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LEVOFLOXACIN TABLETS
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8K o H H K o | WHFEEES FEE-EMEOLGEICLIVERATLIZL)
LR 7 a4 8 250mg (7B -
1 889 HE LAz axP oK 256.2mg (LR 7afxHv oL LT
s " N = | 250mg) &A
5 2 | LR7axd b 500mgZE)
1 889 HE VA7 axP oK 512.6mg (LR 7afxHhv o2 LT
500mg) A
- M 4 LAR7ZaxHo oKk (JAN)
— A% %

£ 4 : Levofloxacin Hydrate (JAN)

HERTARZEZFEAHE

BUEIRTE AR S HEIL Y Wi 7B hh
FHA FHA “FHH

EMEEINE - BRFEFAMRERAR | 5 250mg 20144 8 A 15 H | 2014412 H 12 H | 2014412 A 12 H
£ 500mg 20144 8 A 15 H | 2014412 A 12 H | 2014412 A 12 H
2 & Bk 55 (& A ) F Fe gt BRI EST
7 # B 55 & # & | fERGET - RN TEERSHT
EEFRIBPUBDOER L
ARG T MRS EERIEERE
[oX8] 0120-189-228 TEL 06-6630-8820 FAX 06-6630-8990
MW & H 2 B O | AR 9:00~17:00 (£, B, #LH., TOMYEOKRER ZFRL)

EIREBMRE 0 AR — L=
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B2 1 FRlilBEHEHOUGT 217> TE T,

[ FRCHZEEE 2008 LAKE, 1 FIZPDFHEOEFHT —& & LTRIET L Z ERNFAIE o7z, ZHUZ
FU, B LEOFERLEGI N H > - HEICUETORIT — 2 ZBM L7z 1 F @R itsh s 2
L&lpole, BORO 1 Fid, EIEMEREGREME (LIT. PMDA) ORI EZLERRR O
~2—3 (http://www. pmda. go. jp/PmdaSearch/iyakuSearch/) IZ TAB SN TW5A, BRI TIL, 2009 4
FOHEHRELD I FOFERERFT Mk E LT AP ba—Tr—bRFa) ZREL, 4D IF
NI SCE A ST D EE R E L CEINER - it L TWD,
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& RS
ALT Alanine aminotransferase
TI=UT ) N T AT 2T —8
AST Aspartate aminotransferase
TANGHRT I ) VT AT 2 TF—F
AUC (924 Area under the concentration—time curve from zero to 24 hr
B 50 Bg & 24 IR & C O YR FE-IRF[A] dhAR T o fg
AUCo-79nr Area under the concentration—time curve from zero to 72 hr
B 50 Bg & 72 KR & C O YR FE-IRFIA] dh AR T i fE
CK Creatine kinase
JVTFUoxS—F
CLer Creatinine clearance
IVTF= VT TR
Coax Maximum blood concentration
e v I R
GABA v —aminobutyric acid
Ho=T 2 ) Bk
v —GTP v —Glutamyl TransPeptidase
Ho~<=-TNBEINNT AT FH—E
LDH Lactate dehydrogenase
LI it /K SR P R
pH KEA A PR
pKa Acidity constant
e ik e 2
PK/PD pharmacokinetics/pharmacodynamics
S EN e/ H T
PTP Press through package
RMP Risk management plan
PEHEAL U R 7 BRG]
TEN Toxic epidermal necrolysis
P AT
S. D. Standard deviation
PR 7
tie Elimination half-life
TH 2]
Thax Time to maximum concentration
e e 1. H I B B i IR P
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VAR 7\ 4o LOKFIIT AR D BB RAICH D ATV T PKPD BRI FE DU 72 B 3
PR 21 AR BT E TV B,

VAR 7\ Yo U BE 250mg [ ZE ) - [AI$E 500mg [ZE) 1d, R3S ELERIEFREHT RS & . Btk R OB 7 1k
ZERTE ., IEHFRER, AP RlR SRR 2 S50 L, 2014 4 8 AICRR A TS, R4 12 Al Bl L7z,
2016 4 3 HIZ T2hae - 2h3) KUY THIE - HE) O—HEENER S, T L O O o5
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4
LR 7 a Y3 8E 250mg [ZE)
LARZ7 oY 8 500mg [ZE)
4
LEVOFLOXACIN TABLETS 250mg[ZE]
LEVOFLOXACIN TABLETS 500mg[ZE]

HMDH%E

EHIEHE 935 5 CEAK 12429 A 19 I)ICiEH R4 +AIE+E8+EE] IKE4 Th D,

— &%

mE (wmfE)
LR 7 XH kY (JAN)

4 (A%
Levofloxacin Hydrate (JAN)
AT L
TV T AFERBUEH  —oxacin
BEXXIEREX
CHa
HaC . J
N/\ o/ﬁ'-ﬁ
L\xffN. N
| « H,0
F CO:H
0
AFRRUHTE

SFR ¢ CrgHaoFNyO, = 1/2H,0
4y : 370. 38

b2 (RE) XIEXRE

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

[1, 4]benzoxazine—6—carboxylic acid hemihydrate (IUPAC)

ER%. A4, BE. BB8ES
5= : LVFX
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SVER - MR

VAR 7 a X% o U KT E A ~E A GO IIRAEOBRETH D, T L > Tihx ITHE
HEABIZR D,

R
FERS (100) [IZIEITCF < AKRUIA X ) — 00 TFIC< < =2 2 =1 (99. 5) [ZEEITFIT < W,

RigE
KR L

A (RS, A, HES
Bl K 226°C (5 fiR)

s 16 EL 7 Bl TE AL
pKa; : 6.11 (IARFI K, fEEE) Y
pKas : 8.18 (BT oM 4 D2EFE, HEWE)

SERFEM
UL L

ZOMDFE L RMEE

0. Imol/L ¥EFEFRIRITIR T 5,

FEXFE () 3 :-92~-99°

AR L7280 0. 1g, A% /— b, 10mL, 100mm] ?

BB OEREETICETA2REN
WPE (pH) : HPE R O MK A Clk, BRETH S,
S ¢ 1. Omg/mL KVSIRIL, #EATIRE T (30 5 1x-hr) TK 4% 504 %, Y

B DHERRERE. TED
AR TVR7axds oK) OesRRbR

(1) SRANPTHIRSE FE I E VA

(2) SRR A~ FVRERE (Bl Y ¥ AEERIE)
R TvR7axd o oKl OERE
N A
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(1) FIFz DX 7Y

il

R 7 ba—T 4 78 FEMIE - FIAD)
(2) HEDOHERE IR

An—RA, <7 nrd—,L6000, Z/L
7. BAbT ¥ o, He S TR ek,
Vil al=vi

HR5E4 LA 7 a9 8 250mg [ZE)] LR 7a XY 8 500mg [ZE]
. i o DTNV E
vailyizz T4 ba—T T8 (KGR - ERRAD)
e GBI BlS=S=MGIDICG D=
FEFE (mm) 13.7/6.6 16.2/8.0
HE JEA  (mm) 4.1 5.7
HE (mg) 332 664
ARIRFER LARZ7aXH 0 ZE 250 LARZ7uaXx9 0 ZE 500
(3) #Aa—F
R4 LR 7 a %Y bE 250mg [7E LR 7 a %3 8 500mg [ZE)
PN LARZ7rEH o 7ZE 250 LR 7 %% ZE 500
= a0 R e B0 R
* " LR 7\ X4 U BE 250mg [ZE LR 7\ X4 U 8E 500mg [ZE
— k VE 73ty 7E98,/ 250mg VK 7e¥yy 7899,/ 500mg
At = KE, v
F LEVOFLOXACIN TABLETS 250mglZE] | LEVOFLOXACIN TABLETS 500mglZE]
(PTP) - -
i LAR7a X%,/ 250mg,” LARZa XY,/ 500mg,”
v— b BRI~ —s B Ly (R 7T~ — s T LT
7~—2/GS1 a— R ~—7/GS1 2— K
4) HE DY
TEEE - $E 250mg  EXIME 11ke ELL
BE 500mg  EYMHE 17kg UL E
B) ot
&Y LR
SR D $H Rk
(1) B CEHERS) OE=H K UHME
584 LR 7 %Y U 8E 250mg [7ZF VAR 7 a X% 8E 500mg [7E
. - AR VA7 axy oKy HE LARZaxdo Ky
By - 7
(1 k) 256. 2mg 512. bmg
. (LEZE%H2o b LT 250mg) | (LEZBFH3 0 & LT 500mg)
b re—2 . v Rexy o |fimtlre—2A, vt ey 7o
trag—A A Ao—A, <l —X I Aa—A, T
o NEATT IV R UL, 70| VBEBATTILF NI OA, B
AN

Aa—A <7 nwaad—)L 6000, Z/
7. BibT o, Z ek,
N 2 (7 N o v AN = A
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(1) hosEEHER

LAR7Aax4 bt 250mg ZE] ¥

(PTP @ (R a7 4 VAR OT VI =0 AE) Lictk,

BEHIC AN D

AL e
SER S - 40+1°C/75+5%RH

BRI H BR LA 15 A 3 A 6 & H
JHH 7= 2 %(7 —
%{f;i;@@*ﬁ MEDOEFEAY 7 4L ba—F . . KU s
TR BR (SRS PR G R I ETR) A A ke ke
ol 5 BR RN RN RN RN
A —ME &R MR RN RN RN RN
M (30 43 1 80%LL 1) N N RN RN
e 7o N 100. 30~ 99. 76~ 100. 15~ 99. 76~
R (8 (95.0~105.0) 100. 50 100. 56 100. 44 100. 71

ley b n=3 3zvh

LARZ70%4 S 28 500mg TZE) ¥

Y

TIEEEE  PTP @2 (R 7u Ly 7 4 VA LOT VI =T A§E) L%, BEICANLTZLO

SER ST - 4021°C/T5+5%RH
BRIE B BR LA 1 & A 3 & A 6 & A

PR (D TV WEDOENTEOEIRRA Y 7

U 4 ) HREN HkEN RN RN

TeRBal R (SEAL AT AR R I E ) ik ik HWE HWE




V. REIZEJ HIEE

ol 5B s s s s
AL —ME SRR s s s s
WHE (30 43 80%LA 1) JAEN JAEN JAEN JAEN
e 7o N 99. 15~ 101. 15~ 99. 50~ 100. 46~
ER (k) (95.0~105.0) 99. 95 102. 00 100. 56 100. 73
1wy b n=3 3uvh
(2) BAOERTEMEHAR
LRoax4S oig 250mg TZE] ©
(e A ERIA H BR AR 2 3 ] 1 5 A 3 & A
PR
(FEEOFEMEOERRAY AN RN FREEN HIEEN
T AN IT—T 4 T EE)
HiEwE (%)
SRR 1.2 D —
o 0. 02 0. 02 0.02 0.02
210C 9;0.4/?L/LT :
g | - & FEGHEERR 1. 2 LISk B B B B
s LEEﬂ BARE—2 0. 2% F
Efﬁfﬁff %'02 ?}ﬁf? 0. 02 0. 01 0.01 0.03
mHME (30 4> 80%LA 1) RN RN FRES N N
g (%) 99.53 99. 99 99. 22 99. 58
ﬁ%{ii@éﬁf; ) 13.82 13.63 14. 04 13. 57
PR
(FREDFEMEOERIAY RN RN FREEN N
O TIN=C Yk )
MamE (%)
Jec fﬁ?ifﬁg PE= 0. 02 0. 02 0. 02 0. 02
wme | TOURH FRSHOREFAD 1.2 DSk B B B B
TSl - B | RRE—2 1 0.2%LLF
LA fifffff %'02 3%/@@? 0. 02 0.01 0.01 0.01
M (30 4y 80%LL ) FRESN FRAS N s R
E&E (%) (95.0~105.0) 99. 53 99. 87 99. 51 99. 99
%{i;fﬁi ELLL) 13. 82 11. 86 11. 92 11.65
PRAFSRAF PBRIE B BR AT 60 /5 1x * hr 120 75 1x * hr
PR
(FREDFEMZOERA D N N AN
T ANV T—T T EE)
MEmE (%)
?ﬁ?ijﬁﬁ PE— 0. 02 0.02 0. 02
s | 2 0001x FRHRFFAY 1. 2 LISk B B B
KBRS | WmARE—7 1 0.2%LLF
FESHRERR 1.2 LISk D
HFE—2 1 0.3%LLTF 0.02 0.01 0.01
M (30 4 80%LA 1) FRAEN HAEHN FRAEN
8 (%) (95.0~105.0) 99. 53 99. 83 99. 49
e (kg )
A1 11kg FBL L) 13. 82 13. 80 13. 69
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LARZ7OxHS 8 500mg TZE] ©

PRAFSRAT

AR IH H

BH AL

2 1 [H]

i
b

=
%

B
o}

=
LT &
%

PR

(DT UWNE2NENEDFSH
FEOERRAY 7 4 )L I1—
T4 T EE)

BN

BN

fHixma (%)
M RFR 1.2 D —
7 0. 4%

0. 02

0. 02

SRR 1.2 LISk o
BERE—7 0. 2%LLF

FAXHRFFR) 1. 2 DSt O
BEtE—7 1 0.3%LF

0.01

0.01

0.01 0.01

A (30 4 80%LL )

BN

BN

Bl BN

R ()

99. 64

99. 61

99. 53 100. 00

fHE* (kg H)
CESIE 17kg TLLE)

31.78

31.37

32.39 32. 43

T3S

25°C
75%RH
S - B
i

PR

(9 T NN WNEODFS
FEOERRAD 7 4 Vb2
—T 4 8D

BN

BN

Bl

FHgwE (%)
FARERERR 1.2 DB —
7 1 0.4% LT

0. 02

0. 02

0.02

FHGHRERR 1.2 LISk D
BREY—7 :0.2%LLF

FHGHRERR 1.2 LISk D
i —27 1 0.3%LTF

0.01

0.01

0.01 0.01

HME (30 4y 80%LL I-)

BN

B

BN Bl

EE (%) (95.0~105.0)

99. 64

99. 67

99.72 100. 28

HE* (kg &)
CE#IE 17kg UL E)

31.78

30. 53

27.80 27.43

PRIFRMT

AR IH H

LD

60

7 1x .

hr 120 J3 1x « hr

E27N

(D TR EOREH
TEOEREAD 7 ¢ )b d—
T4 T EE)

B

Bk N

BN

MEmE (%)
MR 1.2 D —
7 1 0.4%LLF

0.02

0. 02

0.02

FHGHRERR 1.2 LISk
BRE—27 :0.2%UT

FESHR R 1.2 LISk
BEE—7 1 0.3%UUT

0.01

0.01

0.01

EHIME (30 4y 80%LL )

Bk

i-da)

Bk

EE (%) (95.0~105.0)

99. 64

99.72

99. 42

! (kg )
CE¥fE 17kg LA L)

31.78

33. 14

30. 57

: BHE

REER VAR EOREMN
PRI




V. REIZEJ HIEE

9.

AR OVANA

AT

fthFl & DEEEEL (MELFERELL)

() BARBAERGEROBBICHT LEEME
@ R TE

B AR A7 — R - VAR

/X Rk

BR S - [Al#R%L : 50rpm
PBRIE - pH6. 8 (H AZESR 7 D HIFEREE 2 )
R & 900mL

BIEVE « 8RO ATROL BE R E v (B & ¢ 287nm)

FER  ABNILL FOMMEICHEA Lz, 7Y

e W] TR
LR 7 a8 250mg [ ZE
- 30 4y 80% L)
LAR T v XY 8 500mg [ ZE

(2)

BHEHICH T HEMUMY

(RFEEZ DAY FRIFE SRR T A N T A > (PR 24 45 2 7 29 HATSERIFAZE 0229 %5 10 75) |
(CHEV, AR 21T - 1o,

LARZ7axH b 250mglZE] "

kiR A LR 7\ %3 U 8E 250mg [ ZE
F2E e LA 7 7€y hEE 250mg
AL H AR — eyt - sk N Rk
BRI 900mL
B 37+0.5C
50rpm (pH1.2. pH4.0, pH6.8, 7K)
B R Xszpmo&Umﬁsm%mf\NF»%-%@%@%&%%T\
i 30 Zy AN REHERIF | SRBRERIAN & H I 85% LA IR L= Z £
s PSRV + 100 RO RS BRI AR L1,
ik pHl.2 : HAARIEF T OWHRBRE 1 K
B pH4.0 : 7= McIlvaine ffﬁ‘;‘%@ﬂfﬁi
pH6. 8 @ HARILR T DA 2 i)’
7K
FmiE A 7L

TEAERUH O RS RN 85% A TR R TR T L35,

e

FRYERLAIAN 15~30 431244 85% LA LI 2 56 T, IR IERAI O
PR3 60% M TN 85% T & 72 % i 24 722 2 23\ T RBRILAI D
R AR DR HERLA D YA I E £ 15% OHFPHIZ B 2 2>, XU 2 B
BofEn 42 L ETH D,




V. REIZEJ HIEE

100 F o -0 11 N R S— P P
% g0 ,"/ A 80
* 60 | * 60 |
% %
© ) & LARTOF YL fE250me ZE) o —e— LRTn%x 4L #250me ZE]
20 K - - EF - AEHE R 20 l,’ - R
a Ju
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
AR (5) AR (53)
100 g p— 100
& oo L @ .o |
% 80 ; 80
9% 60 % 60
40 ’ . N 4 r
S T LARTRRY LU R250melZE) /T —&— LRTOF YL 5250melZE)
20 ,’I --B- - EsERA 2 I,’ - - O - B
0 g
1 1 1 1 1 I 0 4 4 4 4 4 4
° 0 10 20 30 40 50 60 0 10 20 30 40 50 60
BRI (5 AR ()
X WHEENCR T UM GUBRTLH & OFE R O 8 R O i)
B PR VRG] LR7adt o
o (§E7. 250mg) | & 250mg [ZE] o |7
%
ARERTTIE | BIEEL | RRBRIE | IR | AR (%) | B HER (%)
15 457 66. 9 100.0 .
PHL. 2 — 35.8| A
30 73 97.6 100. 2
10 57 50.6 81.2 .
pH. 0 |— 5 o R 63.3| A
/N RV | 50rpm 71 : :
H6. 8 10 43 46.7 76. 8 57,7 N
e 15 %% 79. 1 89. 8 ' h
15 %3 67. 1 74.6 .
K N - A
307 84.9 85.4
(n=12)

<l 5>

AR pH4. 0, pH6. 8 M UVK TIIARHERIA & ¥ H 28 OFREINED TR0 H AL,

SERE pHL. 2 TIIIELBIME

RO DR T, 7B, AT 2 K% & LI A PRSI O, AT
IS CH D = L SHEREN TS,
PVI SEHBIECHTAEA (L MiREOHE (2)1] B8




V. REIZEJ HIEE

LARZ7O%49 8 500mgIZE)¥

Akl 74l LR 7 a4 8 500mg [ ZE
F2E A 7 7 B ME 500mg
$EiE H AR 7 —MaBRiE - i HaER /N Fvik
BRI 900mL
IR 37+0.5C
50rpm (pH1.2. pH5.0, pH6.8. 7K)
B i ¥pHI. 2, pH5.0 KX pIA{G. 8IZIUNT, 28 RILYE « 50 [FIHE DA H 3 EBR T
i 30 4y AP R HERLA | BRBREUA] & I 85% UL FIRI L7 Z &t
% P VA - 100 RO BRI NS L7,
% pH1. 2 : HARFEFF OVEHERERE 1 1)K
A pH5.0 : D7~ McIlva‘ine ?fﬁf%{fﬁi _
pH6. 8 : HARIERFH OV HEEREE 2 i)’
7K
SRS TEARN 2L
FEAERLE O PR RN 85% A B A - R TR T &35,
FEHERLAI A 15~30 312V 85% LA RIRI T 2356 T, R 0 -5
7 it VRN 60%&‘0\‘ 85%HIT & 72 B Y 72 2 REAIZERB W T, RERRAI D
SERIER TR ASEE HERUA O PR HH =R £ 15% OFPHIC H D 0>, T £2 B
BN 42 LLETH D,
100 - e o w.-- e B e— |
iﬁ 80 H?j“ 80
?A\: 60 , § 60

40 — e LARTO% 4L §500mel ZE] 40 —&— LARIOF 4 §#500me ZE]
--g- *%éi%ﬁﬂ --8-- *Eﬁ@ﬁ“
2 | 20
0 X X X X X X 0 1 1 1 1 1 ]
0 10 20 30 40 50 60 0 10 20 30 40 90 60
BB (5) AR ()
120 pH6.8, 50rpm 120 7K. 50rpm
(LI P G— — 8 100 |
5 oso t B g0
* E
9% 60 [ w6r
40 T —e— LARTOF 42 §E500mg [ ZE) 40
/ - B - REEE e
20 20 K
n
0 1 1 1 1 1 1 0 1 1 1 1 1 1
0 10 20 30 40 50 60 0 10 20 30 40 50 60
R (5) AR (53)

10




V. REIZEJ HIEE

£ EHZEBICRY 2HENE GRBREA K& UMFEAERA O PR H R O )

. 2 e A LR7axH
:it““ =S oy iy
PR (BEF. 500mg) | #E 500mg [ZE] ng& e
BS
BRI | R | BRBRWE | TR | PR (%) SEER R (%)
15 45 64. 6 96. 0
HI. 2 36. 8 S
b 30 4y 98.4 103.0 RS
10 45 49. 3 73. 4
pH5. 0 <l 66. 6 A
o 15 45 78.3 84.6
N RViE | 50rpm
o s 10 45 46. 0 74. 8 600 N
PHD: 15 %y 75.3 85. 3 ' e
15 4y 65. 5 71.8 i
Vi _ AN
K 30 4% 88. 6 86. 3 LE
(n=12)
<FEER>

PRI pHB. 0, pH6. 8 [ UK TIIARHERIAN & T HZEEh OFALIED B0 B,

SERYE pHL. 2 Tl

TR bR oTe, ks, RS T 2x5 & Ul AR SR <, migaid ey

MICFAEFETH D Z LRSI TN D,

[VI. SE@heelcfg4 25 E M. mfEEOHERE (2)1] 2R

10.
(M

(2)

)

(4)

11.

12.

w5 - A%

AENRDELRSR - SF. SENERLGERS - ARICHT H1ER

Pz L

ag

(LARZ70Ox%Y< 28 250mg TZED)

100 & [10 &8 (PTP)
500 £ [10 82 (PTP)

X 10]
X 50]
(LARZ7OxY 28 500mg TZED)

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

FHBE
R LR
REOME
(k= s ME
PTP ol %& PTP RYUTFa LT 4)h, TILI =L

AgiRt S 2 EME

&Y LR

Z Dttt
MR L

11




V. ARICEI SRR

V. BEICEYT HI1EH

1.

2.

MEEXIIFHE

GEGEE)

AFNENMEOT R KER., Lo VERER, MRKE, MEKEE, Wi, £792787 (704
F) - hET—U R, RIAE, . KIBE. RRE, SLVERTR, F7 AW, N7 T 7 RAH,
vhaRrh—jg VIV TE, mrTans =g 7T TR, TuTvRE, EALTR
T eENT=—, TRET VTR, NANE, AV IHE, A 7V OWE, BIEE, TR B
N7 E—g{, VIOAXRTE/, TETR, BRRE, horansZ—jg TR AT hay
HAE, T XHE QAN o F 7T (27T« TART4), hFa—<IIF33I07 (V73
T bhTavwT 4 R), iR TIVT (VTFIVT s ma—F=x), ikvAaTT A~ (A
AT A e =ma—F=T)

(B RGE )

RACNE R JEIEILE . TRIEVE R JEIRE, U VN - U U Bk, BIEREE, S (RIRBMERIE %
PES D), SME - BUE R OFTAISE O sy, LIRS, NLFY)E ARG, WHEH - MREAK . Rdkk
(RPKEPHZE, RUEFIRE 27 &Te) . AMERE S, ik, [BIERFL g 28 D “IRIEY:, BEEZE .
IR, RIS (BMRE, 1BRE) . R BiAZ% (RISEAR) . JRIEXR. FESER, HEEK,
fRAE I, RRYPER . IBF 7 A, NTF TR, aL I, 2SR Uk, TERNERE. TEA RS
K. IR, RKhiE, BatRse. ShEHK, REHK, BlEFER, (CIRVEMERIR IS, Rk ZE, B
B2, SR, RIE, V' TRE, XA b, BRE, MR O OMORSEAE, Q B

HEEX IR RICEES HER

5. EERIFMRICEET 5 EE

(HEE - MREE R, WMtk (RHtBEEX. RRAERSEZET). SUHRKEXR. BEMEE X, 8l&
FEE 2D

(TS EMIEEEER OF5 ) "2 L, FUEER G OLEM LKW Lz BT, AFIOHK 52
WY LW SN D HEITRE T L,

3.

(1)

(2)

RZERUVRAE

RERUVRAE0ORER

WHE. RAIE LR 7oL LT 1E500mg 2 1 B 1 EEAKRET S, k. B - ERIC
IS U CHEERET 5,

A5 e OV DM OFERZIEIZ DWW TR, JRRTE LT oBURZER LR35 2 &,

T 7 A, NRTFTRZHOWTIE, VA7 LTl EL00mg 2 1 H 1E 14 HEZRAE
5325,

FER U ORERE - 11
AR L

4 RZERUVAEICHEY SIE

1 RERUVAEICEET 5F8

11 MtEE O B 2 8695720, HERER 2 & o0 51308, 4371 Az 1 BTRET

1.2 BRI TEE CEEWILTRENFHE T 50T, WOHEROCHEZ L L LT, LN

(Bheea@)
HZ L, [18.3 2]

CTHRERZBU., B5RREEZHITTRETDHZENLEE LY, [9.2, 9.8.2, 16.6.1 K]

12



V. ARICEI SRR

X 4]
EHRE Y L7 F =27 U7 5% (Cler) [
(mL/min)
#1H 500mg & 1[0], 2 H H LA 250mg & 1 HIZ
<
20=CLcr<50 ey
#H 500mg % 1[0], 3 H H LA 250mg % 2 HIZ
CLer< 20 7
(BF IR, INTFIR)
1.3 LA7axHo b LT EHAL Y AFNCE D B2 255 13 ERA oG ©) 14
EI Fﬁﬁ%’g“j—é : t o
(iRIED
1.4 RIEOFIEK CEROMGNZ X, BRMNEZREST (EMA) 2360 HEOFG2HEREL T35,

5. ERFRALAE

(M ﬁ — 5Ny ir—:

HERR L

~||

WI?T

(2)

(3) RERGRRER
AL L

(4) RIEAIEAER

1) AR
gk L

2) RetHR
MR L

(5) BE - WEMNHB
AR L

(6) ameIfEm

) ERREHE (—RERRERE. HEERRERE. ERRELREE). WERR®T 4N
—RBE. WEREEBERERONE
MR L

2) g(uu%iq:t LT%%%E@W@R(*%% LT'EJ-.IE uTEﬁ@*ﬂ%%
Y L7

() =0t
EE R L

13



VI. EEEICEYSHER

VI.

2.

M EIFE (94 HIER

FEZPMICEESHLHLEMXITILEYE

Y RUBVRUVEEZRIGAY - A7 axY 2 (OFLX), /7 uax¥ir (NFLY), Y7o 7ofx
v UMEERYE KA (CPFX), A7 uaFx¥ v by VligtikFnd (TFLX) %

HE  EEOH 2{LEMDOREE - DWREFIL, BHFOETRLESRT L &,

EIEEH

(1) YEFRERL - 1EFRERF
AHENE, ZE IR THEA 7 aXxY L o D—HFONFEEE SIKTHDL LR 7 a4 oK%
EHTHoa—F ) 0 U RBROTEIF T, MEDODNA ¥ A L—RAR R RRA Y AT —PIVITHE
AL, DNAERIZHEST S, DNA V¥ A L—RA KN IRA Y AT —BIVIHEEEIZA 723200
K2 BOMEThHoT, PIEEAIIEENTH Y . MIC (T DR TIAERENTRD S iz 10717,

(2) EREE SRR
AR L

(3) {ERSIER - Y
LR L

14



VI. EYEEICET HEE

VI

1.

EWENREICET HIEE

I R E D HERS

AR LB MR
LR L
ERREER CHER S D i p R

1) BHEEkE
PERERLA 40 BIIC L AR 7 11 3420 500mg Z ZEHEIRE(C HARIRE O 45 G- L 72356 | I ke BEHERS K OV

WENRE /R T A —Z I TIKD EFBY Th oz 1919,
VAT | YLt 500mg BRSO GO KM RE ST A=K (40 Bl P fE EERE)

(M

(2)

Thax Crax tie AUCo-79nr
(hr) (p g/mL) (hr) (g« hr/mL)
500mg ZERG AR O & 5 0.99=%0.54 8.04%1.98 7.89=x1.04 50. 86 6. 46

2) HEFTLEDLEE
fEFERR A VAR 7 o X430 500mg & HiAlRE G (40 1) L7854 X 60 4y [ CHR] s a1

BB L7=ifa., EYBE T A—4F, ROLBY ThHhoT2 ",

VAR 7 v it 500mg HifRliE 1 $e G- K OB RHERF O BN IE X T A — X
(48 il ~FEIME AR Z2)

Thax Crax tie AUCo-72nr

(hr) (pg/mL) (hr) (pg -+ hr/mL)
500mg % 0 % 5- 0.99+0. 54 8.04+1.98 7.89+1.04 50. 86 6. 46
500mg LR FRE 1.00=%0. 00 9.79+1.05 8.05+1.54 51.96+4. 96

3) EMEMEFHEHER
(LARZ7Ox4> 8 250mg TZE])
LART7a Yo 8 250mg [ZE) &7 78w FEE260mg &, 7 B AA—NR—JEIZ LD ZNFh 1§

(LARZ7oxH b LT 250mg) FEEERE A S T MR BEERE 0 5 U C il R 2 LA 4 18
FEL, HONTHYERE NT A —% (AUC, Cuy) (I2OWT 90%EHEX A THEEHIEIT 21T o 7246
B log (0.80) ~log (1.25) OFPFHANTH V. MANIOAEYFHIFELEENHER S NI 2,

YRR T A — X

HIE/NT A—H BEINT A —H
AUC (9—24) Chax Thax tisz
(u g+ hr/mL) (pg/mL) (hr) (hr)
LR 7 a4 o U 8E 250mg TZE) 21.53=*2.15 2.92+0.85 1.3%£0.8 6.8+0.7
7 7y hEE 250mg 21.52+2.23 2.791+0.72 1.5£1.0 6.91+0.7
(Mean=S.D., n=19)

15



VI. EYEEICET HEE

EEVCEHRDUHRTEEE

—a— LET7OXY S -F250mglZE]
77 Ew +iE250me
Mean=5.D., n=19

B3 (hr)

MR LR 7 a3 U EEHR

(LARZ70Ox4> 8 500mg TZE])
LAR7uaxH 8 500mg [ZE) &7 J 8y MESBOOmg &, 7 R AL —R_R—iRIC LY ZNEi 1§
(LARZ7rFH oL LT 500mg) BEREAA D FIZHER HAIRE 1085 U C it HpoR 28 AR B 2
EL, GFONT-EYENRENT A —2 (AUC, Cpw) 1ZDUVNT 90%(EHE X VA CTHERHIENT 24T - 7o/

F. log (0.80) ~log (1.25) OHEPANTH V. WAl OEW IR HER S Lz Y,

YRR T A — X

3)

4)

HERT A—H BEINT A—H

AUC (9—24) Cuax Thax ti/z

(g« hr/mL) (ug/mL) (hr) (hr)
LR 7 a4 8 500mg ZE) 48.02+6.59 5.84=+1.30 1.3%£0.9 7.0%£0.8
7 7€y hEE 500mg 47.44=+5. 96 6.25=%1.40 1.4%+0.4 7.0£0.7

{(ug/mL)
3 ~

L]
T

WMEVCEIHFODOURTCEEE
S

—a— LFET7O%4 3 L #500mg[ ZE]
25 Ew hiES00me
Mean=8.0., n=20

12 18 20 24
B (hr)

MEF LR 7 a4 L JREHER

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

I3 EENE NS AUC, Coax DT A —Z0F, PRHE ORI, (RHE O LRIRIEL - W% OB

(k> TRARD MR D D,

i
MR L
aF - AKOES
1 REOES
LR L

16




VI. EYEEICET HEE

2.

(M

(2)

)

(4)

(®)

(6)

3.

(1)

(2)

(1)

(2)

2) BERECEE

FILEZOLRIEIR TR LEFDOFIBES. #%F

VAR a4 100mg P HERR 0 E GRS KBMET VI =T A (1g), WifgEk (160mg) IXfg
b= %> A (500mg) #OHAERE LESEA. LAZ7aX YL v ONRNL 4+ T_A 58U F ¢ —(3H
[ He A B L, 24 56%, 81%K TN T8%ICI L7z, F72. Cu DARICIKT L 2, [10.2
Z ]

Z Db EH

) PAFDY, TARRKIFR

R AIC, > AT 400mg 2 1 H 2[01 7 HR X (X7 2 X% K 500mg 2 1 H 4[] 7 HRE& 5L,
4 ARICVARZmd Y0 500mg A ZEERFHEREAOK L Lz, Y AF VP UI7 X1y FEoff
FIZE D LR 7 a X% ® AUC)1on 1FEILEI 27, 0% TY 38. 2% E5- L. tip iZE1F 4 30. 5% & Y
31 8WIER LAY, Con \CHBIZA DN -T2 % WEANT—4),

E)ARFOERBENT-HAEIT, LAT7rFHI L LT 500mg THDH,
[VIl. ZzetE (EA LoEES) (B3 2HE 7. MEER (2) 1] 2

BYRERI/NT A —4

3%
PAE R L

TR R 2 4
UL L

SH SRR A
UL L

HUTTUR
AR L

HIEH
DR L

Z 0t
AR L

BER (KEaL—Yay) @
BT Ak

AR L

K5 A— S EHER

AR L

IR AR

AR L

<HE>

BN, FRFERICRIRE NS, RFERREERRRATES

kil

1 % — A B8 P& @ i
UER R L

% — BB P BB
LR L

17



VI. EYEEICET HEE

@)

(4)

®)

(6)

6.

(M

(2)

@)

(4)

i ~DFBITH

VL. 6. (6) 3Ll OISR
HE~DBITH

MR L

Z DO~ DBITHE

BEIZLAR7aXY v L LTC5H00mg # A O #E L-E, OHFRk (5% 2. 6~4. 1 [§f#T
SEMAEF YRS« 1.42~1.89) . RISEME (G 2. 9~4. 0 R Cxt i B e EE b ¢ 0. 76~1.58) . H
I (5% 1~4 R okt mAE i AE L © 0. 40~0. 88) . EAIFKLME ($¢5-1% 2. 3~5. 8 W] Txt 4
RJREEEL ¢ 0.89~2.29) . &7t (514 1~4 FRR xR EPIEEL : 0. 11~1.39) THO . EWBIT
PEER LT,

B EERASUIBEFE LR 7 e Yo kK E LT 100mg X% 200mg ™ % H[ERE 0% 5 L7453
B BE (e 54% 0. 8~4 BRI TRIMLIE PR « S 1. 1), MR Cerfig e - 5 0.7), A%
APk CRHMmIEHIREELL « %9 2) . WE9E CofiygHiEiEre © 0.8~1.1), AR (F&51% 1~6 e CTxf
MBI © 0.8~1.9), BINZMRK (BE54% 1.5 B Cxt il is s EE L - 59 0.6) . AEFE Gehifinig
WL 0 0.3~4.2), K (5% 2~9 RefE]Cxf g R © 0. 14~0.31), i (100mg & 5-T
BEIRE 0.61 we/ml) . HIF (5 2 BEW CxHmE AL : 0.6), LREFRE (& 51% 2~6 B
M CRHmIE PR« 1L 1~1.9), ZMEMESS (100mg %% 5-9% 3~4 BT 0.6~2. 1 ug/g) ([TBITIEE
ﬁ'\‘ L7L: 25)—31)o

<HEANT —H >

EFERAITEEIC LA 7 a0 LT 500mg 2 HEREO#& S Lo BE ., RIEMBHK (% 51%
0. 5~24 W[ CxffmAE PR L 0 0. 2~1.5) . KUVESCHEEE (& 5-1% 0. 5~8 IEfi] THIMAEH IR - 0.9
~1.8), B MRaBEEIR (B 5% 0. 5~8 RFf CxtM R RE 1 1. 1~3.0) ez a7 77— (&
H4% 0. 5~24 IRl Cxf A IR EE I « 4. 1~18.9) . fifiik (514 2. 28~25. 43 IRFi#] T xf e Hh i A2
EE: 1.06~9.98) I[ZBATHEA R LTIZ %,

mEEARESE
LAR7aXY T 1~50ug/mL @ in vitro TOE MILIEEAKASRIL, B AB1ETH 26~36%T
Bt ™,

He

RBER AL R U R BHR B

1) RebHHEY

TR A LR 7 a4 ki & LT 100mg P 2 BHER O %5 L7254 % 5% 24 Bl £ T
BRR T HRRIT, REMRD G- BD 79. 66, BlA F /AR 1 75%, N-FFH A FAR 1.63%5TH
ST

2) RERHEY

BEAPNC LR 7o P2 kR & LT 100mg ™ & Bi[AlkR 0 # 5-1% 2~3. 5 B T o fEFEE - 7
7 a R A RIREEIL 0. 05~0. 44 u g/mL T D RE(LIKIZH T D HFIE1E 3. 9~25. 8% TH - 7=,
o, EEA I HIZEREED 7 V7 a U RIaEIRIFES bk ),

E)AFIOEBEINT-HEIZ, LA 7oL LT 500mg Thb,

KHIZE5T 5BR CP%) OATH. H5%
KPR L
DEEEHROERRVTOHE
KPR L

RO OARRUEILL, FELE
KPR L

18



VI. EYEEICET HEE

1.

8.

10.

(1) BEraez

11.

Bt

EEERAIC LR 7 X4 8 LT 500mg ZHER AL L84,

e 5.5 0~24 B O R rh 2 s

I%, 138.8~877.Tug/mL TH Y, BH% 72 Bl £ TITR G- 2D 83. T6h KA LR L LCTIRFIZHE
Mz, LARZaXH v i, BICREEORFHEIC L > TEAN SRS 5 %,

Fo, BERERABES fllc LR 7 ax ookl LT 200mg P2 REBES LA, #EhICiE
P 54% 72 Wi TR GO 3. 99N RELIR S LTt S 07,

E)AFIOEBINT-HEIZ. VAR7eXH 0L LT 500mg Thb,

S U RKR—2—(ZBET B1EH

G L
BIFICE HBERE
AR L
<HE>

REMEEAT « SEHNIIBRETE R 2
MIEFEHT : SNFERNIIRETE A 2

HEDERERTOEE
BE

BE

CLer fEICE W EE T L, LA T r¥x ¥ 0 500mg ZZ2f@RFHLIERE N 5 L7256, BRI TIZ
PE fSE PR EE O AW B O IER: | IR TR EE O T R QYR P HEIER O T AR bz ¥,
[7.2, 9.2, 9.8.2 2]
() aN— A Mg, 22 B, 0 SR ER )

CLer R tie AUCo-72nr PRAPEME =R (%)
(mL/min) (hr) (u g+ 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+t13.51
CLer<20 33.69£14.57 250. 66 £58. 30 28.28+11.83
ZDith
MU ER R L
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VI &t (EALEDEES) Y HEEB

VI. ££tt (ERLOIEF) ICETLHEE

ERNBEZTNDER
EIN TR

B D

2. ERARLEEZNEH

2. 22 (ROBEIZIFHBELEWLNI )
(ZhEEE)

2.1 AFIORSy T A 7 v 92 o ioxt LiRBIEOBEEREO H 5 8B [9.1.2 ]
(REZDEELHERBLN)

2.2 I XAFAEE L CW D RIRetE D & B ZctE [9.5. 1 &

2.3 /MR [9.7.1 ]
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tish N
KE DU SCE 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 20244:6H) |miscarriage or adverse maternal or fetal outcomes.
In animal reproduction studies, oral administration of levofloxacin to
pregnant rats and rabbits during organogenesis at doses up to 9.4 times
and 1.1 times the maximum recommended human dose (MRHD), respectively,
did not result in teratogenicity. Fetal toxicity was seen in the rat
study, but was absent at doses up to 1.2 times the maximum recommended
human dose (see Data).
The estimated background risk of major birth defects and miscarriage for
the indicated population is unknown. All pregnancies have a background
risk of birth defect, loss, or other adverse outcomes. In the U.S. general

population, the estimated background risks of major birth defects and

miscarriage in clinically recognized pregnancies is 2 to 4% and 15 to
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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 5 mg (i.e., approximately 1% of maternal daily dose). The above data

come from a single case and may not be generalizable to the general

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

film-coated tablets
Ipca Laboratories UK
Ltd 20254E2H)

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 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;
however other fluoroquinolones are excreted in breast milk. In the
absence of human data and due to the experimental data suggest a risk
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.

MNERFICET HREHE

HARDOPASCED 19.7 /MR OEOEHIZLLTO LB TH Y | KREDOUHT SCE M OV#H[E DSPC

LITRe B,

I HENEREZAT ABBICHT IR

9.7 NR

(RIEFOEEGHRB LN

NSt g & LT BRI S E LT ey, @ ER (R,
Bk (13 % Hiis), B 7 v &) CTHEEIRENRBO LN TWD, [2.3, 9.7.2 ZH]
(RIEFNDEELKSE)

9.7.2 IBR FOAHRMEEB L CETH2 L, [9.7.1 5]

9.7.1 BHELARWZ &,

s

FEA

levofloxacin tablet
film coated

Aurobindo Pharma

Limited 20244F6 1)

FH RN
NGNS RS 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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XI. &

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)].

Ha[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 20254F2 1)
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5 MBS T 4 AR Y P EFT 0 E 1S FEMEET S, AELARWEASIE, &5I125%

S =

M ER ., FROBIELIT O,
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