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L Lot BHRO T Fid, EEBEREGE A (LUT. PMDA) ORGSR O
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B&EE BENE
ALT Alanine aminotransferase
TI7=T ) N T URAT T8
AST Aspartate aminotransferase
TANGHRNRT I ) VT AT 2T —F
AUC (9-04) Area under the concentration—time curve from zero to 24 hr
B G- 0 IF73 & 24 WY S C oDy - IRp ] B T A
AUC, 791,y Area under the concentration—time curve from zero to 72 hr
G- 0 g2~ 5 72 IRF[#] S C DY BE-IRp ] b T i
CK Creatine kinase
JLTF xS —F
Cler Creatinine clearance
JVTF= 7 VT TR
Cax Maximum blood concentration
Fe e L R
GABA v —aminobutyric acid
=T X EER
v —=GTP v —Glutamyl TransPeptidase
Ho=-TNBINVNTARTFH—F
LDH Lactate dehydrogenase
FLERI K R EEFR
pH KFEA A RSE
pKa Acidity constant
e e e e
PK/PD pharmacokinetics/pharmacodynamics
FEEhie/ 5077
PTP Press through package
RMP Risk management plan
PEIES U R 7 A B ]
TEN Toxic epidermal necrolysis
PR B AENE
S.D. Standard deviation
FEAE(R A2
ty Elimination half-life
SR
Tax Time to maximum concentration
e v L gk B B 2 R ]
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VAR 7 v 3 B 250mg [ZE
LR 7 v %3 U 8E 500mg [ZE

e
LEVOFLOXACIN TABLETS 250mg[ZE|
LEVOFLOXACIN TABLETS 500mg[ZE]

HMD Bk

PEAERA 935 B CPAk 12 429 1 19 BICRED [ +AE + & R+ B HEA Th 5.

—fik%

e (@mex)
LR 7 a XYk fidm (JAN)

F4 (fiE)
Levofloxacin Hydrate (JAN)
AT L
F U7 ABEPEA|  —oxacin
BEAXIERER
CHs
HsC . /
N/\ 0&['-;1
k/N N
| * lf@HiD
F CO:H
0
HIRRUHTE

ﬁj\%it : ClgHzoFN304 M I/ZHZO
4yf-% 1 370. 38

LR (a&ik) XIEEXEHE

(35) -9-Fluoro—3-methyl-10- (4-methylpiperazin-1-y1) -7-oxo-2, 3—-dihydro—7/#pyrido[1, 2, 3-de]

[1, 4]benzoxazine—6-carboxylic acid hemihydrate (IUPAC)
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BERE (100) [T T 09° < AKXIFA X ) —ZRR0ETIT <, =& 7 —1(99. 5) ([T ITFIZ < W,

iRt
AR L

R (DR, FHa. BES

BlE K 226°C (5 fiR)

FRIGELAEBETE 2K

pKa, : 6. 11 (WARFINNE, WEE) Y

pKa, : 8.18 (BT Vv 4 fiDZESHE, ek

HECRE
B R L

ZDMDELRMEE

0. Imol/L MEREFRIRIZIET 5,

FEeE (o) 30 -92~-99°

AR L7=b D 0. 1g, A X /—/L, 10mL, 100mm) ?

BRSO EREUETICE T SREN
e (pH) « PR ORISR Tl BECTH D,
6 1 1 Omg/mL ZKESIRIT, HOLITHE T (30 5 I1x-hr) TK 4% 554 %,

AVED OERRARE B!
HE VR 7axds oK) Ot

(1) SR TR FE I E V5

(2) FRANRUL A~ M ARERE (RBAR Y ¥ AEERIE)
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(1) FRzOXR
BER : 74 v b a—T 4 7k (FERE -

(2) EFDONERUVMER

HFIFRAD)

HR5E4 VAR 7 m %43 8¢ 250mg [ZE ] LR 7 a4 8¢ 500mg [ZE ]
PEgR . el DT NENTENE
FIF T bha—T ¢ 78 FEIE - EIRAD)
9 @)@ — @HW)E ==
$2% (mm) 13.7/6.6 16.2/8.0
FRS JE 4 (mm) 4.1 5.7
HE (mg) 332 664
PN LAR7rxH3 0 ZE 250 LR 7 axY 0 ZE 500
3) #AO—F
k544 LR 7 a4 B8 250mg [ZE] LA 7 v %4 8 500mg [ZE]
NN LAR7aXY 0 7ZE 250 LARZ %Y ZE 500
=K ol R e B R
* =8 LR 7 a4 82 250mg [ ZE LR 7 a4 8 500mg ZE
o—k VK 7oty /7E98 /250mg VIR 7oty /799 /500mg
bkt =K K [
(PTP) E LEVOFLOXACIN TABLETS 250mg(ZE| | LEVOFLOXACIN TABLETS 500mg[ZE ]
. LARZ sy, 250mg,” LARZaxH v, 500mg,”
v—h | R ST e—r BRIy A TS~ — s SR LT
7T<—2,/G6S1 a— K ~—27 /651 a— K
4) HAHFIDYHE
AHEE : §E 250mg  EME 11kg LI E
#E 500mg ¥ 17kg TLL 1
(5) Zoith

A% L7

HHN DA

() AMES CEES) DEEES K VHMA

Wx7e4

LR 7 v 4 U BE 250mg TZE

LR 7 a4 8E 500mg [ZE)

5y - 5y
(1 &&)

feim

AR LARZ7axgo Ky
256. 2mg
(LARZ7axH e LT 250mg)

HRE LARZax4v oK
512. bmg
(LAZ7aFH L LT 500mg)

AN

fimkEre—2, b Rexs et
o —X, I AR—R T¥
NEATT IV NVF M) T A BT R
A —RA, <7 n1ad—) 6000, ¥/
7. BT & o, e = bk,
TR m Ty

fmkEre—2A, b Rexo 7l
tera—AX, I AR—R, T¥
NMBEATTIUNVF R T A BT R
A —RA, <7 n1a 32—/ 6000, ¥/
7. BT E o = ksk, HE
2| 7 N P 7 AN = R
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BEARSANA
BAT HAEBEMD B 5 KM
RET D AREMEOH 2B E L LTid, ko (1) ~ (6] Bd 5, FHXHEEEM 1.2 OXEEWEIX
S EMEE (1) ThY., INEBEEEWE L U THAREZMENT 0. 4% TICHESN T W5,
Z DM OFEG I E O 2 DFFRIREIL 0. 2% LT, BMEOFAREIL 0. 3% FICHESLTW\W5, ?
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0" LN AN N N]
\ ! |
FN N COoH PNy
0 0
(4) N-+ %% Ftk (5) BibiREtk
6. BHEDBEEFETICHITILEN
(1) hoEEER
LARZ7ax4S ik 250mg TZE) ¥
AVETZEE - PTP AldE GRU Fe bt Ly 7 A VAR OT I = A Lz, BEICANLEZSO
BRS¢ 40+1°C/75+5%RH
BRIE B BR LA 1 &5 A 3 f& A 6 1 H
PR DOF5H I D EH LAa—F
E“f;f%é IARORBRAL 7 AV L3=T 1 ygns | ey | sl | 5km
eRBakER  (SRAL ARG EE R E 1) ke ke A A
ol 5B N AN N RSN
A —rE & &Yk BN FRES N AN RN
M (30 43 : 80%LL |) BN FRES N AN RN
e N 100. 30~ 99. 76~ 100. 15~ 99. 76~
R (h) - (95.0~105.0) 100. 50 100. 56 100. 44 100. 71
1wy b n=3 3uavh
LARo7Ox+4 28 500mg TZE] ©
TEERE - PTP A2 (R 7u Ly 7 4V AKOT I =T AfE) LIz, BEIZANTZD O

EMBEZEDRE
3 L0

ne

3 L0

ABRRAOHARUVEE
FE L

SERSS{E - 40£1°C/T5+5%RH
ERIA B BR A 1 &5 H 3 A 6 & H

PR (DTN NWEWEOKEMTEOEIREAY 7

LA T —T R JRFEN AN BN BN
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i SR FRFEN RN HIEEMN FRAE N
WAL —ME & E—ERER RN RN RN RN
M (30 4y - 80%LL 1) RN RN RN RN
e o N 99. 15~ 101. 15~ 99. 50~ 100. 46~
ek (b)) (95.0~105.0) 99. 95 102. 00 100. 56 100. 73
lgy M n=3 3zvh
(2) mAELTEMAER
LARZ7O%4S U8k 250mg TZE)
PRAFERAE HERTE H BH 4G IR 2 1 &5 A 3 & A
PR
(FEHEOFEMIZOEFRRA Y JRFE AN FRFE N FRFEN JRFEN
T AT —T TR
HiamE (%)
MR 1.2 DB —
e 2 0. 4% LI 0. 02 0. 02 0. 02 0. 02
B | e - AR 1. 2 LA O B B B B
= L%E%:“ BRE—7 1 0.2%LLTF
AR 1. 2 LA o
Ay - 0. 3%DLF 0. 02 0.01 0.01 0.03
EHME (30 4y 80%LL ) JRFE AN JRFE N JRFE N JRFEN
Em (%) 99. 53 99. 99 99. 22 99. 58
e (kg )
A9 11k T E) 13. 82 13.63 14. 04 13.57
PR
(EEOOFEHEOERRA Y HikEmH BN Bk Bk
T4V a—TF ¢ TR
Hixm'E (%)
AR 1.2 DB —
05 2 - 0. 4% LI F 0. 02 0. 02 0. 02 0. 02
s | TO%RH FERSEREFAY 1. 2 LUSH D B B B B
TSI B | RRE—2 1 0.2%0LF
b8 FASHEERR 1.2 LISt
BEE— 2 1 0. 3% 0. 02 0.01 0.01 0.01
THME (30 4y 80%LL ) JRFE AN HIHEN FRFE N FRFE N
E&E (%) (95.0~105.0) 99. 53 99. 87 99. 51 99. 99
HEY (kg E)
(P45 11ke B L) 13.82 11.86 11.92 11.65
PRIFESATE ABRIE H R GlR 60 5 1x - hr 120 5 1x - hr
127N
(BEEOFEMEOEFRA D FRFEN FREEN AN
OGNk )
e (%)
FARHREERR 1.2 D —
2 - 0. 4% LI F 0. 02 0. 02 0. 02
s | 2 0001x FERHRFRR) 1.2 LIS O B B B
KBRS BRE—7 0. 2%LLF
SRR 1. 2 LAt
e 0. 02 0.01 0.01
M (30 4y 80%LL ) N RN RN
EE (%) (95.0~105.0) 99. 53 99. 83 99. 49
WA (kg )
(T4 11k BLLE) 13. 82 13. 80 13. 69
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(9T UNENE A DR
FEOERRANY 7 4 )L a—
T4 T EE)

Bk
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AR 1.2 DB —
7 1 0.4%LLT

0.02

FESHEERR 1. 2 LAt
BRE—7 :0.2%LUTF

FESHEERR 1. 2 LA
ABEE—2 1 0.3%LLF

0.01

0.01

0.01 0.01

M (30 4y 80%LL 1)

Bk

Bk

Bk Bk

ER (b

99. 64

99. 61

99. 53 100. 00

R (kg #)
CEE# 17kg ELL L)

31.78

31.37

32.39 32.43

1w

25°C
75%RH
S - B
i3

PR

(5 FT NN
FIEOERAD 7 4 /L=
—7 1 7 EE)

BN

Bl

Bk Bk

rxmE (%)
MR 1.2 DB —
7 0. 4% LT
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FASHR S 1.2 LISk
BRE—27 :0.2%LLF

FESHERERR 1. 2 DIAt o
BRI —72 1 0.3%LLT

0.01

0.01

0.01 0.01

HME (30 43 80%LL I-)

BN

ida

B B

ERE (%) (95.0~105.0)

99. 64

99. 67

99. 72 100. 28

il (kg )
CEXIfE 17kg ELLE)

31.78

30. 53

27.80 27.43

RAFZRAT

BRI H

EiLiELD;

60

07 1x -

hr 120 )3 1x * hr

PR

(9T U2 DFEH
FEOERRAY 7 4 v a—
T4 T HE)

kit

BN

BN

amE (%)
FARHREERR 1.2 DB —
7 0. 4%LLF

0.02

0. 02

0.02

FASHEERR 1.2 LISk
BRE—27 1 0.2%LLF

FESHERERR 1. 2 DIAk o
BRI —72 1 0.3%LLT

0.01

0.01

0.01

AP (30 4y 80%LL )

AR

BN

BN

EE &%) (95.0~105.0)

99. 64

99.72

99. 42

e (kg H)

CPEIME 17kg ELLE)

31.78

33.14

30. 57

RHERVBEREOREN.
L7




V. REIZEI HIER

8. fhFl& DEEAEIL (MIEBIELFEHEI)

ML

9. A%

() BRERAERGBZRDOHEICHT HEEME

(2)

@5 HERIA

HAH R 7 —fialBRi% - v iR

IR RIVIE

PRERZLE - [BlEE% : 50rpm
ABRIE : pHE. 8 (A ARZESR 7 DS HFERE 2 i)
FRBR TR A : 900mL

WETE © S50 AT O BE I E T (B & 287nm)

FER  ARFNIUL T oMK ICEE Lz, 7Y

BLERFH] R
LA 7 1Y b 250mg [ZE]
- 30 4y 80%LL |
LA 7 1 Y g 500mg [ZE]

BHEBICE T HELME

[ IE I L DA LRI IERBR T A BT A > CFRk 24 48 2 7 29 AATEREEEARE 0229 %5 10 ) |
(e, AR 21T o 72,

LRZ70x4 g 250mg [ZE) 7

R LA LR 7 v x93 88 250mg [ 7E)
PR 7 7 & NE 250mg
SEIE H A/ 7 — kBt - B X Rk
BRI & 900mL
IRE 37+0.5C
50rpm (pH1.2., pH4.0. pH6.8. 7K)
B iR %ML&MMO&@Q@SK%MT\NFW%-%E%@%&%%T‘
i 30 Sy AP RE YRR SRBRELA) & I 85% UL IR L7 Z &b
R AR LA + 100 RO WS BRI R 7=,
% pH1. 2 : HARZKRIT OEHRBRE 117
ARG pH4.0 : # &7~ McIlvaine ?f&?%@ﬁfﬁ
pH6. 8 : H AR ST OV HEEREE 2 R
7K
SETEERSM e L
FEAERUAN D S RS 85% AR A - TR T L5,
FEAERL) 23 15~30 43124 85% LA IR T 2454 C. FEAERLK| 0D -8
e RN 60% S N 85% 1T & 72 53 24 72 2 RE Al T, iBRELAI O
SERIVR R D EEHERIE O PR R £ 15% OFPHIZ H D 0>, T £2 B
BN 42 L ETH S,




V. REIZEI HIER

100 | 7 - 101 N S S— .’ PN
& 8o | ,"/ B 80
fai] -7 H
® 60 | ® oo |
%0 & LRI Y §E250me  ZE] o —e— LRTOF 40 §250meZE)
2 /' - - B - iRAERLE| 20 l,’ B fmE
o Jul
0 L L L L L 4 0 1 1 1 1 1 )
0 10 20 30 40 50 60 0 10 20 30 40 50 60
BB () AR (5)
100 g Ppp—— 100
o s
H:,. 80 bisd 80 |
= %
% 60 % 60T
40 ' . . 40
/) —o— LARTOF YL §E250meglZE] ) —e— LARTOXH L 5250meZE]
20 ,’I -- 8- A 20 ,'I - R
pul Mal
1 1 1 1 1 I 0 4 4 4 4 4 4
0 0 10 20 30 40 50 60 0 10 20 30 40 50 60
BB (5) AL (5)
X EHZEENC T DM GRUBRBLIHI M OEERLA] 0O X0 3R 0 k)
- A T LR7 1 e
(BEAl, 250mg) | & 250mg [ZE] s ]
Ed
AR5 | BlsE | ARBRIE | BRI R (%) SRR R (%)
15 73 66.9 100. 0
H1. 2 35.8 Sk
P 30 4 97.6 100. 2 FER
10 43 50. 6 81.2 .
pH4. 0 Z 63. 3 ERe)
o, 15 43 83.1 92.1
X RoviE | 50rpm
6. 8 10 43 46. 7 76. 8 57 7 N
Prb- 15 4% 79. 1 89. 8 ' e
15 %3 67.1 74.6
7K - NEIPAN
30 43 84.9 85. 4 e
(n=12)
<FER>

BRI pHA. 0, pH6. 8 L UK CIIFEAERLA & YA A B OFFLEIEN RO i,

BRI pH1. 2 TI3SEEE

TR bR holz, b, RS 728 & LAY FrRI SRR Tl mfAI 3 AEm

HICRESETH D Z &N

RSINTND,

[VI. #Epp@hfeicfd+2HEE M. PEEOHBE (2)1] B




V. REIZEI HIER

LARZ7O0x4 28 500mgIZE)Y

AR A LR 7 v x93 88 500mg [ 7E)
LA 7 7 B MEE 500mg
L8 A AR )7 — el BRiE - IR S Rk
BRI 900mL
IR 37+0.5C
50rpm (pH1.2. pH5.0, pH6.8, 7K)
N i S¢pH1. 2, pH5. 0 K TR pH6. 8 IZFBWN T, #3 R/LE « 50 [IEE DB HRER T,
i 30 4y LAPS IS HERUR | SRBR A & 6124 85% LU BIEHI L= 2 L,
* S VI + 100 ROV BRI AN LT,
5 pH1.2 : AARIEFH OWHRBE 1K
e pH5. 0 : D7~ McIlvaine FBEHR
ARBR IR - o S ——
pH6. 8 : HARIE)E O RS 2 K
7K
SETEERIM [ 7e L

IEAERA DS R 85% A TERF R TR T L35,

e AL vE

TEAERLH) 3 15~30 4312 85% LA HIRH 3 2454 T, EEAERLK| 0 -1
TR 60% M O 85% 1T & 72 224 72 2 RESZ B0 T, kBRAA| o
A H SR SR HE R D P 3R £ 15% OFIPHIC 8 5 Ay, XU £2 B
BefE»N 422 L ETH B,

pH1.2, 50rpm 120 pH5.0, 50rpm

—e— LARTOF 4L §5500melZE)
- B RN

- -] 100 |

60

() BEEH

40 —8— LR TOF 4 §#500melZE)

-- 8- EENE
20

0 30 40
B (5)

50 60 0 10 20 30 40 50 60
B R (53)

() B EE B

120

100 |

80

60

pH6.8, 50rpm 120 7K. 50rpm

—e— LRTOXH L §E500mglZE] 40

Y -8~ R i o L]
20 /
ful
10 20 30 40 50 60 0 10 20 30 40 50 60
BRI (5) S HH B R (5)
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V. REIZEI HIER

#£ OBHZEENCRT DO GRERBIA K O HE SRR O -V H =R o Lrilik)
2s PR LAR7aFt
24 A 2
ARBRAF (B, 500mg) | & 500mg [ZE] ngﬁ i
BS
BRI | RS | BRBRWE | TR HERR | PR (%) SEHR R (%)
15 4% 64. 6 96. 0 N
pHL. 2 307 951 03,0 36.8 S
10 45 49. 3 73. 4 A
o pio. 0 8 78.3 84. 6 66. 6 BE
N KLV | 50rpm
10 45 46. 0 74. 8 i
pH6. 8 60. 0 SRy
15 45 75. 3 85. 3
15 4% 65. 5 71.8 A
K 30 4% 88.6 86. 3 Ha
(n=12)

<HER>

PRI pl5. 0, pH6. 8 & UVK TIFARHERIA & ¥ HHZEE O FHLED B B,

SRBRIE pHL. 2 TI3IELLME

TRRO LN oTe, ks, R AS T 255 & Ul Wi R SRR T, msiT Ay

HICFEFETH D Z LRSI TV D,
[VI. FEyEhaelcEd 25 E M. TREOCHRE (2) 1] 28

10.
M

2)

©)

(4)

11.

12.

w5 - Q%

ARNDELRSR - GF. NENERLGES - AEICHT H1FR

A% LR

253

(LAR7Ax452 8 250mg ZED)

100 € [10 82 (PTP)
500 $2 [10 82 (PTP)

X 10]
X 50]
(LARZ7O0x%4 8 500mg TZEL)

50 &2 [5 &€ (PTP) X10]
100 £ [5 & (PTP) Xx20]

FiREE
AR
BEROME
G pas ME
PTP £l PTP RS Ly 740 h, TALI=T NG

AEiRt S 2 EME

M L

Z ot
AR L

11




V. agIcBY 45EE

V. aRICEHY $1EH

1. #hEEXIIHR
GEIGHEE)
AENEEDT R KER, Lo VERER, MRERE, BERER. WME, €7 27k87 (774
Z) s B T—U A, RIEW. FEE. KIBE. FRE, YLVERTRE, T7 AW, RTF 7 AHE,
iRy E—g VIV IR/, ZrTunsE—R, BT FTR, TR T URE, EALTF
FeENAT=—, TRET VTR, NA N, aVTEH, A7V UWE RIRE. TR B
Ny B—F, VIARTRE, TNETR, BRPE, hoeansZ—F XT R NA LT hay
A, T FE QB roFT (arsv=T - TINART 1), b TFa—<rIF33ITV7 (VI
T e hTavwTr 4 RA) MK TIVT (VFIVT s =ma—F=x), ilikvAaT TR~ (A
ST A e Za—F=T)
(E G IE )
RATNE R G RRYE . RIEMER EIRYE, U VN - U U3 Hif, BMIREE, S ((RIRMERIES
o b o), IME - BUE R OVFINAIE D e, FLIRAK . RLPY)E PAARE . WABH - MrEak ., Rk
(RPREPE 2. RPKE ARG 2 5 de) . AMERE IR, ik, 1SR O Y. Bk,
BB, ACERSE (CBMEEE. 1BMEE) . R Bk (RIZERR), JRIER, ESEER, HER,
JHAE S . PERRR . BBTF 7 A, RTF 7, al T, 20 M) Rk, RN, A ELs
K. ORER, ZAE, Bk, SAER. TER, RlIEPER. (LIRMEMERIRS . o)E ARk I, e
JEPZ, AR, RIE, 7V TRE, XA M BRI, R O OMORSEAE, Q L

2. MEXEFMRICEHET HEE
5. MREXIHRICEET HEE
(WREE - MREEK. Rtk (RUFAEX. RMEARRSEZEST) . AR EIR. BEEE L.
2D
TS IEEESHOF5 ) 23R L, JIEEE S OMEMZ ¥ Lz LT, A0 L2
W) &R SN D HEEITHREG T L,

1%

Haol

3. RERUVAE

(1) BERUVHAEDHES
WL AL AR 7 e LT 1A B00mg 2 1 H 1 AR OG5, ks, EE - GERI
Jix U ClE B ET %,
Fiifh iz e OV DL OFERZIEIZ DWW TR, JRATE L TP R L T2 2 &,
T 7 A, NTFTRZONTIE, bAR7rFEH L LT 1IE500mg 2 1 H 108] 14 HFER D&
5425,

(2 RHERUAROREREE - 7
AR L

4 RERUVHECEET HIE

1 BERUHAZICEET R
(FhREHE)

1.1 MHEEOHBLAZIHT 2720, HEMRERLZ 5O sE&R G138 T, %71 BEZ 1 BET&ET
%L, [18.3 &H]

7.2 BHEREIR FRE CIIE WL EEN R T 520 T, WOREROCHEEZ L E LT, LEIZN
CTRGEZHL, BERRZH T TRGTLZENEELY, [9.2, 9.8.2, 16.6.1 &M]

12



V. agIcBY 45EE

B LT F =27 U7 A (Cler)

B O &

20=CLcr<50

#H 500mg % 1[A], 2 H B LA 250mg 2 1 HIZ 1
[\ 545,

#1H 500mg & 1 18], 3 H HLAK: 250mg 2 2 HIT 1
m#E 535,

(BF IR, INSFIR)
1.3 VAR 7uxH b LT (EHAL D AFNCY Y B2 HEITEHFoORGHE L E D) 14
El Fﬁﬁ&hlé‘-‘j—é : &o

(BRIED

1.4 RIEOFIE K OHEROIHN 1L, BINEIRZT (EMA) 2360 HF OB 5 2HLE L T\ 5,

(2)

@)

M

1

2)

SERT
%GR L

%4
RS
AR L

RAERIGIFRRAER
MM E R L

REERIEAER

H

W

k=i

1) ARG

U ERR L

2) REMHAR

U ERR L

BE - HESER
MR L

ARNER

U ERR L

BPARY/YA

Z 0t
AR L

e RAV L

13
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VI. R3FEE(ICEY HIEE

VI.

2.

ENEEICEHT HEE

EEZMICEEHSLEMXILILEYMEH

Y RUBIVRUEERIEEY A7 axH s (OFLX), /A7 uax¥ v (NFLX), ¥ Fa7aixd
R KFY) (CPFX). A 7m0 b LEeikfny (TFLX) %

HE : BEEO S LMD - DIRFIL, BRHOBEFRLESRT L L,

RIEMER

(1) YEREML - 1EFRMF
AHNL, IR THL A7V O~ ONFEEN SIKTHD LR 7 a Vv oKy
EAETH=2—F ) 0 URBEAOPIERAIT, MEODNA Py A L—AK R RA Y AT —FPIVITE
F L. DNA #HELAPHEST 5, DNA Vv A L—A KN AR A Y AT —VIVIEEEIA 729200
KI2MBOME Th o7z, FIEEMITRERNTH Y . MIC T O TIE R0 Sk 10717,

(2) EHEE 1T 5 HBRAM
LR L

() fEFREIN - FHEER
BLE R L

14



VI. EYEREIcBid 518

VI. E¥EhseIcBid 518 H

1. mbREDHFE
(1) AELAEDHGOPEE
M EER L
(2) BRFEBCTHAIN-MFEE
1) HRE%kSE
R 40 B2 L AR 7 m 343 500mg % ZE IR I BLIRE O #8 5 L 72356 T i EEHERS M OV

WENRE /R T A —Z I IRD LB ThHhotz 919,

LR 7 v 500mg HRIRE O G REO KM EIRE ST X — & (40 B, FEIE EEEHER =)
Thax Chax tie AUCo-70nr
(hr) (1 g/mL) (hr) (p g« hr/mL)

500mg ZE [ RS 1 $% 5- 0.99+0. 54 8.04+1.98 7.89+1.04 50. 86+6. 46

2) HiEETE DR
R AIC LR 7 a4 0 500mg & HEHE O£ S (40 1)) L7286 X% 60 45 [ C Hla] s i

BB L35G, BB AT A—4Z, ROLBY ThHo7 Y,

VAR 7w ot 500mg HR[ELHE 1 55 o ONHARLRR SfHE IR O SR BN RE N T A — &
(48 f5il, P = AR 7E)

Thax Crax tise AUCo 791y

(hr) (p g/mL) (hr) (1 g+ hr/mL)
500mg & 0¥ 5- 0.99=%0.54 8.04+1.98 7.89%1.04 50. 86 6. 46
500mg S ERE 1.00£0. 00 9.79%1.05 8.05*1.54 51.96*4. 96

3 EWFHEFEFER

(LAR78x49> 8 250mg TZE])
LiR7 a4 88 250mg [ZE) &7 76y ME260mg &, 7 @ A4 —_"—iEc k0 Fnh 188

(LR Z7vuxH b LT 250mg) FEEEAR A IR BRI 0 £ 5 U Tl P R 2 LRI 4 1
EL. B EpEhfe T A —4& (AUC, C,..) (Z2OWT 90%EHE X EIVEIC THEERIT 21T - 7= 5&
log (0.80) ~log (1.25) DO#FPANTH V. WAIDOAEMFRFSEMENHER S 2,

X
HpERE T A —&
HERT A—H BBEINT A—H
AUC (920 Chax Thax tise
(p g« hr/mL) (ug/mL) (hr) (hr)
LR 7 a4 88 250mg [ZE ) 21.53=*£2.15 2.92+0.85 1.3%£0.8 6.8*t0.7
7 Z B MEE 250mg 21.52+2.23 2.79+0.72 1.5+1.0 6.9x0.7
(Mean=S.D., n=19)

15




VI. EYEREIcBid 518

EECESRDURTERE

—o— LR TOFY 2 L E250mg[ZE]
77w +E250me
Mean=5.0., n=19

Bl (hr)

Mg VAR 7 a4 o U RERER

(LARZ7Bx4 28 500mg TZE])
LARZ7a%Y o 88 500mg (78] &7 T8y FESOOmg &, 7 0 A4 — "—jkIC LD FNEh 1 8
(LARZrFH L LT 500mg) REEEAA S FIZHE R HARE 10 85 U Tl i R 28 (AR BE 2
E L. fFDITIEMERE T A —4% (AUC, C,,) T2V T 90%(E X HIEIS THEGHIEMT 21T - 724

F. log (0.80) ~log (1.25) OHFPANTH Y, MWD LW FHIRISEMES R S,

HYERE T A —H

HENT A —H BENT A —H

AUC (g2 Crax Thax tise

(pg+ hr/mL) (1 g/mL) (hr) (hr)
LR 7 a3 8 500mg [ZE) 48.02=*6.59 5.84=+1.30 1.3%£0.9 7.0%+0.8
7 7 ¥ MEE 500mg 47.44+5. 96 6.25=*1. 40 1.4+0.4 7.0x£0.7

(pg/mL)
3 ~

[+

WEveTHFOURT BERE
L) B

—a— LR T7O% 4 2 E500mglZE]
75w MESO0mE
Mean=5.0., n=20

o
(=3 =

12 16 20 24
Bz (hr)

MAEP LR T a4 U EEHE

(Mean=*S.D., n=20)

AR AN TNT AUC, Cpoy T D /3T A — 23, BBRE OB, IR OLRIAIEL « R % O RUBR I

(CX o TRRDATREMEN D D,

(3)
LR L

4) BE - tAXDOEE
1) BEOEE
MG R L

16




VI. EYEREIcBid 518

2.

M

(2)

@)

4)

®)

(6)

3.

(M

(2)

(M

(2)

2) BHREDOFE

FILEZOLRFIR TR I LEFDOHIEEES. #%H

LARZ a4 100mg PHERE OGRS, KBET VI =T A (1g), Fifgsk (160mg) ifE
fb~7 %> L (500mg) ZOFHEZG LEZGA. LARTZ7aX L v ONRL 4T XA 807 0 —FH
[E§ G- U, 2 56%, 81%& TN 78%ICH LTz, £z, Cu BAREIMKTF LR #, [10.2
SR

Z DD EH

N PAFD, TARKRI K

fERERRAIZ, > AF TV 400mg 2 1 H 2[R 7 B X7 2 _3% Y R 500mg 2 1 H 4[] 7 HE&S L.
4 HEICVARZ XY 0 500mg 2 EERFHERR O L Lz, Y AF TV UI7T Ry FEoff
FAIZED LR 7 a4 0D AUC) o 1EZFILEIL 27, 0% TN 38. 2% E57- L.t IXFNEI 30. 5% K Y
3L 8WIER L7223, Co \CHEBIIA Lo T2 % (GMEANT—4),

E)AFNOERBENZARIT, LARZ7aF P LT 500mg TH5H,
IV, Zeete (A LoEES) By 2HA [T AHEER (2)1] 2

RYRERI/NT A —4

R A&
B R L

IR S35 FE 7E B
M EER L
HEIRETEH
M EER L

P9VTF7I R
BRI L

NERE
MER e L

FDith

BRI L

BEM (RE2L—3Y) &7
R A&

MR L

NG A= EHER

BRI L

4R

UERR L

<BE>

BN, IRERBTRNEND, BEERE GRS RATE S 2

kil

1% — A BE P9 @A
MG R L

Mm% — e BRAr9 @ aE T
MER e L

17



VI. EYEREIcBid 518

@)

4)

®)

(6)

6.

(M

()

@)

4)

it ~DFTHE

Vil. 6. (6) #=¥lim OEZMH
BRA~DFTHE

mMER e L

Z OB~ DT

BEICLART7 a8 LT 500mg # MR D& 5- LA, D&Emk (BG4 2. 6~4. 1 FEfE]C
SEALAER AL © 1. 42~1.89) . BiISZHR (B 544 2. 9~4. 0 B[ Cxf AP EE b ¢ 0. 76~1.58) . H
(5% 1~4 B T A b ¢ 0. 40~0.88), _EEAKLE (B¢ 5-4% 2. 3~5. 8 el Txfif i
FHYBEELE £ 0.89~2.29), &yt (Be54% 1~4 BRI ORI MAEHEEL : 0. 11~1.39) TH Y, @mWBIT
PEEIR LT,

B EERASUIBRZ LR 7 a o u ok L LT 100mg i 200mg P & HA[AEE 1 5 L 7= 45
B G (515 0. 8~4 BRI Tx Mg h AL « S48 1. 1), MR My i Er 59 0.7), A&
bk Ceff i R - 49 2) . PR Gehimig iR EELL @ 0.8~1. 1), RiNEHR ($5-#% 1~6 FEHCxf
MR 0.8~1.9), AISZARK (B 544 1.5 FERCRPMLiE hi e - £ 0.6) . JBFE GeFifys
REELE £ 0.3~4.2), K (Fe5tk 2~9 Refl] Cxbmyg AL : 0. 14~0.31), K (100mg $£ 5T
R 0.61 pg/ml) . B ($5-1% 2 Wi CHRIMIE IR © 0.6), LBAIRAEEE (e 51% 2~6 I
M CXF IS P« 1. 1~1.9) . &MtEEs (100mg #&5:-1% 3~4 FFRECT0.6~2. 1 ng/g) (TBITIEZ
R LT B,

<SHEANT—F >

R A SUTBEEIC LR 7 %920 L LT 500mg 2 HERE AO#KE Lia., KEB TR (F5%
0. 5~24 IRfA] CxFMAEHFIREELE £ 0. 2~1.5) | KB SR (#5514 0. 5~8 FREfH TxhmAEH IR AL 0 0.9
~1.8) , KB I NMfRBedi (5 5-1% 0. 5~8 REfE TRHMAE PR . 1. 1~3.0) ffivr v 77— (¥
5% 0. 5~24 Wl CxrEMAE TR 4. 1~18.9) , fifik (Beh5-1% 2. 28~25. 43 Wefi] Coch i i B
bb i 1.06~9.98) IZBATIEA /R LT 2,

migEAFEEER
LAR7aXY T 1~50ug/ml @ in vitro TOE MIEEHEEEESRIT, B AIEIETH 26~36%T
ot ™,

R

RBER AL B N SRR

1) RepRHEY

TEFERAIC LR 7 a3 r ki E LT 100mg P 2 HERE OGS L2554, #5% 24 £ To
BER PR IE RN GRED 79. 6%, BLA F/EN 1. 75%, N-AF 41 FER 1.63%6Th
ST 34)o

2) RERREY

BEAFNC VR 7 oYK E LT 100mg ™ & BARE O & 514 2~3. 5 B C o AR
Moy A IR IE 0. 05~0. 44  g/ml T U RZALIRIZRTT B EIA 1 3. 9~25. 89 T o 7=,
Fo, IRERAFICOITIERBED 7 V7 a U ERARIFED b ©,

E)AKIOERFEINT-HEIT, LA 7exH2 & LT 500mg Thb,

R#EcE5T 5% CYPE) ONFE. F5X
MR L
EEESREDEERVZDEE
YR L
REVDOFEDEERVEEL., FELE
YR L

18



VI. EYEREIcBid 518

1.

8.

10.

11.

Bt

HERAICL AR 70 b LT 500mg Z HEEHRRO#KE L7254,

B 4% 0~24 FER 0 J vh e

%, 138.8~877.Tug/mL TH Y, BhH#% 72 K] F TITHRGED 83. T6u NS KRE LR & L CTIRHITHE
MEhi, LARZaxY o oid, BEICREMEOR PPN X > TEAN IR T 5 %,

T/, HEERABMESFIICLAR TV oK E LT 200mg P 2 RERE LA, I
B 515 72 Wi CHEGE O 3. 9% RE(LIR & L CTHEIES iz o7,

T AFNOAGREINT-AEL, VA7 axP & LT 500mg THhd,

FSURAE—5—IZET BIER

LB L
BN EIZ & DREE
BB L
<HE>

RESENT « ZhsMC TR E TE R 2
MAGENT  BHEMNITBRETE 220 2

BRENDERZAIHBE

(1) BHiEEEE
CLer fEICE VR T L. LA T w43 500mg & ZZfERFHAIRE Db L7256 BB TIC
PR SRR O AW R O R R . JR AR OIX T R OUR P HEIER DK T 2R S iz 9,
[7.2. 9.2, 9.8.2 %]
() varN— A2 MERT, 22 1, SFREIE AR ER )

Cler gy T AUCy 791y PRAHEEER (%)
(mL/min) (hr) (pg e hr/mL) (0~48hr)
50=CLcr 11 9.17%1.28 81.74+20.78 80. 02£6. 08

20=CLcr<50 7 15.88=+3.79 150. 96£18. 03 56.39+13.51
CLer<<20 4 33.69114. 57 250. 66 £58. 30 28.28+11. 83
ZDith
MR L

19




VI. &ttt (EALDXES) Y HEEB

VI &€ (ERALOFIEF) (CEYLHEHE

BREZTDER
TR

!
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Fujimoto T, et al.: Chemotherapy. 1990; 36: 268-276 (PMID : 2174762)

Imamura M, et al.: Antimicrob Agents Chemother. 1987; 31 (2) : 325-327 (PMID : 3032098)
Hoshino K, et al.: Antimicrob Agents Chemother. 1991; 35 (2) : 309-312 (PMID : 1850968)
Hoshino K, et al.: Antimicrob Agents Chemother. 1994; 38 (11) : 2623-2627 (PMID : 7872758)
Tanaka M, et al.: Antimicrob Agents Chemother. 1991; 35 (7) : 1489-1491 (PMID : 1656864)
Tanaka M, et al.: Antimicrob Agents Chemother. 1997; 41 (11) : 2362-2366 (PMID : 9371334)
Une T,et al.: Antimicrob Agents Chemother. 1988; 32 (9) : 1336-1340 (PMID : 3195996)
Tanaka M, et al. : Arzneimittel-Forsch/Drug Res. 1989; 39 (II) (7) : 750-754 (PMID : 2506868)
WHBREORE R (7 Ty MEE: 2009 4E 4 7 22 HKZR, HFEERMEEE 2.7.6.3.5)

VA7 X oROAEOKE (77 8y MREFE: 2010 4510 A 27 HKGE, W EHEE
2.7.2.3.1.6)

FENE R AW RISEERER (BE 250mg)

FENE R AR EISEMERER (BE 500mg)

Shiba K, et al.: Antimicrob Agents Chemother. 1992; 36 (10) : 2270-2274 (PMID : 1444308)
VAFUL TERRYRNICLDEE (7 Ty MED 2000 44 A 22 BAGR, HIREERMEE
2.7.6.6)

SEHAAED RT3 HUBHTHRE ~DOBET A F7 v 7. 2017; 830-832

i FiZEay: HEAERERR. 20115 104 (9) : 657-666

ZH ED BARRFRIETT MRS, 20115 59 (6) :585-596

(i FiZEay: HRgERERR. 20115 104 (8) @ 591-605

oA (HARN) (778 ME: 2009 4F 4 A 22 HKGE, HEEEEMIEZE 2.7.3.3)

A (AARN) (778w MEE/MRL: 2002 45 3 H 15 HAGR, HEREE)

I FEFHHEIFH>: Chemotherapy. 1992; 40 (Suppl 3) : 203-209

INSCREL. RERILZ 0 P B ARWREEE 19925 54 (6) : 951-953

oA GREAN) (778> REE: 2009 4F 4 H 22 7GR, HEEERMIEE 2. 7. 2. 3)

MR AR EGER (7 78y ME: 2009 44 A 22 AAR, HiEEEHIEE 2. 7. 2. 2)

R (75> REE: 2009 4F 4 A 22 H&ZR., HEEEMEEL2.7.2.3)

ABAF BLEA: Jpn J Antibiot. 1992; 45 (5) : 557-568

SRR (77 B> MEE: 2009 4F 4 H 22 H/&GR, HEEREMERE2.7.2.2, 2.7.6.1)

Nakashima M, et al.: BEPRZEEL. 1992; 23 (2) : 515-520

BB IR T 25 & LR E R (ENEIHE) (77 8y MED 2009 4F 4 A 22 HA&GR.,
HEE R 2.7.6. 4)

Effects of Renal Dysfunction (7 7 & hEE: 2009 4F 4 A 22 H&GE, HGEEEMERE 2.7.6.4)
i EEED BARGBHTE SRS 1997; 30 (2) © 109-115

Kanamori M, et al.: BEPRAEHEL 2001; 32 (3) : 91-99

NGB - e O EMERER  (BE 250mg)

FENE R - e O ENMERER  (BE 500mg)

v
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9.5 HF4F
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9.5. 1 {HIR ITIEIE L CW D ATEME D & B EIII G- LisnwZ &, BWER (T~ b) THRIES
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KOBMNED 5N TWD, [2.2, 9.5.2 BR]

(REFEDEERLRESR)

9.5.2 TG XUFAEIR L TV D A[REME D & D LtEIicid, IR Lo RMEEZEBEB L TG T2 &,
[9.5.1 &)

9.6 B3I
A LBNWZENLEE LW, b FITFABITT D 2 LS Tnd,

HH i FLELN A
KE DU CE 8.1 Pregnancy
(LEVOFLOXACIN - Risk Summary

levofloxacin tablet, |Published information from case reports, case control studies and
film coated observational studies on levofloxacin administered during pregnancy
Aurobindo Pharma have not identified any drug-associated risk of major birth defects,
Limited 20244F6H) |miscarriage or adverse maternal or fetal outcomes.
In animal reproduction studies, oral administration of levofloxacin to
preghant rats and rabbits during organogenesis at doses up to 9.4 times
and 1.1 times the maximum recommended human dose (MRHD), respectively,
did not result in teratogenicity. Fetal toxicity was seen in the rat
study, but was absent at doses up to 1.2 times the maximum recommended
human dose (see Data).
The estimated background risk of major birth defects and miscarriage for
the indicated population is unknown. All pregnancies have a background
risk of birth defect, loss, or other adverse outcomes. In the U.S. general

population, the estimated background risks of major birth defects and

miscarriage in clinically recognized pregnancies is 2 to 4% and 15 to
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20%, respectively.

Data

Animal Data

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

abortion in four of sixteen dams

8.2 Lactation

Risk Summary

Published literature reports that levofloxacin is present in human milk
following intravenous and oral administration (see Data). There is no
information regarding effects of levofloxacin on milk production

or the breastfed infant. Because of the potential risks of serious
adverse reactions, in breastfed infants, for most indications, a
lactating woman may consider pumping and discarding breast milk during
treatment with levofloxacin and an additional two days (five half-lives)
after the last dose. Alternatively, advise a lactating woman that
breastfeeding is not recommended during treatment with levofloxacin and
for an additional two days (five half-lives) after the last dose [see
Use in Specific Populations (8 4) and Clinical Pharmacology (12.3)].
However, for inhalation anthrax (post exposure), during an incident
resulting in exposure to anthrax, the risk—benefit assessment of
continuing breastfeeding while the mother (and potentially the infant)
is (are)on levofloxacin may be acceptable /[see Dosage and Administration
(2.2), Pediatric Use (8. 4), and Clinical Studies (14.2)]. The
developmental and health benefits of breastfeeding should be considered
along with the mother’ s clinical need for levofloxacin and any potential
adverse effects on the breastfed child from levofloxacin or from the
underlying maternal condition.

Data

A published literature reports that peak levofloxacin human milk
concentration was 8. 2 mg/L at 5 hours after dosing in a woman who received
500 mg of intravenous, followed by oral, levofloxacin daily. For

an infant fed exclusively with human milk (approximately 900 mL/day),
an estimated maximum daily dose of levofloxacin through breastfeeding
is b mg (i.e., approximately 1% of maternal daily dose). The above data
come from a single case and may not be generalizable to the general

population of lactating women.
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FE[E DSPC
(Levofloxacin
250mg, 500mg

film-coated tablets

Ipca Laboratories UK
Ltd 20254E2H)

Pregnancy

There are 1imited 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 experimental risk of damage by
fluoroquinolones to the weight—bearing cartilage of the growing
organism, Levofloxacin tablets 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;
In the

absence of human data and due to the experimental data suggest a risk

however other fluoroquinolones are excreted in breast milk.

of damage by fluoroquinolones to the weight-bearing cartilage of the
growing organism, Levofloxacin tablets 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

NRFICEY HECE

AARDEMLED 19.7 /N OEOFLEIZLLTO LD TH Y | KIE OB SCHE F OHEE DSPC

LITEe B,

I HENDERERT HLEEICHT IR

9.7 /phR

(REZOEELEREBEUN)

9.7.1 &H Lianwz &, /NREZ R & UKL LT 22w, B SR, Fuv
R (13 % Aln) . 97 > ) CTHEEIRFEIEO LTS, [2.3, 9.7.2 ]
(REZFDEELER)

9.7.2 IR EOBFWRMEEEBE L CTEEGTH2 L, [9.7.1 /]

levofloxacin tablet,
film coated
Aurobindo Pharma
Limited 202446 H)

H FLEL N
KE O YFT SCE 5 WARNINGS AND PRECAUTIONS
(LEVOFLOXACIN - 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
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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)].
Fa|E DSPC Levofloxacin is contraindicated in children and growing adolescents
(Levofloxacin (less than 18 years of age).
250mg, 500mg
film—coated tablets
Ipca Laboratories UK
Ltd 202542 A )
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