENIAOTIREHEARRICBNT, LR7ax)v
YOMAIC L2 EER QTIEROBERH D Z b EREROVKEEZ AT 2 BE CITEEICERGTHZ L,

914 o7 NFux /) n L RPEE (Vryaxdr dFrvuxyr SAvnxdir (ERRAR) )
OEFPRRI IV T, MRFHEEENEANRO O, 2007 VA e X ) a0 RZPEETH RO
HEATHAEMERH D2 ENME SN TND 9, Fiz, [ERNAOTIRESHRRICBNTLAR 7 r x4
L OBEMENRGTE TE 2V THEEFEIEOE( ] BNHE STV D, BEAEM I EO BT IITEE
G52 L (VLS. (1)EXGZEMER EMHEIK 11.1.15) ZH)

9.1.5 MAMIIBNWT, 7 A r X o RPTEHEREC L 2 KENRE UL KRERAEEED R ALY X 7 OB i
SNTNG 53560 (VI EBLEARMEIELZDER84) | VL. (1)EXKLEER L MAALEIK 11.1.16)
ZH)

AR 51D

9.1.6 v ZHAl (500mg/100mL) (Zi%, 100mL FIiZHLF R VU 7 A28 900mg & EN T\ 5728, 9 oItk
DARE. BRE., x7o0—ViEER. Y Y AOEBERARELE 72 5B T EE IR ST 5 2L,



VI 2zttt (B EokEgss) (CBd5HA

QBEHREIEETERE

9.2 BHeelEERE
O AR EE OFRHE AR b TV D, 7o, MIKENT XX CAPD (FRgiIs RIERSENT) (X, NH
HOLVRT X URES~OREIIDRNERENH Y 505152 FHEOBMEGIIAELEZ O
%, [7.1, 16.6.1 ZM#]

fi#Es -

AENTBPTL OFEAITH 0 | BHEREIME T LTV 2 B Tl BHEREEE ORE IS U TR O M AREN |
U, B REN T 5, BHEEOREIS U AL OCAREZ BRICE R, #5MREZ2FE L. Fic
EEOBKEREERE CIIEEICEE TS 2 ( [VARERVRAEICEET 3335 2R . HEMAERYH)
REETNMCHESE BEOBHAE (Cler: 7 L7 F =027 VT 70 R) MET LGSO EEIRRE (A% 500mg
1 H 1 ELEEEER) B2 EEH#BEY I 21— a Lzt 2A, Cler NMETFTAICo0, LARY
a2 XY oM HREE B L (TVL10.(1)B#EEEEEE) 2 . 28, MikEH XL CAPD X, &N
NHEDOLRT7a Xt UBRE~OEBII DN ORENH Y BITHROEMBEGIIARELEZ LD (VLY.
BRFICKDIBRER] 1)

(B)AFHaEIES B E
BREIN TN

MEFEREEET HE
BEEN TV

(5)bE47
9.5 1ttm
(REZFOEEGKEAUN)

9.5.1 fEM XUFIEHR L TV D ATREMED & D I EIZIT & G- L2 &, B3 (7 v ) CTRIESEERHI O

FEIZB W TR OFERIE L AR OITERERLENBD b TWD, [2.2, 9.5.2 B3]
(RESFOEEGKER)

9.5.2 fEM XUTIEHR L TV D FIREMED & D I I, IR O AWML ZE L CTikbGT 252 L, [9.5.1 ZH]

gt

(REZFOEETHEEUN)

9.5.1 W FEER TIHEFTIAEITRD S TWRWA, B M TOEIRP OB GIZEE T 2 LT L T
P> T, WM XAFIENR U TV D FTREME D & D B ICIFARI O G20 5 2 &, 7272 L, RIAFOEER
WREBIZIRD . BB EoFEMEEZBE L CRETH2L ( MM22RAREZTOER 2.2) KO [X.2.(5)
AEHESMHHR 20) .

(RESOEERKER)

9.5.2 [ SUIIEIR L TV D ATREMED & S otk ) 1S3 L T, BREGHER L LT0D 2, RIEFOHEELRKEIC
BOTIE, 1B EOFRENEEE EB 5 & ERENHRT 5504, ETHZ L,

(6)#=ZFL.17
0.6 EILiE
BALZWZENLEE LY, B FAHHFA~BITTLZ EnREINTND,




VIL.

el (I EoEEs) (BT 5EA

7.

RN -

P FER THI ~OBITNRO LN TEY (BO&KS) . £7-, A7uxH % b b 6 #iC 200mg HEFH 5
L7, 1 BRI CRcR 1.33pg/mL, 3 B THK 2.01pg/mL MNEAFICEITLIZZ Enn, A7uaxHh v
L RO FEEMAL 25 E LT,

(7)hR
9.7 INR%E
(REZFOEETEAUN)
971 #HLAaWZ &, /NEEZ MG L U BRFRBRITER L T\ e, BiER R, HomRK (13
n AR . T v b)) CTHEERESARD LN TS, [2.3, 9.7.2 2]
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KIE DR S 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
Inc. 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 [MDRSP)),
Haemophilus influenzae, Haemophilus parainfluenzae, Mycoplasma pneumoniae,
or Chlamydophila pneumoniae [see Dosage and Administration (2.1) and Clinical
Studies (14.3)].
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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
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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.
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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 Pneumonia? 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

(cUTI) 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.
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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, Fscherichia 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*
. . 8 mg/kg
Pediatric patients <50 kg (not to exceed 250 12 hr 60 days*

and > 6 months of age
mg per dose)

Plague®

Pediatric patients > 50 kg 500 mg 24 hr 10 to 14 days
. . 8 mg/kg

Pediatric patients <50 kg | () ovceed 250 12 hr 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)]
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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 ay
. 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 }7150 mg every 48 then 500 mg every |then 500 mg every 48
ours
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‘treatlng No information on
. uncomplicated . . .
250 mg adjustment dosing adjustment is
. UTI, then no .
required . available
dosage adjustment
is 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,
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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 Table 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
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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.

#[E D SPC
(Levofloxacin

5 mg/ml solution

for infusion :

Mercury

Pharmaceuticals

Limited,

2024 429 H)

4. Clinical particulars
4.1 Therapeutic indications

Because of the risk of prolonged, disabling and potentially irreversible serious
adverse drug reactions (see section 4.4 and section 4.8) this product must only be
prescribed when other antibiotics that are commonly recommended for the infection
are inappropriate. This applies to all indications listed below. Situations where
other antibiotics are considered to be inappropriate are where:

* there is resistance to other first-line antibiotics recommended for the infection;

* other first-line antibiotics are contraindicated in an individual patient;

* other first-line antibiotics have caused side effects requiring treatment to be
stopped;

* treatment with other first-line antibiotics has failed.

Levofloxacin 5 mg/ml solution for infusion is indicated in adults for the treatment of
the following infections (see sections 4.4 and 5.1):

* In Complicated skin and soft tissue infections / Complicated skin and skin
structure infections.
+ Community-acquired pneumonia

+ Acute pyelonephritis and complicated urinary tract infections (see section 4.4).
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* 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
anti-bacterial agents

4.2 Posology and method of administration

Levofloxacin 5 mg/ml solution for infusion is administered by slow intravenous
infusion once or twice daily. The dosage depends on the type and severity of the
infection and the susceptibility of the presumed causative pathogen. Treatment
with levofloxacin after initial use of the intravenous preparation may be completed
with an appropriate oral presentation according to the SmPC for the film-coated
tablets 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 5 mg/ml solution
for infusion:

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

Indication Daily dose regimen Total duration of

(according to severity) treatment?

(according to severity)

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

Impaired renal function (creatinine clearance < 50 ml/min)

.. Dose regimen
Creatinine clearance €

250 mg/24 h 500 mg/24 h 500 mg/12 h

first dose: 250 mg |first dose: 500 mg |first dose’ 500 mg
50 - 20 ml/min then 125 mg/24 h |then: 250 mg/24 h |then: 250 mg/12 h
19 - 10 ml/min then 125 mg/48 h |then: 125 mg/24 h |then: 125 mg/12 h

< 10 ml/min (including |then- 125 mg/48 h |then 125 mg/24 h |then 125 mg/24 h
haemodialysis and
CAPD) !

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

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

FElderly

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 5 mg/ml solution for infusion is contraindicated in children and
growing adolescents (see section 4.3).

Method of administration

Levofloxacin 5 mg/ml solution for infusion is only intended for slow intravenous
infusion; it is administered once or twice daily. The infusion time must be at least
60 minutes for 500 mg Levofloxacin solution for infusion (see section 4.4).

For step by step instructions see section 6.6.

For incompatibilities see section 6.2 and compatibility with other infusion solutions

see section 6.6.
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PNE[F S e 8 USE IN SPECIFIC POPULATIONS
(LEVOFLOXACIN-

8.1 Pregnancy

Pregnancy Category C. Levofloxacin was not teratogenic in rats at oral doses as
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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+ during pregnancy (see section 4.6)
* in breast-feeding women (see section 4.6)

4.6 Fertility, pregnancy and lactation
Pregnancy

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

Breast-feeding

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

Fertility
Levofloxacin caused no impairment of fertility or reproductive performance in
rats.
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5.12 Musculoskeletal Disorders in Pediatric Patients and Arthropathic Effects
in 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
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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, 1,534 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 (1,340 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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Levofloxacin 5 mg/ml solution for infusion is contraindicated in children and
growing adolescents (see section 4.3).

4.3 Contraindications

Levofloxacin solution for infusion must not be used:

*in children or growing adolescents
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