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HAR AR A BMEZ 54 & L7 levofloxacin (LVFX)250 mg, 500 mg, 750 mg 3 X 08 1,000 mg
O Hilnl$ 530E%, HAR M A B & s B2 w4 & L7z LVFX 500 mg 1 H 1 o> 7 H [ R4S
Pehabrr i L, EWEEL IO E R Lz, 72, AAMERRA B E R LVFX 500 mg
DO HNP AR E L, TORWBEL HARNERBA S & L 72,

1. FEWENRE @ BEP 53R TlE, Cow (SHRILBITEDSTED 5 17253, AUChm 13 G- R OB RIZ E
L7260 500 mg G HETD Crax 1& 7.35 pg/mL, AUCor 1% 57.86 ug - h/mL Tdh - 72,

AR G- ClE, %5 1HABX7HHD Cow, %5 24 KB OMAER LVFX B (Con) B &
O AUCoon (ZEBESA B X D S RB I CRMEEZ R L7z, BHERABYE, REEHDEL IS5
2HHAS 7 HHOHSEROMAE D LVEX #ERX—EMlTHEE L, o2l EEootho

72o

LVFX 500 mg .51 D Crax 3 & UF AUC7n (& F AR AT B AR NEER AT T

%"O f:o

2. AV Wi aER, G RERE b I LVEX 58 ICEIER B X ORRWICHE L 2 261

FHLZIIRO SN Lo 7,

DiEX Y, 500mg1 H 1 WGB3 HARMNEFR AT M3 X ORI & b ICRF I RHEIE

RO LN o720
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Levofloxacin (LVFX) (& H A E P CREL #3 & YE B L OTR
B I AE 7 & O R R GE D B HEIS, FEHEE % 100 mg 1
H2~3m (FiEF 2R A oL BbhaHa1213 1 W
200 mg, 1 H 3 F THIEWHE) & LT, EHIY LM
EhTwb,

FEAE, RGBS BV T, FREIEHNS T B iR oo 3
I, AR 2 PURSE OB AIE 0, B %S 2
MW R DOOH L. F /B VRPEEIZOWT D, PR G
hE D E B 72 JF R T 3 5 lifi 45K o kb & bk T AL A%
HAITLTWDY &9 LEERERYS, MAEAICIOWTY
T LOME % &I B &, HEk - HREZRET & omg
DHRETH 5,

WA, MiIREREOF 2 v Vi LA FIH 2 72012, Con
& MIC DIt (Coow/MIC) Z 5 DL EIZT I EHFEF LWL &
NTw2Y, i RERE RS8R % LVFX © MICw fill
X 1pug/mL TH B, LVFX 100 mg HEHE 5D Cpu i
145~182 ug/mL”, EPNOEEER R - HETH 5 100

mgl H 3 %GO Cunld 16 ug/mLTd 0, Mt LI
WZEE END Coo/MIC IZERTE TRV, —J7, 500
mgl H 1 In#%5- T, WHHEEEIHNC A% Cou/MIC 25E K
TE5ZEMMFER D",

HAMIBIF S LVFX 500 mg 1 BIF%5- 22T, g
T QT MIBIC T 2B L bbb TEMEIES X etz
et U2 sy S Tw 5 2%, B3 C o BRI 7%
Vo ZZTHN, HAREMNOME: - if% 500mg1 H 1 HIC
EETHI2H7D, 250mg, 500 mg, 750 mg B & UF 1,000
mg I TOHMEPELGHE, 2 LT 500 mg O RERxG-REx % 5
ML, ZOROEMBEL X OLelz2 7o eRexHE L
7o ZHEE MG TG L7z

L. MRBELUVAEE

AGABRIE, PR 94E 3 A 27 H & 0 T Szl R
DR BBOEOILEICHT A ES I (FAEE S 28
5) EET L CEML 72,
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Table 1. Subject profiles in (A) single and (B) multiple-dose studies

(A) Single-dose study

Ethnicity Japanese Caucasian
dose (mg) 250 500 1,000 placebo 500 placebo
n 9 9 9 12 9 3
A mean*SD  251%42 25.1%5.1 24.8=*5.5 25.8+3.9 24.0+5.4 30.3*5.6 30.7%6.1
e
( g) median 24 24 24 21 30 32
r
Y min, max 20, 32 20, 37 20, 34 22, 32 20, 37 24, 39 24, 36
Height mean*SD 1724+*54 169.2+9.4 176.7%+5.5 172.4%7.1 173.5+85 179.7+5.7 175.6 £ 6.0
ei
( g) median 172.1 171.5 173.1 170.6 179.5 173.5
cm
min, max  163.3, 180.2 155.5, 1855 167.0,182.8 156.0, 182.0 159.2, 183.6 172.5,192.1 171.0, 182.4
Body weiaht mean+SD  628+55  623+102 645%53 692186  616%6.6 779%61 74757
ody wei
}(Ik ) g median 62.3 58.8 70.1 61.2 78 74.8
& min, max 56.0, 73.4 51.0, 79.9 56.9, 75.7 56.4, 81.0 52.0, 75.5 67.5, 90.9 69.0, 80.4
BMI mean*SD 21.1*14 21.6£2.0 20.6*1.1 232%2.0 204*1.3 242*23 242*14
(kg/m?) median 21 21.1 24.1 20.6 24.2 24.2
m
& min, max 19.2, 23.3 18.6, 24.7 19.2, 22.7 18.9, 24.9 18.5, 22.5 20.9, 29.4 22.9, 25.6
Car (Cockeroft) mean*+SD 109.6*16.1 1156*115 129.0*124 119.6*9.5 118.8+12.1 111.0+17.0 102.3*8.0
o r
'( f/c ¢ ()’ median 102 118 117 1135 100 103
mL/min
min, max 89, 131 99, 128 106, 143 106, 130 107, 145 93, 142 94, 110
(B) Multiple-dose study
500x7 d 500x7 d
5007 days X7 days 500x7 days i Cays
dose (mg) nonelderly elderly
nonelderly elderly
placebo placebo
n 9 3 9 3
A mean * SD 23.0*2.5 22.7%+3.8 70.0£2.5 70.3*3.5
e
( 8 ) median 23 21 70 70
v min, max 20, 27 20, 27 67,73 67,74
Heicht mean * SD 169.5+3.7 168.4*7.5 157.5+7.4 162.7+8.7
ei
( g) median 169.5 171.3 160.4 160.6
cm
min, max 164.0, 177.5 159.8, 174.0 144.7, 165.8 155.2, 172.3
Body weicht mean = SD 62.6*5.1 63.3%7.3 60.2+9.5 68.3* 14.3
ody wei
{k | g median 637 614 562 68.4
g min, max 56.0, 71.6 57.1,71.4 50.6, 76.5 54.0, 82.6
ML mean * SD 21.8* 1.8 224%3.0 24.2+25 25.6+2.8
(kg/m?) median 22.6 24.0 23.8 26.5
m
& min, max 19.3, 24.6 18.9, 24.3 21.0, 27.8 224, 27.8
Cer (Cockeroft) mean * SD 112.0*+16.8 94.0*159 89.1+10.1 100.0 =23.3
ockcro
"( L/min) median 113 88 85 96
mL/min
min, max 83, 139 82, 112 74, 105 79, 125
1. WEs TERBIUPS500mg$E T IR REH N,

B 5 SRR AR 20 DL 45 FR R 0 H AR A\
BN 48 BB L OV NEEERL A1 12 B, ARG
B 0 AR NERE RN B 12 613 X U4E#E 65 7% UL L
75 A O AR NERE B 1261205 L Uiz, &
BoOHNB XOHE, FHESNEB L OGHELR &
WCOWTHAXEEZ WS REHLZ) 2 THHE
Bz yRBESMcCHTREZHEL, HETORA Y
V== U IRATTHEA LR S N AR L L
720

2. fEASEH

BeRE & L C LVFX 250 mg $t 7% & U°12 500 mg §E %
M7z S E LT, SRS ElBIABED 250 mg $& 7

3. BEHHE

Hilol ¥ 55088 T3 H AR N A B P12 250 mg, 500
mg, 750 mg B £ O 1,000 mg ® LVFX = &#:9Hl, 75
YR E LB S PNCEAZIERCRG Uiz 72, BN
WABEIZ500meg & LVFX # 96, ¥/ 75tR%
3 BUNCHAZEIEREI S L7z A G- B ClE H R A
B A BB X OV H A N AR s 53 % 12 500 mg @
LVFX $tF 72137 7 L Rgex 91 &% 30 512 7 H % 5-
L7z WIFNORERT b BEEE 13HERFE %2 K 200 mL &
EBITRA L 720

BT L oK, BEBRER i FE, K
H, BMI B XU C. (Cockcroft) % Table1 IZ/R9
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Table 2. Study schedule in the (A) single and (B) multiple-dose studies

(A) Single-dose study

Screening Follow-up
Day —28<|—-2|-1| 1|2 |3 |4 8
Hospitalization <
Dose [
Subject background o
Investigator's examination o [ BN BN BN BN J [ ]
Height o
Body weight o ( [ o
BMI o [ J
Temperature, blood pressure, pulse rate [ J [ N BN J
12-lead electrocardiogram o ( 2K 2K J
Clinical laboratory test |Immunological test [ J
Drug test (urine) [ )
Hematology, blood
biochemisgti’,y, urinalysis o ¢ o o
Cer (]
Pharmacokinetic Plasma " [ BN BN BN J
Monitoring Saliva 23 [ BN )
Urine ¢ ( BN BN BN BN J
U Blood samples collected: immediately before (time zero), 0.25, 0.5, 1, 1.5, 2, 3, 4, 8, 12, 24, 36, 48, 60, and

72 h

2 Salivary samples collected: immediately before (time zero), 1, 2, 3, 4, 8, 12, and 24 h

% Salivary samples were collected from subjects administered LVFX 500 mg.

4 Urinary samples collected: —24-0,0-2,2-4,4-8, 812, 12—24, 24—48, and 48—72 h

(B) Multiple-dose study

Screening Follow-up
Day —28 < | —2| —1| 1 2 3 4 5 6 7 8 9 | 10 14

Hospitalization < »>
Dose ® 6 6 6 6 0 o
Subject background [ J
Investigator's examination [ ] ® 6 &6 6 06 6 6 06 & 0 O ([ ]
Height o
Body weight [ J ( o [ ]
BMI [ ] [ ]
Temperature, blood pressure, pulse rate o ® 6 &6 6 6 6 &0 0o O ([
12-lead Electrocardiogram [ J [ N BN BN BN BN NN BN BN J ([
Clinical laboratory test |Immunological test o

Drug test (urine) o

Hematology, blood [ ] ([ o o

biochemistry, urinalysis

Cer ([ ]
Pharmacokinetic Plasma " o 6 6 6 6 6 6 6 0 O
Monitoring Urine ? [ N BN J e o
Intestinal flora ¥ < > < < > ¢ »> [ B

Y Blood samples collected: day 1; immediately before (time zero), 0.25, 0.5, 1, 1.5, 2, 3, 4, 8, and 12 h
day 2 - 6; immediately before (time zero) and 1.5 h
day 7; immediately before (time zero), 0.25, 0.5, 1, 1.5, 2, 3, 4, 8, and 12 h
day 8; 24 and 36 h
day 9; 48 and 60 h
day 10; 72 h
2 Urinary samples collected: day-1; —24—0h days 1 and 7;0~2,2~4,4—8,8-12, and 12-24 h
% Only nonelderly Japanese. Feces sampling was done once within each interval.
4 A subject having no bowel movement was hospitalized in three days at maximum.
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Fig. 1.
(mean = SD).

Time (h)

LVFX plasma concentration after single-dose oral administration to Japanese subjects

Table 3. LVFX pharmacokinetic parameters in single-dose study

Dose Cmax tmax AUCo-72n AUCo-inf ti/2 CLt/F Vvd./F CL:
n
(mg) (ug/mL) (b) (ugh/mL)  (ugh/mL)  (h)  (L/h) ) (L/h)
mean 3.72 1.1 21.77 21.85 7.4 11.6 120.7 9.1
250 Japanese 9
SD 0.93 0.3 291 2.94 1.7 1.6 16.6 15
mean 7.35 1.4 57.86 58.02 9.6 8.8 123.6 7.4
Japanese 9
SD 2.21 0.7 9.70 9.68 2.1 1.3 36.0 1.1
500
. mean 4.61 1.4 47.03 47.21 8.4 10.7 129.2 8.4
Caucasian 9
SD 1.10 0.5 4.30 4.38 0.6 1.0 6.9 0.8
mean 10.53 1.3 83.15 83.34 8.8 9.1 116.0 7.2
750 Japanese 9
SD 3.32 0.5 9.25 9.26 1.5 1.0 26.2 0.9
mean 15.37 1.0 111.61 111.83 7.5 9.1 98.4 7.1
1,000 Japanese 9
SD 2.63 0.5 14.16 14.18 0.4 1.1 14.5 1.0

4. MiAEB X ONHIE )T

YRR E R ORI, B L O ettomt, il
EDAr Y 2— V% Table 2 IZ/R T,

1) YRR E

I B [l P 5505 C 3% 5- IR TE A, $%-5- B4R 0.25,
05, 1, 15, 2, 3, 4, 8 12, 24, 36, 48, 60, 72 FF
#iz, ERSRBRCIRS 1 0 HI33%S e, %
555025, 05, 1, 15, 2, 3, 4, 8, 12Kk, &5
2~6 H HI385-FIAIE T, $55-FiG 1.5 Ref 12, %5
7 B B3¥5-pER,  Be5-BgG 025, 05, 1, 15, 2
3, 4, 8 12, 24, 36, 48, 60, 72 FEfE#412 5 mL % RO
L7zo BRI, 7272612 5uEL, #8Ry 7 X1
ANTHEE T-20C DLUT THARBRAE L 72

PRAIZE % 5308k Tld —24~0, 0~2, 2~4, 4~8, 8~
12, 12~24, 24~48, 48~72 Wfl#], KAEHR G- B TI3H
HoBAgATHT — 24~0 Wel, Be5-B 1 HH & 7 HHIZ 0~2,
2~4, 4~8, 8~12, 12~24 I¢fif, HEIR T & ICEIRE I

EHEHEIR S8, W CHEGIRAE L7z IR T2, BRI
LTREZEEL#E, 5mL 2200 L, #XERy 7 212
ANTHEE T-20C DUTF CTHERF L 72

WIS 1 L T B G- BR OB G- BRI T, BEG-BRA 1, 2,
3, 4, 8 12, 24 BRIy v — LIS S, 2L, o
KRy 7 AN, —20C DT CTHEERAE L 72

LVFX g IA St =ZZbFr e -y —z v (3 =
FbFE A 74 v ARASH) 12T, Sk o< b
75 74— (HPLC) #ENC X il L7,

2)  REVEOFH
LEVEOFHREE L, FEHLBIUREEH L L7,
R G0 O BRMEBIER TRETIOEZ 7250 5
HFELL R, HEVIEENL2VERE (HERAEE
NAZ VYA v, DEROREZED), K, 720135
RAEAEFRLL, T0HbH, UL OREHGR
PREEIN Lo HREZRERE L,

B, 12FE0ENERLEL, QT/QTc MEIZOWT
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Fig. 2. The relationship between LVFX pharmacokinetic parameters versus dose after
single-dose oral administration to Japanese subjects (X = dose, Y = parameter).
(A) Ciax, (B) AUCo-721
bk 7z, HRBIOEZ VT 7> A (CL) 23k, HGHEHNIHE

3) WM & O RGET

LVFX $¢5-12 & 2 B MR e~ D 528 2 IRFE IS
5700, KAERGREBICBT 5 HARNERE R AT
X0 &G 2HAi~1 HH&S8, 1 HH&RS5%~3
HH¥Z 500, 4 HH¥RS5-%~6 HH#& G0, 7HH&ES
%~9HH, 14 HH, 28 HHIZZN LN 1 [IFEME 2 $RIX
L, ZZFAT 14 0 ARASHICTHIR O E S X
OWEENEL, Z8% ML 72,

5. il RIEHT

1) B REMAT

SEYBEOMNTIIE, v a3y 8— b XV Mk E
fEH L7z f#ATIZ, WinNonlin 2 Fl W CT#ERE & 12
Coww G5 H2UBMOMBEFRRE (Cu), tow tie
AUCozi, AUCorz, AUChi, ADNTOEHZ )T TV A
(CL/F), &2 ORFMGAER (VA/F), BERDHE

Hetm e BN L7z

H A A EE R A 112 LVFX 250 mg, 500 mg, 750
mg BL 1,000 mg 235 L 72D Coae B & F AUChr2n
DOHBEILBIEEZ ST —FE T NI L o THE L7z, 787
A—F HRUSERY, BZGEEZHHALHX L3587 —
W Y=aX’ZlEl, TROLB)HHEHRLT, &
NSRBI E D M E 2 dEE Lz

Log (Y)=Log (a)+ B xLog (X) +error

A& OB E 2O 95% FEXE LD B DX
el L O O 95% EHEIX 2 5 L 72,

ARG RBRTIE, &5 7HHE S 1 HED Con,
Com, AUCoom %Hﬁﬁ L7z

500 mg Hi M43 5508 T, W O SR IR EE & i 4E
DFEYRREDILE KD 7=,
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24—48 48-72

(A) Cumulative LVFX urinary excretion and (B) LVFX urinary concentration after

single-dose oral administration to Japanese subjects (mean *+ SD).

2) HEHEZL

A 34013 ICH 15 B < 3 H 36 4k MedDRA  (Med-
DRA/J version8.1) \ZitA®z, HEEHEF L7,

3) LERX

12FE LB S QT Mk, QTc i (Fridericia
) &k, KR, BehmENC E Rk R A S L7z,
%3, QTc Bk, LVFX 2552 0imcthuv.odhi
LB 5 2 &0, Bazett OIS OIA 5 N
B L CBRZHIEE 21, 60 #1455 % Tl %05 T
/N IR L 72 5 720", Fridericia #:12 X % f# 4T %
To2&& L7

F 7z, ARG %IC 1SR QT/QTe Bk it
XHEAY 450 ms % 2 7o HERE R, B L OREBREER 514
WIKERML EQT/QTc M EN—Z2F 4 ¥ D7#H30
ms %W 2 7oHEBRE O AR LR L7z, 2612, QT MiEB

XU QTc MEDR—Z2 54 ¥h5DEDFHHEOHER
EE L7, 2B, QT HkEEB L QTc MEOXR—Z I
A 0%, W EREREE: 551 H O — R ofii & L7z,
I & ES

1. EyHpiE

1) Hm$e R

H A AR A B P12 LVFX 250 mg, 500 mg, 750
mg B £ 1,000 mg % 22 5 By BL M 4% 5- L 72 FF o I 45
LVFX i 0 Hi#% % Fig. 112, EWFE AT A — 5 %
Table 31278 T 6 Cow lEZNZEN 372, 7.35, 1053, 15.37
pg/mL, AUCon 13 21.77, 57.86, 8315, 11161 ug - h/
mL T& 5 726 Coax B & O AUCoron D H 2 LLHIE: 2 /3T —
ETIVTHET L72RER, Coun® B O RHEEfEIZ 1.010 T
HY, BDI5% BHEXMIZ 0849~1.171 T1 #H&H, H
BICHBIL 72 Cow D ERADED 5N 720 AUCH @ B D
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Fig. 4. LVFX salivary and plasma concentration after 500 mg single-dose oral administration

to Japanese subjects (mean * SD).

104

Plasma concentration (4g/mL)
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96
Time (h)

120

Fig. 5. LVFX plasma concentration in 500 mg multiple-dose study (mean * SD).

RMAEEMIZ 1178 TH Y, B D 95% 15X M1 1.084~
1273 CT1 %%, HEOWMINEZBZ 5 AUCm D -5
MWRO SNz (Fig. 2)o tomld 1L.0~14 B5H, t1213 74~
96 I TH 1, Wi d HEKAEIIRD SN h o
726CL 4% 250 mg T91L/h, 1,000mg T71L/h TH D,
EHEIZR21ZEF 3 2 M H > 72,

H AR A B2 LVFX 500 mg % Hul# 5. L 725
DY EYE/NT A — 7 % Table 3 IT/R T o Cons 13 4.61
pg/mL, AUCorm tX 4703 ug - h/mL TH Y, Wb H
ARNERRNA T & ) KA 720

Hin$e 502 B 5455 72 We ] £ T o BAEIR e
FEPRPIRE % Fig. 3 1R .5 72 e T o BFUR
BRI 77.5~838% TH D, G EIZNPDL LTI

— DA IR L7z BRI EIE 2 24546,
563.27, 768.39, 556.20 ug/h - mL T3V, 500 mg L Lo
PG CIRIFIZHM L 222 R L7zo HIRSRAE L 7218
MIEAD SN oe 72, RPEEIZ 250~750 mg
5 CIEHE G- 2~4 B, 1,000 mg $5-Ti% 0~2 B
TiOEL o7,

LVFX 500 mg Hi[#%5-K5 12 1) 2 Wi LVFX 2
B LM LVFX IREOHER % Fig 4 IR T, #1452
W5 [ 1% O MR LVEX R & a4 rp LVEX JEE o i
0968 TH Y, MEE~D BIF 2 BITEE R L7,

2)  BUAEPG- AR

H A A e N B3 & O H A B HE s it 58 1k 12
LVFX 500 mg % S5 L 72 o ifidEd LVFX 2 o
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Table 4. LVFX pharmacokinetic parameters in multiple-dose study

(A) Day 1
G Cumax Coan tmax AUCo-24n
rou n
P (ug/ml)  (ug/ml)  (h)  (ug'h/mL)
LVFX 500 mg 9 mean 6.02 0.37 1.7 43.36
nonelderly SD 1.04 0.08 0.8 3.76
LVFX 500 mg 9 mean 6.49 0.71 3.3 58.75
elderly SD 0.90 0.20 0.7 891
(B) Day 7
Cinax Caan tmax AUCo-24n ti CLt/F Vd./F CL:
Group n
(ug/mL) (ug/mL) (h) (ugh/mL)  (h) (L/h) (L) (L/h)
LVFX 500 mg 9 mean 6.32 0.47 1.9 49.67 9.4 10.2 136.6 7.8
nonelderly SD 1.15 0.15 0.9 6.68 2.9 1.5 36.4 0.9
LVFX 500 mg 9 mean 7.14 091 4.1 67.49 9.5 7.6 104.0 55
elderly SD 2.09 0.30 2.5 10.70 1.9 1.1 28.6 1.1

% Fig.512, H5 1 HEBXU7 HHOREYEHE
T A — ¥ OBERHRIEE FNEN Table 4 1277,

HARANERERABEOR S5 1HE L 7HHD Conld
FNEN602 ug/mL, 632 ug/mL, Conid 037 ng/mL,
047 ug/mL, AUCo13 4336 ug - h/mL, 4967 ug - h/
mL Thorzo HARANEFREEIRBEOKG1HHE7TH
HOCold TN &N 649 ug/mL, 714 pg/mL, Counld
0.71 ug/mL, 091 pg/mL, AUCy2 13 5875 ng + h/mL,
6749 ug - h/mL TdH Y, HARNEHERAB ML LKL
KEEEIR L 720 ton D HARNERERABE L Y HARA
R A CIER L $72, HARMNMERRABMES
SO HAMNMERESHBEOVWFRIZBWTY, %5 2H
H26 7 HHOELGERT O MSER LVFX #EE (Con) 1&—
EMETHBL, WS 2AEREEROONRh o7,

2. WM~ D

H A AR A5 P:12 LVFX 500 mg % AE#H5- L 72
DI PRI #5 D HERE & Fig. 6 1SR T o AR OB H
B 5-phmT O 761 log CFU/g 4% 5-4~6 H H I
647 log CFU/g N & RRWMA L7zAs, 5 THTHH
2IE, HYBBEORBIIFIZRE L 22—, BEE
WS- FMGRT A S 5# T 21 HH £ ¢, BRHUCIZ
EALEHIALN ol BB, BMAENHL LD
DI Z L ORGNATR#EOZALIZ Y L 2RO
BamR Ll £, WINOWERE D5 b Clostridium dif-
ficile (¥R S NF, C. difficile toxin A bR S Nz o
720

3. et

1) Him$e ek

WA SRR TIE, LVFX 2% 5 S W7 1o
HPIRDOONH Do Tz TOMOERMAMS L U
AZNVH A VICHIEE R BEFIED SN0 572,

2)  BRAEHG-ER

GRG0 Clk, HAR NSRS ko LVFX $#5-
BICHEERRIIRO SN Do 720 HARNERER A BT

® LVFX 500 mg $5-% 9 i 3 FIC[RERAE |, [ KB
SR, [HREPASR], [2MEsERgE] £ 1o ERER
RO ONTze THODOHEEREOFIIELITHED L <
EHEEETH ), BRI X 0 SREEE & o RERBIRIE W
FThOMES Nz, WEBXUOEELAERL, LVFX
DFEGHIEICW 25 ERRIIRDO LN Loz 0B,
BRI X 0N VA4 VIHRICHIEE 25 X5
REBHIED SNL o T

3) LR O

LVFX # 5 # 12 QT M F& 25 450 ms % 8 z 7 % B &
(&, HEPE S RER O 250 mg 35 & 0F 500 mg $5-EEIC K& 1
BIFED b 7228, AR G- HEBOBEE ICIERO bk
Ao 720 QT MFEAT 450 ms % 8 2 724804 2 i3 wih
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Phase I study of levofloxacin in healthy and elderly volunteers
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To prepare for changing the standard levofloxacin(LVFX) dosage from 100 mg three times a day to 500
mg once daily (qd), we evaluated the LVFX qd safety and pharmacokinetic profile in a single-dose study in
healthy Japanese male volunteers given an oral dose ranging from 250 mg to 1,000 mg and in a multiple-dose
study in healthy nonelderly and elderly Japanese male volunteers given LVFX 500 mg qd for 7 days. To
compare pharmacokinetic profiles in different ethnic groups, we also conducted a study in healthy Cauca-
sian male volunteers given an oral dose of 500 mg.

1. Pharmacokinetics: In the single-dose study, LVFX Cy.. and AUCo-72, were 7.35 ug/mL and 57.86 ug - h/
mL at a dose of 500 mg. While LVFX C,.. increased dose-proportionally, AUC increased above dose-
proportionally.

In the multiple-dose study, LVFX Cias, Caun, and AUCo-un on day 7 were higher in elderly than nonelderly
subjects. Cuin was stable from days 2 through 7 with no clear evidence of accumulation in either the noneld-
erly or elderly.

Average LVFX C,.. and AUCz were higher in Japanese than Caucasian subjects.

2. Safety: No adverse drug reactions were seen after LVFX administration in any study.

In conclusion, LVFX 500 mg qd was well tolerated, and no accumulation was seen in multiple-dose admini-
stration.



