202 3F48%ET (B 1 145R)
AAREZEEFRNEES 876241

E #2 S 4 v 4 E 2o — 7 ## — L
BARRBRERENSD | FEEESEE20 1 SITEMML TERK

LERAZEO R AR
axxms LARI2OXYS UiE
LAR7O0FXFH S U8 250mgHETL]
LAR7O0FH S U8 500mgBETI]

Levofloxacin

#l Wl 7o nba—F 0 Uk

A 0BG R G AGEERL EE-EMEOLNTRICLVEHTDSZ L)

1EEFLART7 e K EU TOESET 5,
b I - . & 8| H250mg:256.2mg (LAR7uxH & LT 250mge)
$E 500mg : 512.5mg (LR 7 ¥4 & LT 500mg)

4 . LR T axgo K

—_— 119
ﬂx % ¥4 : Levofloxacin Hydrate

EEBEAHR 2015642 H 16 0
SRAMILVEIE; - 20154E 6 H 19 H
FEEEAH :20154-6 H 19 H
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MBI - XTFAB

F% - SLERT (WA) -
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FRIEPET, IFAHL ETHIRMICEEZMTT HDHEREM THY, 5% ¥ —Xy b TORA
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EHT20ERD D,
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I. MEICEHI HIEH
1. RAROEE
AHNI VAR 7 v x4 kW B REGr &3 2 AEHER O IE A CH 5,

LA T7a X 8 250mgl HIE T | KON TLAR 7 %d 8 500mgl HIE T (3,

e TRk A e SR 38 dn & L CBARE 2Rl L, MUK ORI iE &2 30T, R,
FEW R R MR & 92 L, 2015 4F 2 A 16 HIC/KGE 2 HUfS, 2015426 A 19 HICiE %
PG L7z, (JERFESR 0331015 7% (P 174 3 H 31 H) ICRAS S /KGR HIGE

VAR 73 o 8E250mgl HE T ) LN VAR 7 a4 2 5E500mgl HIE T 1%, 2016

F1IH6HA T I <M)SERE > MR, <EIE > MfEEE K O OMOFERZAE] OZhEE « ZhE
MBI E 7=,

2. HROBERFN - BFEIFORE

(1

)

AANL VAR 7 v 43 LK) 2 A 200y &4 % IKFIRRE D HIE A TH 5,
FERIOMEIC R4, a8, HAEET L,

PTP v — MIE Yy Far br—na2fT, 18I LITHD4, aREFmr LT,

PTP > — M OEmIZIX HIEHA) KL L,

BARAREIER BEERH) & LT, vavy, 7740 7%v—, PR EEfRE
(Toxic Epidermal Necrolysis : TEN) , 5 J&fEEAE B#E (Stevens-Johnson JEMEHRE) |
et QT R, =E#HH1 (Torsades de pointes & dp) , AMEBEE, BIEMHBX, B
SERTZE, FPRRERREE, BEUE, JLMERECDE, MREERIERE, WitEgm, mhsasd, ME
PERGSS, SFRRERMENGZS, (AREME RIGR O IMAE 24 5 EE /A KGR, SO RARE, (Kifn
W, 7% U ARRRK, WEWTRSEOMREE, $5EL, AR, 15 OEORMER, ek m
%, BIEMESJEOEA, KEWREE, KEVIRGEEE REFREESHRE SN TNV D,



I. &¥#ICBE9 5RE
1. HR5E4
(1) M4
VAR 7 a4 UBE 250mgl H & T
VAR 7 a4 U8 500mgl H & T
(2) *4%
Levofloxacin
(3) AMDHEE
—ix4 K0
2. —&4
(1) M4 (G4XK)
LR 7 advukfy (JAN)
(2) #4 (4K
Levofloxacin Hydrate (JAN)
(3) RTL
TV 7 AR PLE S © -oxacin, -floxacin
3. BEXANIEFER

HyC /CH3
K/N N
| * 14H,0
F CO,H
0]

4. 2FRRUVSFE
72 CisH20FNsO4 + 1/2H20
4y 370.38
5. {tF4& (4K
(3.5)-9-Fluoro-3-methyl-10-(4-methylpiperazin-1-yl)-7-oxo-2,3-dihydro-7 H -
pyrido [1,2,3-de ][1,4]benzoxazine-6-carboxylic acid hemihydrate (IUPAC)
6. ER4, il4, KBS, EBEES
i& 5 @ LVFX
7. CAS &S
138199-71-0



. ARRS2ICEET 5HE
1. MEEENEE
(1) 48 - R
B a~EABRORMS XA EOR R TH D, (BRT, BRITHEV, )
T Ko TIR A TR AR D,

(2) BfEtk
HEE (100) ISR, AUIRAZ 7 —MTRREFIZL <, =& 7 — (99.5) T
FIZ <,
0.1mol/L MiFalik \ZI 1T 5.
(3) WiEtE
R L

(4) AR (HBR) , R, BRER
Al 59 226°C (4fiR)
(5) BIGEMBTEH
M EE R L
(6) HEFRY
M ERR L
(7) ZDMHOELRIEME
BESEEE [al ) —92~—99° (BiAkMICHE LIZHd 0.1g, A% /—/b, 10mL, 100mm)
2. AMHSOEEELHTICEITHREN
M EE R L
3. EMES0OmERRE
(1) SRAM AT )
A DRI Z D E WV AT MAVERIEL, RED AT ML ERFOSA~Y
M ZHERT 2 & &, WHEDANT RUEFE—KED & Z AIZFREROFREE DRI 2788 %
(2) TR AT R VRIE L
AENZOERALT U 7 AEEANEIC LV EBRZITV, RO AT MLV ERGBDOSHA~T K
ARG 5 & &, WE DAY MVIEE—EO & 2 AIZEREOTRE OWIN A 780D
. BRESDEEE
A 22T E VR
N TR 3 WML J@iﬁ%ﬁzf{%ﬂij‘é

N



V. ZFICEI SHEE

1. #iE
(1) FIORXA, SHEERUHER
oned LARZmd¥ o 8 250mgl HET] | LAY o X33 8 500mg! A &1L
47 HEETHBRA Y OO DT NENENETERA D O
il Ty AT —TF 4 T EMEDO T 4V ba—F 4 v T
v | @ E e | Gl Glne=
E A (mm) 13.6X6.6 16.1X7.9
JZ & (mm) 4.1 5.6
'H &(mg) 337 674
LR7axHi LR7axHi
ARER 250 500
HET HIET
wEa— R @953 @954
(2) #HEHIDOHMHE

( TIV. 4. BFIOFTERMT TSRS 2L ENE] OHSH)

(3) #Aa—F

( TV, 1. WAPBEOKH], B OWER ] OHEER)
(4) pH, BZEEHL, #E, LE, REOSRUREL pH 5%

LART7 w4 U8 500mgl H = 1)

1 5EH
VAR 7 a9 K 512.5mg
(LAR7uxH & LT 500mg)

e —x, hrAn—RA, b
Fefxsoelkilo—AX, 7=
WEATT U N T A BB
Ao—RA, <7 aa—)L 6000, Bt
FH, ZNT, = TRk,
TRk, hrrunsey

M ERR L
2. HFIOHER
(1) BRES (FiERS) OSE
W7E4 LR 7 a4 8 250mgl HIE T )
1 g
AEE Sy LR 7\ 343 KR 256.2mg
(LAR7uxH e LT 250mg)
Hmtlo—X, L ito—RA, b
Fefx o lkilan—RX, 7=
I NWEBEATTUNF R DL, BB
» Am—RA, ~71=—1L 6000, FL
FH, ZT, = R ek,
e =3V
(2) &y
( 1v. 2. (1) Ak (EMERRY) OF &)
(3) =Dk
BAE & 3EVAP

3. BEF AFOIBEICHT HEE

A L7an




4. HEOREEFHTICETIRENR"
(1) IR
Az o E R (40°C, 75%RH, 6 » H) %:ﬁof:%*% LR 7 axy U 250mg

THET IRV AR 7 a x4 68 500mgl H & T IE@H O g FicsnWT 3 FlL
ThdZ RIS,
OULAR7uxty 8 250megl HIE T ) ISR [REoZEriE (PTP &%) |
HIE A H oy hEE EREIT
<k > v BRAR 15 A 3% A 6 7 /]
IE2N LEV250T-1
<A TEHFRA Y OFEFAED LEV250T-2 Bk SRy Sl A
T AN T—T T EE> LEV250T-3
REAR LEVos0T-2 W o o o
- 15 (=] (=] (5]
(SR TARIRO B I E V) LEV250T-3
LE ) — 1k LEV250T-1 1.4~3.4 1.4~1.7
(GEY MR (%) LEV250T-2 1.0~1.9 — — 1.0~1.7
<15.0%LL F > LEV250T-3 1.2~4.6 1.4~2.4
SHIE (%) LEV250T-1| 81.9~98.2 80.0~97.4 80.0~97.9 82.0~95.3
<304, S0%LLL> LEV250T-2 | 83.3~96.7 84.8~95.2 83.4~92.0 81.2~94.0
LEV250T-3 | 82.6~94.4 85.4~93.0 82.6~93.3 81.5~93.6
SR (o) * LEV250T-1| 99.1~ 99.2 100.8~103.1 | 102.2~102.5 98.5~101.6
< 95,0~ 105.0% > LEV250T-2 | 98.4~ 98.7 98.8~101.1 | 101.1~102.2 | 100.0~101.0
LEV250T-3 | 98.9~101.6 101.0~101.1 | 101.6~102.2 99.7~102.8
X FHTREIIKTOERE (%)
OLvR7u XY 82 500mgl HET) iR [R&OERE (PTP @) ]
1 B by R PRAEHIM
<HHg > BH AR RS 1% A 3 »H 6 % H
<3 wﬁéﬁiﬁw o | LEV500T'
? *,%FEH;OW P LEV500T-2 e e e By
_ e LEV500T-3
a—7 4 T EE>
REARE LEVa00T-2 W o o o
- 15 (=] (=] (5]
(SR TARIRO B I E V) LEV500T-3
L) — 1k LEV500T-1 1.9~2.6 1.2~2.2
(GEY MR (%) LEV500T-2 1.0~6.8 — — 1.0~1.4
<15.0%LL F > LEV500T-3 1.2~6.5 1.2~1.9
GSHIPE (%) LEV500T-1| 81.1~97.2 84.4~97.5 82.5~94.8 80.5~96.8
<304y, 80%LL > LEV500T-2 | 85.6~94.6 84.6~97.9 82.3~94.0 80.1~92.8
’ LEV500T-3| 81.1~93.0 80.3~93.0 81.4~91.3 80.2~95.3
SR (o) * LEV500T-1| 99.9~100.2 100.6~101.6 | 101.1~102.6 | 100.2~100.8
©95.0~105.0% > LEV500T-2 | 99.6~100.2 100.5~101.6 | 100.6~101.1 99.9~101.4
: : LEV500T-3 | 99.5~100.4 100.0~101.7 | 101.1~101.9 | 101.0~101.5

X FRBEITHTOEAE (%)




(2) HEEOREESR

BRI : 2015/2/4~2015/5/18

OLR7u X4 88 250mgl HIET] #a%E  40°C Y, KEBEA]
HRERE A 2k PRAFHIR
<HIHE > &5 ekl 238 1% H 2 % A 3 A
PR n=10 HOTERRAY | A TEHBAY | HOTERRAD | A TEHBRAY | HETHRAY
<HE A TEHEIRA Y OFF JP210 OWHAEDO T 4 | OFERAFBO 7 ¢ | OFHFED 7 4 | OFHEO 7 4 |OFHAFO 7 4
MDD T 4V ba— INAha—F 4\ ha—TF 4|V ha—TF 4|V ha—TFT 4|V Aha—T 4
T T EE> 7B T 7§ T 7§
WHME (%) n=6
<30 4. 80%LIL> JP210 97.6~99.7 97.2~99.2 97.7~99.4 99.4~100.4 98.0~99.9
a8 (%) ¥ n=3
< 95.0~105.0%> JP210 98.3~98.7 98.0~99.6 98.2~100.0 99.0~100.7 98.7~98.8
Z% ity
( %ﬁgi’ig (N) JP210 194~211 191~212 194~217 192~220 194~226
X RTERIIHTHIEREE (%)
OVAR7uxH o o8 250mgl HET ) #ad  25°C - 75%RH [EYE, Bk
HERE A 2k el
<Kk > H5 BR G IRE 2 1 1% A 2 5 H 3 »H
PR n=10 HOTERRAY | A TEHBAY | O THERRAD | A TEHBRAY | HETHRRAY
<HE A TEHEIRA Y OFF JP210 OFEMEO 7 4 | ORI 7 4 |OFAO 7 4 |OFAKO 7 1 | OO 7 4
MED T 4L a— Nha—F 4|\ Vha—F o | vbha—F g | ha—F 4|V ha—F 4
T ThE> 7 B 7§ 7B JhE 7§
WHME (%) n=6
<304y, 80%LLE> JP210 97.6~99.7 98.3~99.4 98.4~99.0 97.8~99.2 98.5~99.9
& (%) * n=3
< 05.0~105.0%> JP210 98.3~98.7 98.5~100.1 98.8~99.8 99.5~100.6 98.3~99.1
% 4
(/%ﬁg:ﬁr (N) JP210 194~211 140~151 147~208 139~168 143~168

% RRRICHT B EHE (%)

OURT7 a4y 8 250mgl HE T #adE

=EiE, 120 57 Lx-hr

[D65 JJRGY 1,600Lx)

R
AERE H =S/ IR B
<> EF5 DR A 40 J7 Lx-hr 80 J7 Lx-hr 120 Jj Lx-hr
P n=10
p O TEHIFRA D OFF | A THIRA Y OFF | A THIRAY OFF|, .
< S DFF > > > i B
ﬁfﬁg J:’%;\AD:_*H JP210 |[MED7 4 L ba—|[HBO7 4 v ha—[FED7 4 L ha— b‘”“ﬁi@ﬁ‘ké
TS T4 T4 T4 >
YR HH 0 =
Jfﬁf é(/;;;f> JP210 97.6~99.7 98.9~101.3 97.7~100.2 97.8~100.1
> 0
=) * —
i’i of)1o5 0?/03 JP210 98.3~98.7 96.3~98.3 97.9~98.6 98.5~99.4
B
( %ﬁg:ﬁrg N1 5pot0 194~211 185~217 188~221 198~227

% RIS B EHE (%)




OUART7 ¥ ¥ 4 500mgl HET] #0025 40C DL, <EAR]
HERIEH =RV PRA7HAM
<> &5 BH AR IR 2 i 1% H 25 H 3 »H
PR n=10 P RAY LAY AN ISR MRV AVl AN s R MAY/AAY AN N Be AV AVl AN 5 Be AV AVl
Sk A Ay AN B THEIRAD O | A TEFRAD O | B TEBEAY O | A TERRAD O |G THBAY O
THERAD OF5ME | JP220 |KiFEDO 7 4 V| KEMED 7 4 )V | ¥EFFED 7 4 W\ FEFFED 7 4 VKSR D 7 4 v
D7 4N AT —F ¢ La—TF 4oV |\ bha—TFT 4T |\ bha—T 4T\ bha—T T |\ ba—T 47
WHME (%) n=6
<304y, 80%LLE> JP220 96.5~99.2 98.0~100.0 94.1~98.9 93.5~99.0 97.1~99.6
a8 (%) * n=3
© 95.0~105.0% > JP220 98.7~99.8 98.4~98.5 96.5~97.8 99.5~100.0 98.8~99.1
% i3
( %ﬁg:?@gﬁ (N) JP220 260~280 259~296 258~283 250~272 256~276
X BHTRERIIKHTOIERE (%)
OVAR7uxH T U8 500mgl HE T etk 25C - 75%RH [, Bk
HERIEH =RV PRA7HAM
<> &5 BH AR IR 2 i 1% H 2 5 H 3 »H
Mk n=10 I FTNTIENTEN| DT INTENTEWN | D TWNTEWNTEWN | D FTNTENTEN | D T INnTENTEn
SR YA =AY ) B THEIEA D O | A TEFRAD O | B TEBAY O | A TERRAD O |G THBAY O
THIERAD OF5ME | JP220 |KEFEO 7 4 V| KEMED 7 4 V| ¥EFAFED 7 4 W\ FEFFED 7 4 VKSR D 7 4 v
D7 4T —TF ¢ La—F 4o\ ba—F 4 o0\ bha—T o0\ ha—FT 40|\ ba—F 40
WHME (%) n=6
<304, 80%LLE> JP220 96.5~99.2 97.2~98.5 97.1~99.1 97.4~101.3 97.7~100.1
a8 (%) * n=3
=~ 95.0~105.0% > JP220 98.7~99.8 98.5~99.8 98.7~99.3 99.9~100.6 99.0~99.3
Z% ity
( ”%ﬁij’?’: (N) JP220 260~280 182~198 175~205 182~196 174~200

% RARIOHT B EHE (%)

OVAR7u X4 82 500mg ! H & T ) a4

iR, 120 57 Lx-hr

[D65 YEIRG 1,600Lx)

SR ]
HERTE H =35 FaBgE Y B
< Bk > R BH A6 40 5 Lx-hr 80 7 Lx-hr 120 J5 Lx-hr
< 5%&7‘:“2?7{;\@ DFTVENENET| 5 FTVENENAT| ) TOENENET| 5 FRENENET
CEEA D OFEMTE JP220 HFRAD OFGHIEZO | EIFEA D OFEHE O [EFRA D OFHEO | EIfRA Y Of5HE D
@;’;/VL\:_H?; TUNBA—F 4 | T AN B TA—F 4 | T AN DT—TF 4 | T g BT—F 1
w e 78 7 ke 7 ke 78
HEHPE (%) n=6
<304y, 80%LI > JP220 96.5~99.2 97.2~99.4 95.4~98.4 96.0~98.9
a8 (%) * n=3
<95.0~105.0% > JP220 98.7~99.8 97.8~99.3 97.2~98.5 97.4~99.5
P
(B5H) BE (N) JP220 260~280 257~291 248~2178 258~279

n=10

K FTREISHT2EAR (%)

5.
P RPRANA

RARERUBRBROREL

6. fhFl L DESELL (MEIEFHNEIL)

FARBAYA




7. BHH

(1) BHBE
LA 7 a Xt U 8E 2560mgl HE T ROV AR 7 a4 68 500mgl AEE T, AARIER

FERLERICED OGN LR 7o XY VEOIEHBRKICHES L TWA Z ENMERESN

T,
(PRI |2 v AR EE 2 K 900mL 2 vy, /N R/UWEIZ XKD, 50rpm THBRZ1T D)
T B
FRE AL P ] ISR
250mg, 500mg 30 7y 80%LA I




(2) BHHER
<LAR7axH o8 250mgl HIET ) >
HBIEEIR L D AW R SRR T A BT A D —EUIEIZOWT (ERL 24 45 2 A 29 H
SAFFEARE 0229 5 10 )
ARERSA:
g AARKRS  EHREE N RUE
[nl#nd M OVRBANR : 50rpm (pH1.2, pHA5.0, pH6.8, 7K) , 100rpm (pH1.2)
CHIE]
- pH1.2 (50rpm) TIE, FEAERFIOLEIEE DY 60% & O 85% LD 2 K iz T, &K
it OD - PEJ FH 28 VT HE R 0D SERA195 HH 28 £ 15% DR 1”8 - 72,
- pH5.0 (50rpm) T, FEAERANE 15 73 LANIC L) 85% L. FIsHI L, 15 432k DA
O A1 HH SR VR YE R D SR HH 38 £ 15% DR 1”8 o 72,
- pH6.8 (50rpm) T, FEAERIANL 15 73 LANIC V) 85%LL BRI L, 15 32t DA
O P41 SR AR YE R O SRR R £ 15% O FAFRIZ 8 o 72,
- /K (50rpm) TlE, FEAERLFONIER D 60% MK Y 85% T D 2 FEAIZI VT, Afh
O 515 SR VTR YE R O SR HH 28 £ 15% DR IZ 8 - 72,
- pH1.2 (100rpm) T, AEAERLEIR OURG & HIT 15 50 NI Y] 85% LA E¥aH L7z,

LUk, A OFR 2 E) 2 AR ERGR & bl L 72 /58, R CoORBRIRICIH W T MEREIES D4
W EIERER T A T A ) OHEILEIES LT,

(s )
B (%) pH1.2 (50rpm) A (5%) pH5. 0 (50rpm)
100 100

—e— LR %4 Uig250mg THEIL)
80 —o—1ZHEHA| (F2Fl, 250mg)

60

40 40
2 —— LR7OFH S UEE250mg THET)
—o— EEEWH (A, 250mg) 2
0 . . . 0 . . .
0 10 20 30 0 5 10 15
B (%) EITION
A (00) pH6. 8 (50rpm) B (%) K (50rpm)
100 1 —e— LT O%4 L 45250mg THET ] 100
80 | —o—iREMA| (5EH, 250mg) 80
60 60
40 40

—o— LR OFxY L UEE250mg THETL]
—o—1RHEF] (FEHK, 250mg)

0 5 10 15 0 10 20 30
B (53) B (53)

20

pH1.2 (100rpm)

—o— LART70FXH S U 8250mg THETI)
| —o—REMA (5EA, 250mg)
0 5 10 15
R (5) (n=12)




<LbAR7waxH o8 500mgl HIET ) >

HBIEEIR L D AW AR SRR T A BT A D —EUIEIZHOWT (ERL 24 45 2 A 29 H

AR 0229 % 10 )

RER S
g ARG EHRERE N RUE
[Al#REL K OV BRHE « 50rpm (pH1.2, pH5.0, pH6.8, /K) , 100rpm (pH1.2)

CHIE]

- pH1.2 (50rpm) TIE, FRAERFIOFEIEE DY 60% & O 85%TIT D 2 K ilizk W\ T, &K
it OD 2RI 28V AT HE R 0D S R4 HH 28 £ 15% DA 1”8 - 72,

- pH5.0 (50rpm) T, FEAERANE 15 73 LANIC L) 85% L. FIsH L, 15 432k i) DA
O -2 HE 2RV AT HE R 0D SR8 HH 3R = 15% O FPHIZ 72 Do 7,

- pH6.8 (50rpm) T, FEAERIANL 15 53 LANIC V) 85%LL BRI L, 15 432t A AR
O P41 SR A YE R O SRR R £ 15% O FEFRIZ 8 o 72,

- K (50rpm) TIE, AEAERIA|OFEITEHFEDN 60% & Y 85%FTUT D 2 REAIZIBWT, Kb
D A1 HH SR VR VE R O SR HH 28 £ 15% DR IZ 8 o 72,

- pH1.2 (100rpm) T, AEAERLEIR OURG & ST 15 530 LIS Y] 85%LL E¥sH L7=,

LIk, A O¥HZE) 2 AR ER & el U725 2R], pH5.0 (50rpm) A FRUN7- 2 TORERK
[ZBWT TEFEEE S O PRSI A BT A ) OHELEISES LT,

NS 4

(P H )

LI (%) pH1. 2 (50rpm) PRI (96) pH5. 0 (50rpm)

100 100 | —e—LARTBFH L E500mg TBETL]

80 —o—RERK| (FEH], 500mg)

—o— LAR7OFXHL U8E500mg TEETL)
—Oo—1RHERF| (FF], 500mg)

0 10 20 30 0 5 10 15
BEfE (53) BFfE (5)

BHE (%) pHG 8 (sorpm) AHE (%) 7k (sorpm)

100 F —e— LT %42 2 4500mg THETL] 100

80 I —o—iRHEMHF| (FF], 500mg) 80

60 60

40 40

2 2 —e— LR7aFHS U E500mg THETL)

—o—RERF (5£F], 500mg)

0 0 5‘ 16 15 0 0 10 20 30
B (5) B (5
R %) pH1.2 (100rpm)
100
80
60

40

20 —e— LRT7OFHS E500mg THETL)
—o—1ZHEHA| (F2&l, 500mg)
0 5 10 15

B (53) (n=12)

10



10

11.

12.

13.

14.

. EMFERNFEE

BRI L

. BFIhOBERRES OREBFBRE

SO AT EE R E 15

A ORI D ZWIN AR MLV EHIET 5 & X, KK 225~229nm KON 292
~296nm ([ZWIL DO K%, HE 321~331nm ([ZWRINDJE %=~

AP DOEETDEEE
Wik o~ 757 4—
FRias © SN R

BENHR « hiledl (1) JoKFY), L- Y, EHRT =0 L, K, AF . —/VEK

balfi

YL
BATHTREMDH ST
M EE R L

FABNLEGRSR - NENFHRLCERICET SR

A=A
ZDih

11



V. ARICEI HIEE

1. BREXIIHHR

<EHE>
AFNEMED 7 N UKE IR, Lo ERER, MREKE, BERERE, WE, £E72787 (77
YNAT) e 1 HT—U A, BRIHE, MW, KW, RRE, YLEXRTE, T AR,
NTFTAHE, Y IaXsE2—g, JVITVZIRE, Ty E—g vI7FTR, 7
07U AB, FALHRT «c FAH=—, Tt T TR, XALNEH, 2 LVIH, {7
T UWH, RIRE, TR IR X—E, VUSRI, TVe TR, BRME, b ta
Ny B—)g, XTFRNANVT hayBhRARE, TI7XE, QB ryFTr (arvx=7 -7
27 4), NFGa—<=rI3IV7 (VIIVT - hTavT a4 R), MiksIITT (T2
VT e ma—F=x), kv a2 T~ (A2 TS TA~v c =Za—F=x)

<G >
FAEMER JERRGE, RIEVERZ G RYE, U o NE - U U oREigR, 1BMHREE, S8 (bR
RIEZLED b D), IME - BUG K OFANAIED —EEGs, s, NLFIEPERE, WASH - o
R, kR URACEDAZ, RUkEFERG A Ete), BMRE 3R, MMk, 1BHEERERRAE
D WY, BEpES, BERE, milRk (BMEE, BHE), R EARK (RISEhK), R
ER, FESER, BIERE, BER, BYEMEGEE, BT 77X, RXTFT7RX, avZ, b
U, FERNRY, FEMBRGRR, RER, ZhE, iRk, SAER, hHE, El&
g, vIRbEmEr iR, weEiRkse, dor)EPHsE, B, RIH, 7k THE, XA, BR
W, WG M OV O OFSEZE, Q #4

<%k - MRICEET SHEALDOFED>
WHEH - WA, Rk RPEEEE, RUEHRGZ E) , SMEXAE R, Yt
g, BISER~OERICHTZ>TE, THMEMEEEEROFIIE] ¥ 23] L,
PUR R G OBV 2 W L7z 1T, AFIORG 1Y) B SN 55810k 5 45
Z &

2. BERUVHEE
WH, AL AR 7802 LC1E500mg 2 1 H 1ERRO#&GT5, 7ok, KA -
FERITIG U Tl EET 5,
A& B OV D DOFEZIEIZ DWW CIE, JRAIE L THoFEZE L T 5 2 &,
T 7 A, NRTF 7ROV, A7 L T1E500mg 2~ 1 H 1[E 14 H
MO #5795,

12



<Hi% - AEICBEY SERALDEE>

(1) AROERZH Tz > TIE, MHEEORRELL T2, JRAIE U TS % iR
L, BIRORE ELERRENROMMORGIZE ED D Z L,

(2) A&F|D 500mgl A 1 [E[#E51E, 100mgl B 3 [F13% 512 L~ o H 32 Bl 5
L2 ENMGETE DL, AFIOEREIZHT-Y, HEREIREEZ S D8 250mg 5
A b BRI, YT 1HEE 1RITHRETDHI L,

(3) JBF 7 A, NRTFTRZHOWVTIE, LARZ7axHT e LT (EHAL VAN
I B - HGE TN A ORI D) 14 ARG Z &,

(4) RIEOFNEKR CEROIMHENIX, BINEEST (EMA) 28 60 HRE OG- 2 HEHE

LTWb,

EHEENME L 72 5 55120F, RBlss 01475 2 &,

EHEREIR TR ClIE WM TR E SRR T 50T, TiioMiE - &4 BZ L L

T, REIS U TEREEZHLC, ERBELHITTREGTLZENREE LY,

B HEAE Cer (mL/min) Ak - A&

20=Ccr<50 #IH 500mg % 1181, 2 H H LA 250mg % 1 HIZ 1 [E#& 535,

Cer<20 #H 500mg % 1[A], 3 H HLIKE 250mg % 2 HIZ 1 [A#E579 5,

3. ERERALIE

(1) BERTFT—21RvH5—2
AN Y AP

(2) ERERZE
LR L

(3) ERERFEERR
AN Y AP

(4) BROER
AR L

(5) HRELROER

1) |IEAILLITTHERGHAE
LR L

2) LB
AR L

3) REMHR
LR L

4) BE - RERIE
LR L

13



(6) AMHEHR

1) BARMRE - BELARERE (BHRD - BERTRERRE (TREHRRR)
R L

2) RBEHLLTEREFENNERITENE L-HROME
BN

14



VI. EFREICEET HIEHE

1. EBEZRNICEEHHILEMRITLEHH
Y RV RCBRRIEA Y

2. EEEH

(1) R - FRBFE"
VAR 7 m o o kK OERBERE1X, ME O DNA ¥ v A1 L—A (DNA EREHZ S8 A
KD DNA %z —EZUlr L, ZO®%EMEEeT 28E8) OIEMHERFIC L5 DNA OFERIEE T
HY, FEEMIIERT S,

(2) ENEEMITHEBRAEAE
M ERR L

(3) {ERRBRRE - FinbkE
M ERR L

15



VI. EYEEICEY HIRE

1. IAREOHT - AEE
AREANGLPRE

(1)

LB L

(2) EEMAEEDZERMN
( TVIL 1. (3) BERRBR CHERSNIZIMHIEEE ] DIESM)

(3) BERFBRTEEIN-ODRE"
<LAR7uxH s U8 250mgl HIE T >
B EIRSLOEMFNREMRBR AT A R T A VEO—FSIEIZ W T (PR 24 42 H 29 H

HAFRIE 0229 F 10 &)

VAR T m g 250mgl H R T fOBEERA 2 7 b0 A4 —"—EIC L) ThEh 1 8

(LARZ7wmXH & LT 250mg) @A BIEICHAERERE O ih L CiEf LR 7 o

FHUREZMEL, GONTEYETE T XA —% (AUC, Cmax) (25T 90%(5 X
A THEGHIFNT 24T > T2 R, W T Ho5E  10g(0.80)~1og(1.25) DEIHIN TH V), Wil
DEY)FERIRIFEVE DS RS S Tz,

[ HEGRE) N T A —H ]

HENRT A—H BEIINT A —H
AUCt Cmax Tmax tie
(ug-hr/mL) (ug/mL) (hr) (hr)
ViR 7 a XY b
950mg I T.| 24.09+3.38 3.70+0.73 1.07+0.74 6.43+0.80
FEHERLA
+

(G, 250mg) 24.07+3.70 3.47+0.95 1.25+0.72 6.30+0.74

(pg/mL)
5 AL

.

w
T

N
T

FRdE A\ A OJSEC B E

(1 s8¢ 5., Mean+S.D., n=19)

—e— LA70OF%4 > §250mg [AEL]
-o- REHEF (§8F], 250mg)

1§23 5, Mean+S.D., n=19

12

24
BFE (hr)

M E T ONE AUC, Cmax S0/87 A— 1%, HBREOBIR, (KEORBEEK - 1
S DIBRANNT L o> THRIE % WTHEMD 5 5.,

16




<LAR7uxH T U8 500mgl HIE T >
B EIRSLOEM RSB AT A BT A VEO—FSIEIZ W T (PR 24 42 H 29 H

HKAFEAIE 0229 F 10 B)

LR 7 w2 8 500mgl A E L R OMEERF Z 7 0 24— _"—{EIC k) ZhZEi 1 8
(LARZrFH L LT 500mg) MEFEMABECHEAERRBRAO®KE L T LR7 e
XY UREAZREL, SO YEIE T A —% (AUC, Cmax) (22T 90% 5 X
VA TREGGHIIT 21T o 7o R, VT ILO %A 10g(0.80)~1og(1.25) DHIFHN TH v, Wi
DAY FHIFEMED R ST,

(SR SRR X T A — 4 ]
HENRNT A—H BENRTG A —H
AUCt Cmax Tmax tue
(ug-hr/mL) (ug/mL) (hr) (hr)
ViR 7 u XY b
500mg! A IE T | 60.13+£8.14 9.29+1.81 1.05+0.46 7.84+1.16
FEE Y LK)

(57, 500mg) 59.89+7.92 10.08+1.90 1.03+0.59 7.88+1.23

(1 g5, Mean+S.D., n=20)

(ug/mL)
12 |
it} —— LAR7OF%H 3 §E500mg [AEL]
z - - EAERE (528, 500mg)
_Jlj 1825, MeanXS.D., n=20
7
a
*
.'j.
o
>
J}% \
E T, i
— ]
12 18 24
BEfE (hr)

i E T ONE AUC, Cmax S0/85 A— 1%, HBREOBIR, (KEORBEL - w5
S DIBRINNT L o> THRIE % WTHEMD 5 5,

(4) HhEE
LB R R L

(5) BRE - fHAROEE

( TVIl. 7. #HEEH] OHESH)
(6) B&EH (REaL—2ay) BIWMICKYHEAL-EMERBIEESER

EERR L

17



2. ¥EMEER/NTA—4
(1) BHAE
M EE R L
(2) BIPLEETEH
M ERR L
(3) "AATRLSEYT«
M EE R L
(4) HEEEEH
M EE R L
(56) VU753 VR
ZMEE R L
(6) HMER
M EE R L
(7) MBREAHEIE
M EE R L
3. R
M ERR L
4. S
(1) Mik-KEME@E%E
M EE R L
(2) mi&k-RadERIrMEE M
( TVIl. 10. #Fhw, pEfm, RABF~OEG] OHESH)
(3) At~
( TVIl. 10. #Fhw, pEfm, RABF~OEG] OHESH)
(4) HE~DOBRITHE
M EE R L
(5) oo~ DFZITHE
M ERR L
5. &
(1) KEBMELR T BHRER
M EE R L
(2) RBICEAET 5BEFR (CYP450 %) DL FiE
M EE R L
(3) MEEBNROEERVTDOEIE

KPR L

(4) REMOEEOERRULE
BRI L

(5) FHERBNOEERI/ S A—4
BRI L

18



6. Hith

(1) HEittERr B V2R
MR L

(2) HEittR
AR L

(3) HithEREE
MR L

7. FSVRR—E—ICET BHIER
MR L

8. EMEIZLIMKREE
MR L

19



. &£% (ERLOIES) BT HHEE
1. BEENRLEETDER
AR L
2. ERNBELE0ERA (RAIEEZED)

[ (ROBHEICEBRELEWNI L) ]

(1) AHIDORS XIEA 7 v %2 0kt UIBHUE DBEERE O & % B

(2) I SR LTV D alRetE D &b Him N ( ik, PElw, RAEE~OFE ] OHSH)
(3) /WNREZFE ( VNERE~DERE ] KON TZ2OMOER] OHSBM)

Te72 L, W ST LTV D ATREMED & & I A OV T LTI, IRIESE D EE 7R IR
FRICERY, 1BR EOFREEZER L CTRET5Z L,

3. MRERETIHRICEHET SERALOIEL TDER
( TV, BIRICHET A ) OESH)

4. RERUVRAEICEEYT 2ERALOIE L EDER
( TV, BIRICHET A ] OESH)

5. RERSARLETDER

[(RERE (ROBEICIREIRETSHI L) ]

(1) BEOEERREED S LEH [HVIFREOCFEIRD LTS ( THE - HEIC
BEg- 2 EoERE] OEBR) | ]

) CTAMDAFEORBMERB XTI NG OERO S 5B KA TZen8H 5, ]
) X v SRPTEEICR LilBUE OBEERE D & 5 IBE

(4) FEEAOER (REIR, BMmEOREES) ObsEF QTIEELRZTIE0nH D, ]
) EIEMENEOERSE UEREZEMIELZE08H D, ]

) RENIRIE U RBIIRAREE 2 & 0F L T2 B3, KRB/ XX RBIRAZEEDOBESE, FIEIE
HLLIZV AZKF (w7 7 SEGREE) 263 288 MO FRIZHB N T,
TG a S ) v SR HUR R 5% KBRS &k OCRERMERE O R AE Y 2 7 3B LTz
LoWENDH S ( TEEREARNEE) , THERKREWEH] 0ESR) . ]

(7) mid BEEPS LTV EDOREYRH D (([EE~DKRE] OHEZHR) ]

6. EELGEXRKIBLTOERARVRESE

(1) MoPFEZE L ORI LY, EERIFEERHOONLZLB3H DT, T L5
AITEHRNC AR RER A 21T D Z &,

(2) AHEGTHREEIC X DI6R T, ARG ZRO 5 2 ENH 5, BRAMKEIZ,
BEAF Dl O AL S TFEIEIR DB R I 2 58D 1513, HANEZ MR E IS &
e Gfkfoc D Al AL A HIlr g5 Z &

(3) EMEEFEENHOOLNDZENHLHDOT, HEHOMEIRSE, fGRZ 5 B O BRI
FILRTITEET L2 L) BAICTOICHITHZ &,

20




=i

e

(4) KEWWRE, KENREEEZSISEHZTZLnHLOT, BIEL+2IATI L LI,
#, MR SUIEEBITIR A FOIERD & b ON TG EIITEBICEMOBE L% T 5 &
O RBEIHET 5 2 &, REWMESUIRERAREZ S0F L TV 2 85, KRERE T
REWRAEEEOREE, FRER L <13V A7 RF2A3 588 TlE, LEIZECTHB

BEOFEHmGEE S L (MEERE] ,

(ERZRIEH OHEH) |

7. HE#%H

(1) BHA%E & ZOE
P I L
(2) BHASER & ZOE

HtRERE (BFAICEEI S L)

A

B AR - HEF 7 15

- feBRIA

Zx)VEFBRXIITOE

T UBRERTOL FHEHE

4 L
TN T AT

RO Z L~ T B E NI b B,

A ARREIZ 51T D GABAASZ B R~
DREEHENHEBEEND LB R
n(‘b\éo

FILEZHLRIFEITT RS
D LAEEOHIBBIESE, &HF

AR OB I NDEBEN
N5, T DIANIAK P
N5 1~2B %I 5T 5,

INHDOEAIEFL— AL,
AFNOBRPIKETTHEEZLN
TW5,

97 URBEESR

UNTZ 7 U OE-REERL,

U7 7 U ORFRGE Z M, S0

ZLk=ynmy
t kmarsy v

Yoo

=23

IAT 7YY 7R b E e R OER 5 | & E A T O BRI & 0
BB E DBERD B, LT 7 BT %L B %
ERTV3,
OTERZECT CENHDL | QTEERZEZITBENRH L, |HFHIC &V QTIERIEM 2SRRI
AT ERA BT B BEND D B,
FIv= [
BB REALEH WEEE D U 27 BT 2 L0 [ B A
(FEOF R TEHFD WERDH D, ZhbOIFEFED

OERIE, 1AM LA INEN fERR
(L o I PR A= AR R
ko

21




8. EI{EH

(1) BElIfEROBIE
ARFN A FH Rl A S O BIE TS B L 23 B & 72 2 A 22 S0 L T 7Ry,

(2) EXLGEMEREHGER BRI

1) avd, 7F243Fo—:vavy, 7F7 4 7% — (WHEER  fLBE, S,
FERREESE) 23 b D ZENDDHDT, BEE ST, BREPRO LNZGE
i EE IR L, @EORREEITO 2L,

2) MEMRKRIEFERABEIE (Toxic Epidermal Necrolysis : TEN) , RISIEREEE
(Stevens—dJohnson fER®E) : I EMERLEIIERARIE, KEHMIKIRIEGEREDR H Hbivd
ZERBLOT, BEEZTSITITY, BREDNRBOOLNTGAICITEG 2RI, @7k
EZITH Z &,

3) B8 KENHLDONDZENDLDT, BEEETIATY, BENIRD LNHEIC
G AERIEL, BEURRAELITO Z L,

4) QT &R, (DZE5H (Torsades de pointes Z&¢)) : QT L, L=EH (Torsades de
pointes # &) NHOLDONHZENRHLDT, BEEHITITY, BENBDO LN
BEIIEE R L, MURAEEITO 2 &,

5 REEES, MEMRER  GHEES, MEEBERILODLND ZENH DD T, BlE
AT, BENRO O SGAICEER S AR IR L, EURAEEITO 2L,

6) RIERT#%, FFEeEREE, J|E : BUETR, IFgemE, E (IHER @ R - ek,
BRI, BRI, €IOSR BDbobhbd Il enbbsDT, BlEEH7ITITY, B
WD LNIGE IR G ZFIE L, @EURLEEZITY Z &,

7) AMEBKE/AEE, SEFERIBRGE, AmEEMm, mm/MMRRED - JLinEkEE, BEERIERE (W)
WERK - BN, IR, MBEESE) , ~EZ B VREL M) W rEE I, s s
WHHONDZ ENHDHDT, BEEE T, BESRD b HA Tk E %
1EL, WYRAEEITY 2L,

8) FIEtEMZE, FERBRIEMZE - FE, Wk, PRURINEE, Mol XAREH, AFRREREZ % &1
O MIEMERIS, GFRRERMIEMR D H DO ENHHDT, ZO XD RIERPEO i
EHAICIEREEZ T IEL, RIBBERLVE ARG EOBEYREZITH 2 L,
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HR5E44 LEVAQUIN- levofloxacin tablet, film coated

ORAL SOLUTION, 25mg/mL

A - Bitk | INJECTION, 500 mg, 750 mg

50mL, 100mL, 150mL

TABLETS, 250 mg, 500 mg, 750 mg

INJECTION (5 mg/mL in 5% Dextrose) Premix in Single-Use Flexible Containers,

INDICATIONS AND USAGE
INDICATIONS AND USAGE

To reduce the development of drug-resistant bacteria and maintain the effectiveness of
LEVAQUIN® and other antibacterial drugs, LEVAQUIN® 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
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antibacterial therapy. In the absence of such data, local epidemiology and susceptibility patterns
may contribute to the empiric selection of therapy.

LEVAQUIN® Tablets/Injection and Oral Solution are indicated for the treatment of adults (>18
years of age) with mild, moderate, and severe infections caused by susceptible strains of the
designated microorganisms in the conditions listed in this section. LEVAQUIN® Injection is
indicated when intravenous administration offers a route of administration advantageous to the
patient (e.g., patient cannot tolerate an oral dosage form).

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. Therapy with LEVAQUIN® may be initiated before results of these tests are known;
once results become available, appropriate therapy should be selected.

As with other drugs in this class, some strains of Pseudomonas aeruginosa may develop resistance
fairly rapidly during treatment with LEVAQUIN®. 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.

Nosocomial Pneumonia

LEVAQUIN® 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 B-lactam is recommended.

Community-Acquired Pneumonia’ 7—-14 day Treatment Kegimen

LEVAQUIN® is indicated for the treatment of community-acquired pneumonia due to
methicillin-susceptible ~ Staphylococcus  aureus, Streptococcus pneumoniae  (including
multi-drug-resistant Streptococcus pneumoniae [MDRSP]), Haemophilus influenzae, Haemophilus
parainfluenzae, Klebsiella pneumoniae, Moraxella catarrhalis, Chlamydophila pneumoniae,
Legionella pneumophila, or Mycoplasma pneumoniae.

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

Community-Acquired Pneumonia‘ 5-day Treatment Regimen

LEVAQUIN® is indicated for the treatment of community-acquired pneumonia due to Streptococcus
pneumoniae (excluding multi-drug-resistant strains [MDRSP]), Haemophilus influenzae,
Haemophilus parainfluenzae, Mycoplasma pneumoniae, or Chlamydophila pneumoniae.

Acute Bacterial Sinusitis’ 5-day and 10—14 day Treatment Regimens
LEVAQUIN® is indicated for the treatment of acute bacterial sinusitis due to Streptococcus
pneumoniae, Haemophilus influenzae, or Moraxella catarrhalis.

Acute Bacterial Exacerbation of Chronic Bronchitis

LEVAQUIN® is indicated for the treatment of acute bacterial exacerbation of chronic bronchitis due
to methicillin-susceptible Staphylococcus aureus, Streptococcus pneumoniae, Haemophilus
influenzae, Haemophilus parainfluenzae, or Moraxella catarrhalis.

Complicated Skin and Skin Structure Infections

LEVAQUIN® 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.

Uncomplicated Skin and Skin Structure Infections
LEVAQUIN® is indicated for the treatment of uncomplicated skin and skin structure infections
(mild to moderate) including abscesses, cellulitis, furuncles, impetigo, pyoderma, wound infections,
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due to methicillin-susceptible Staphylococcus aureus, or Streptococcus pyogenes.

Chronic Bacterial Prostatitis
LEVAQUIN® is indicated for the treatment of chronic bacterial prostatitis due to Escherichia coli,
Enterococcus faecalis, or methicillin-susceptible Staphylococcus epidermidis.

Complicated Urinary Tract Infections’ 5-day Treatment Kegimen
LEVAQUIN® is indicated for the treatment of complicated urinary tract infections due to
Escherichia coli, Klebsiella pneumoniae, or Proteus mirabilis.

Complicated Urinary Tract Infections: 10-day Treatment Regimen

LEVAQUIN® 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.

Acute Pyelonephritis: 5 or 10-day Treatment Regimen
LEVAQUIN® is indicated for the treatment of acute pyelonephritis caused by Escherichia coli,
including cases with concurrent bacteremia.

Uncomplicated Urinary Tract Infections
LEVAQUIN® is indicated for the treatment of uncomplicated urinary tract infections (mild to
moderate) due to Escherichia coli, Klebsiella pneumoniae, or Staphylococcus saprophyticus.

Inhalational Anthrax (Post-Exposure)

LEVAQUIN® is indicated for inhalational anthrax (post-exposure) to reduce the incidence or
progression of disease following exposure to aerosolized Bacillus anthracis. The effectiveness of
LEVAQUIN® is based on plasma concentrations achieved in humans, a surrogate endpoint
reasonably likely to predict clinical benefit. LEVAQUIN® has not been tested in humans for the
post-exposure prevention of inhalation anthrax. The safety of LEVAQUIN® 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 LEVAQUIN® therapy should only be used when the benefit outweighs the
risk.
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DOSAGE AND ADMINISTRATION

Dosage in Adult Patients with Normal Renal Function

The usual dose of LEVAQUIN® Tablets or Oral Solution is 250 mg, 500 mg, or 750 mg administered
orally every 24 hours, as indicated by infection and described in Table 1. The usual dose of
LEVAQUIN® 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 .

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

Type of Infection™1 Dosed Every 24 hours Duratl(;lzl (days)
Nosocomial Pneumonia 750 mg 7-14
Community Acquired Pneumonia™3 500 mg 714
Community Acquired Pneumonia™4 750 mg 5
. . .. 750 mg 5
Acute Bacterial Sinusitis 500 mg 10-14
Acute Bacterial Exacerbation of Chronic 500 m 7
Bronchitis s
Complicated Skin and Skin Structure
Infections (SSSI) 750 mg -l
Uncomplicated SSSI 500 mg 7-10
Chronic Bacterial Prostatitis 500 mg 28
Complicated Urinary Tract Infection 750 5
(cUT) or Acute Pyelonephritis (AP) *5 me
Complicated Urinary Tract Infection
(cUTI) or Acute Pyelonephritis (AP) *6 250 mg 10
Uncomplicated Urinary Tract Infection 250 mg 3
Inhalational Anthrax (Post-Exposure),
adult and pediatric patients > 50 kg and 500 mg 608
> 6 months of age™7 8
latri ] < > .
Pedlat“;giiﬁfgi agi%gs and 2 6 see TABLE 2 below (2.2) 607

%1

x4

%5

%6 :

KT

%8 :

: Due to the designated pathogens .
*2
X3

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

Due to methicillin-susceptible Staphylococcus aureus, Streptococcus pneumoniae (including
multi-drug-resistant strains [MDRSP)), Haemophilus influenzae, Haemophilus parainfluenzae,
Klebsiella pneumoniae, Moraxella catarrhalis, Chlamydophila pneumoniae, Legionella
pneumophila, or Mycoplasma pneumoniae.

Due to Streptococcus pneumoniae (excluding multi-drug-resistant strains [MDRSP]), Haemophilus
influenzae, Haemophilus parainfluenzae, Mycoplasma pneumoniae, or Chlamydophila pneumoniae.
This regimen is indicated for cUTI due to Escherichia coli, Klebsiella pneumoniae, Proteus
mirabilis and AP due to E. coli, including cases with concurrent bacteremia.

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

The safety of LEVAQUIN® 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 patientsProlonged LEVAQUIN® therapy
should only be used when the benefit outweighs the risk.
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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™1 Dose Fre;c‘l;e?;lce Dur;ztmn
Inhalational Anthrax
(post-exposure) *3 4
Pediatric patients > 50 kg and > 6 500 mg 94 hr 60 days™
months of age
. . 8 mg/kg
Pediatric patients < 50 kg and = 6 (not to exceed 250 12 hr 60 days™4
months of age
mg per dose)

21 : Due to Bacillus anthracis

%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

%4 : The safety of LEVAQUIN®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. Prolonged LEVAQUIN® therapy should only be used when the benefit
outweighs the risk.

Dosage Adjustment in Adults with Renal Impairment

Administer LEVAQUIN® 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.

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

Dosage in .. .. Hemodialysis or
Creatinine Creatinine .
Normal Renal Chronic Ambulatory
Function Every Clearance Clearance Peritoneal Dialysis
94 hours 20 to 49 mL/min 10 to 19 mL/min (CAPD)
750 mg every 48 750 mg initial dose, then 750 mg initial dose,
750 mg then 500 mg every 48
hours 500 mg every 48 hours
hours
500 mg initial .
dose, then 250 | 500 mg initial dose, then | 200 Mg initial dose,
500 mg then 250 mg every 48
mg every 24 250 mg every 48 hours
hours
hours
No dosage 250 g every 48 hQurs. It No information on
. treating uncomplicated . . .
250 mg adjustment dosing adjustment is
. UTI, then no dosage ;
required . . . available
adjustment is required

Drug Interaction With Chelation Agents Antacids, Sucralfate, Metal Cations, Multivitamins
LEVAQUIN® Tablets and Oral Solution

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

LEVAQUIN® Injection

LEVAQUIN® Injection should not be co-administered with any solution containing multivalent cations,
e.g., magnesium, through the same intravenous line.

Administration Instructions

Food and LEVAQUIN® Tablets and Oral Solution

LEVAQUIN® Tablets can be administered without regard to food. It is recommended that LEVAQUIN®
Oral Solution be taken 1 hour before or 2 hours after eating.
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LEVAQUIN® Injection

Caution: Rapid or bolus intravenous infusion of LEVAQUIN® has been associated with hypotension and
must be avoided. LEVAQUIN® Injection should be infused intravenously slowly over a period of not less
than 60 or 90 minutes, depending on the dosage. LEVAQUIN® Injection should be administered only by
intravenous infusion. It is not for intramuscular, intrathecal, intraperitoneal, or subcutaneous
administration.

Hydration for Patients Receiving LEVAQUIN® Tablets, Oral Solution, and Injection

Adequate hydration of patients receiving oral or intravenous LEVAQUIN® should be maintained to
prevent the formation of highly concentrated urine. Crystalluria and cylindruria have been reported
with quinolones.

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 LEVAQUIN® Injection with other
intravenous substances, additives or other medications should not be added to LEVAQUIN® Injection
Premix in Single-Use Flexible Containers and LEVAQUIN® Injection in Single-Use 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 LEVAQUIN®
Injection with an infusion solution compatible with LEVAQUIN® Injection and with any other drug(s)
administered via this common line.

LEVAQUIN® Injection in Single-Use Vials

Single-use vials require dilution prior to administration.

LEVAQUIN® Injection is supplied in single-use vials containing a concentrated levofloxacin solution
with the equivalent of 500 mg (20 mL vial) and 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 LEVAQUIN® Injection
single-use vials must be further diluted with an appropriate solution prior to intravenous
administration. 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 LEVAQUIN
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% Potassium
. . 4.61
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-use only, any unused
portion remaining in the vial should be discarded. When used to prepare two 250 mg doses from the 20
mL vial containing 500 mg of levofloxacin, the full content of the vial should be withdrawn at once using
a single-entry procedure, and a second dose should be prepared and stored for subsequent use.

Prepare the desired dosage of levofloxacin according to Table 5:
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Table 5: Preparation of LEVAQUIN® Intravenous Solution

Desired Dosage Strength Fr%l\’l;tigfisvpl\ffl;fn:zal’ Volume of Diluent | Infusion Time
250 mg 10 mL (20 mL Vial) 40 mL 60 min
500 mg 20 mL (20 mL Vial) 80 mL 60 min
750 mg 30 mL (30 mL Vial) 120 mL 90 min

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 LEVAQUIN® Injection Following Dilution: LEVAQUIN® 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.
LEVAQUIN®Injection Premix in Single-Use Flexible Containers (5 mg/mL)

LEVAQUIN® Injection is also supplied in flexible containers within a foil overwrap. These contain a
premixed, ready to use levofloxacin solution in 5% dextrose (D5W) for single-use. The 100 mL
premixed flexible containers contain either 250 mg/50 mL or 500 mg/100 mL of levofloxacin solution.
The 150 mL flexible container contains 750 mg/150 mL of levofloxacin solution. The concentration of
each container is 5 mg/mL. No further dilution of these preparations is necessary. Because the premix
flexible containers are for single-use only, any unused portion should be discarded.

Instructions for the Use of LEVAQUIN® Injection Premix in Flexible Containers:

Tear outer wrap at the notch and remove solution container.

Check the container for minute leaks by squeezing the inner bag firmly. If leaks are found, or if the
seal is not intact, discard the solution, as the sterility may be compromised.

Do not use if the solution is cloudy or a precipitate is present.

Use sterile equipment.

WARNING: Do not use flexible containers in series connections. Such use could result in air embolism
due to residual air being drawn from the primary container before administration of the fluid from the
secondary container is complete.

Preparation for Administration:

Close flow control clamp of administration set.

Remove cover from port at bottom of container.

Insert piercing pin of administration set into port with a twisting motion until the pin is firmly seated.
NOTE: See full directions on administration set carton.

Suspend container from hanger.

Squeeze and release drip chamber to establish proper fluid level in chamber during infusion of
LEVAQUIN® Injection Premix in Flexible Containers.

Open flow control clamp to expel air from set. Close clamp.

Regulate rate of administration with flow control clamp.
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