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CHEMOTHERAPY

Fleroxacin (6, 8-difluoro-1-(2-fluoroethyl)-1, 4-

Fleroxacin R B GLSE DB (2 X 3 AIUE ) & BALTH,
R METE PR BRI (X 3 A R IR RORR ET

- REARTIEE - B AZRF]
R R

G - RS E
FLBRLE R KR

A RLHE - SRR
BTSRRI AR

FLOEY PR BREBIEE leroxacinlZ DV TR, BRI 21T - 72,

HEERETE LT, HERTFORBERLEIED S DR IZ5F$ Sfleroxacin, norfloxacin (NFLX),
ofloxacin (OFLX), ciprofloxacin (CPFX), enoxacin (ENX) ®OMICfE % MIC-2000> 27 A% HWT
#%E L7z Fleroxacin®MICsof# iZ Escherichia coli, Klebsiella pneumoniae, Proteus mirabilis, indolefs
Y Proteus spp., Enterobacter spp. {24+ L TiE3.13 g/ mIA T OENARE I 2R L7Tze —7F, Staphylo-
coccus aureus, Staphylococcus epidermidis, Enterococcus faecalis, Enterococcus faecium, Serratia
marcescens, Pseudomonas aeruginosa 23t L Ti36.25 pg/miLh %78 L, 4FIZE. faecium, P. aeruginosa
WA LTI >100 pug/mlTH o720 LAL, THEDREHIEIZHT Afleroxacin®MICsofliid, E. faecium
D6.25 pg/ml E BRWTENT313 pg/mlA T ThH - 72, A EILET S L, CPFX & D345 %5,
NFLX, OFLX, ENX(IZIZFBEOMEANTSH Y, IhoOMEIZ L 5 IREBEEIEICH L THMNY
- E R (WA

FRIR A9MET 13 BEAPERERE K OB 3 & OB MEERERE R19BIDET28FI 2B & L TiT o 720 RIRHEIR
UTIZERDFF AR AE (FE3R5) 1JHEM L THT o /oo BEMIMERERE RIS BT A BRI R I1I38 B T7HIHED
461, ARG THHEI%TH Y, MEAFHHRIETHRTNTHHEL LBEERIO0% THo70 £
7o, MR RIC BT HERRFRIE5E B TLIFIHEHBI, EDIFITHEEEIS TH Y, HME
FHIRIRIL 200K F 18R ATH AL LIREHEI0% TH - 72, BMEMEIER Z28FF, HHMAREKE RS
BEIFNIA LNz, 7, BERBREMBII27FICB TR LY, S5 HEEESHERLZLOI
BhoT,
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BILETNI DV THBERMRET 217\, T B, B

dihydro- 7- (4- methyl- 1- piperazinyl) - 4-oxo- 3- quino-
linecarboxylic acid) (I NHRRE (Bk) hRFZH TH
EEIN/:Z2a—F /O FOARIMAET, (L L
F/OANKUBERRERELT, OB L
Uefr, 8fil7 v ZEBAL TV A, KEIXT T LR
HRB LT 7 LBHEIIH L TIRE VI RARZ b5
LEAL, b ogHEet BRIV TEHVLESNT
HHZRIN TV A,

£ MIBITAAREOMS B I 108 TH Y,
RIS %720 THI5% Akt S h b,
72, RG24 o TURIF—E LR il %
AL, 100mg, 200mg, 400mgH[E%5 THEFNIZFh
£h#50, 100, 150 ug/mlTdH 72",

SO L) LR EFF ORI O IR BIE A B

PR BRI AIE (0§ B BRIR MRS 17 ) A £ 30T,
ZORRELTICHRET 5,
I. ¥RESVICHZE

1. EBERIRRET

PREGEFFEBEDIR & 0 58 L7 SHRESREHRIHT
HMICOBFEZAT o720 MR E LWL O PITHRE,
Staphylococcus aureus 47K, Staphylococcus epidermidis 50
¥k, Enterococcus faecalis 504K, Enterococcus faecium 45
¥k, Escherichia coli 50%k, Klebsiella pneumoniae 50%K,
Proteus mirabilis 504k, indole 55 ¥4 Proteus spp. 504k,
Enterobacter spp. 504k, Serratia marcescens 50%%, Pseu-
domonas aeruginosa SO TH 5,

MICOME X T 1 F+ 7 » 24 DOMIC-20003 X7 Al
&0, FHWEE10°CFU/mlZ B} Afleroxacin, norflo-

* T060 ALBEWTRIXH14MI6 ) H
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xacin (NFLX), ofloxacin (OFLX), ciprofloxacin
(CPFX), enoxacin (ENX) OMIC%*#IE L, HEHD
HBRET E1T - 72

2. ERPRAYIRES

1) %

19874638 & © 19884E3 A 3 TOMMIALIREER K%
BB R LR S5 7 © DN A LR IM R b R 85k & %
BLBET, RRBNOEZEDE SN AR R
ofl B & U MEMERERE 22 19B1 DEH28BITH 5,

2) EROXSGHiE

(1) BAMERRIIE L TEUToRS HE - &5
8T, BRIL LT7AMROKS L1,

®1[100mg% 1 B 1 BIEAR KIS
@1[E100mg#% 1 A2, ¥ A%k S

(2) #HHEMBERLIIG L TRUATORS HiE - %5

£C, BERlE LTI0HMRORS L,
O1E100mg% 1 H2mEH, ¥ KiKkixS5
@1[E200mg% 1 H2[EE, ¥ BikixS
®1[E200mg%* 1 B 1 MR KIS
@1[E300mg% 1 A 1 EFARZRIRS

3) EERHRHIE

BAMERER S E BN LT3k 5-BdsE (0B B),
#5388, 7THBIEROBIE, BER, #EROKRE
2TV, F BN A LRIk SR (08
B), %5508, 108 BIZRR, MEROMELITY,
UTIERDRFMARE (3002 M L CHIE L F 72,
FHREICEAHBRHEE [ER]), [H%], [RLH%],

[EW] O4ERTHE L2, &8, SHEOBEKMBKRE

THEBZEORF L 7@ S - MEAOMICHIE L, B

FFREFREREL > TT 5 72

ZEMICEL T, BMEMNEEROAELYREL,
SHITAERSRIZOMBE %S & CMiFALFMRTR
¥RET L7

I. & E S

1. ZBEMMETRR (IEH)

MPELZIEBICH T AMICHIELSE RS S O
MICs0d & U'MICo0 % Fig. 1~Fig. 111278 L72A%, LTI
BT LIk,

1) S aureus (Fig. 1)

Fleroxacin OMICfE (2 42%k (89%) #°3.13 ,g/mILLTF
254 L7z, B4 1 NFLX, OFLX & [@#120.39
18/mUZFB&D 72, Fleroxacin DL E 7 IANFLX, OFLX &
ERL Tz,

2) S.epidermidis (Fig. 2)

Fleroxacin ®MIC{&130.20 ~ 25 pg/mll 5 Hi L, Z O
RAFME120.78 pg/mliZ & - 7=, Fleroxacin DI /713

ENX &ML TW7z2%, o3RI LRS- T
[BVAN

3) E. faecalis (Fig. 3)

Fleroxacin ®MIC#120.78 ~ 25 pg/mlUZBH L, ZD
W AR fE (£ 3.13 pg/mlil & - 72, Fleroxacin DHLH /7 13
NFLX, OFLX, ENX&fifll L Tv27:4%, CPFXidflero-
xacin% O MO4EA L hER TV,

4) E. faecium (Fig. 4)

Fleroxacin ®MIC{# 1£39% (87%) #512.5 pg/mILAF
VoA LA, B0 D6k (13%) 12100 g/ml% B2
5B MM % /R L7z Fleroxacin DL JJ 1ENFLX,
ENX &L TW7z2%, CPFX, OFLXIZZFNn &L h %
BEhTniz,

5) E.coli (Fig. 5)

Fleroxacin ®MICHE 123.13 g/mlD 1k % B & +XT
0.39 pg/mILFIZ0 4 L, &0 hHfEIZ<0.025 g/ml
B L 170.05 1g/mI T - 72, FleroxacinDHLE 11 IZENX
LN RRENTVA, MOIEAL Y RRE - T,

6) K. pneumoniae (Fig. 6)

Fleroxacin ®MICH& (36.25 ,g/mID1# & Br\ T ~XT
0.78 pg/mILL T34 L, #4RfE120.10 ug/mITH - 72,
Fleroxacin® L JJIZCPFX & ) %5 5> T2 7245, fhD3FE
Al ZITEBL T,

7) P.mirabilis (Fig. 7)

Fleroxacin ® MICfE 136.25 ,g/mI D 1% R & §XCT
0.78 pg/mILL T2 L, H3H(EI20.10 png/mITH - 72,
S5FEROF TIICPFXDIME A HEN, KV TNFLXA R
RENTBEY, fleroxacin& OFLXIZ L L TVr7:AENX
R - T,

8) Indolef5 ¥ Proteus spp. (Fig. 8)

Fleroxacin®MICfEIZ=0.025~50 ,g/mliZJEL < 534 L
7o NFLX &CPFXDHLE /1A % 2N, fleroxacin & &
O DIFEANITITEPL T/,

9) Enterobacter spp. (Fig. 9)

Fleroxacin ®MIC{#1£0.05~ 25 ,g/mlil3#6 L, R4
fit130.10 pg/miT& - 72, FleroxacinDLE /1 1ZCPFX &
N RRY 5 T Ths, MOSEAIEITEE L TV,

10) S. marcescens (Fig. 10)

Fleroxacin®MIC{#(20.05~50 pg/mlITE < 5304 L 720
Fleroxacin DI E /T IICPFX L ) 2% - T /228, i
DIEA L AZITEEL Tz,

11) P.aeruginosa (Fig. 11)

Fleroxacin®MICfE(20.05~>100 pg/mlIIL < 46 L,
3.13 pg/mUA T DEZHRIZ29% (58%) T100 pg/ml
¥ 2 DEERERI8HK (16%) & -7 SEROF
TIICPFXDINE N1 A3 R, NFLX, OFLX, ENXiZX
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MIC (ug/ml) 50025 005 010 020 039 078 15 313 625 125 25 50 100 >100
Fleroxacin 6 19 8 2 7 3 2
Norfloxacin 3 17 10 10 3 2 1 1
Ofloxacin 1 4 23 12 2 3 2
Ciprofloxacin 3 7 14 7 1 6 8 1
Enoxacin 1 9 17 7 6 4 1 1 1
Fleroxacin
Norfloxacin
Ofloxacin
Ciprofloxacin ————
Enoxacin !
iMICy, Mngui
! \
' MIC range’
MIC (g/ml) || =0.025 005 010 020 039 078 156 313 625 125 25 50 100 >100
Fig. 1. Antibacterial activity of fleroxacin and other agents against Staphylococcus aureus (47 strains) by MIC-2000 system
(10° CFU/ml).
MIC (ug/mi) =0.025 005 010 020 039 078 15 313 625 125 25 50 100 >100
Fleroxacin 6 14 17 5 1 3 4
Norfloxacin 1 2 14 18 2 2 3 1 2 2 1 2
Ofloxacin 1 2 10 19 7 3 2 4 2
Ciprofloxacin 10 19 7 1 2 5 2 1 2 1
Enoxacin 1 1 3 14 17 3 1 3 1 1 4 1
Fleroxacin }
Norfloxacin _
Ofloxacin —
Ciprofloxacin =3
Enoxacin
EMICSQM[C,,,;
' MIC range’
MIC (ug/ml) “ =0.025 005 010 020 039 078 15 313 625 125 25 50 100 >100
Fig. 2.  Antibacterial activity of fleroxacin and other agents against Staphylococcus epidermidis (50 strains) by MIC-2000
system (105 CFU/ml).
MIC (ug/ml) 0.025 005 010 020 039 078 15 313 625 125 25 50 100 >100
Fleroxacin 1 11 24 8 2 4
Norfloxacin 2 11 24 4 2 3 4
Ofloxacin 5 22 18 3 2
Ciprofloxacin 1 1 14 24 5 2 3
Enoxacin 3 4 13 21 3 5 1
Fleroxacin £
Norfloxaci £
Ofloxacin
Ciprofloxacin —_—
, Enoxacin——m8 ——————s——
iMlcS,, Mngoi
! :
* MIC range'
MIC (ug/ml) || s0.025 005 010 020 039 078 156 313 625 125 25 50 100 >100
Fig. 3.  Antibacterial activity of fleroxacin and other agents against Enterococcus faecalis (50 strains) by MIC-2000 system

(10° CFU/ml).
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MIC (pg/ml) <0.025 005 010 020 039 078 156 313 625 125 25 50 100 >100

Fleroxacin 3 8 25 3 6

Norfloxacin 1 2 5 13 9 8 5 2

Ofloxacin 2 4 28 4 1 2 1 1 2
Ciprofloxacin 2 3 4 15 11 3 4 3
Enoxacin 1 1 4 22 8 2 7

Fleroxacin —

Norfloxacin ——

Ofloxacin ——— e=——————x
Ciprofloxacif —mm8 —
Enoxacin =

i
MICy MiCa

et
' MIC range

MIC (gg/ml) “ =0.025 005 010 020 039 0.78 1.56 313 6.25 12.5 25 50 100 >100

Fig. 4. Antibacterial activity of fleroxacin and other agents against Enterococcus faecium (45 strains) by MIC-2000
system (10° CFU/ml).
MIC (pg/ml) 0025 0.05 010 020 039 078 15 313 625 125 25 50 100 >100
Fleroxacin 22 22 2 1 2 1
Norfloxacin 45 1 3 1
Ofloxacin 41 5 2 1 1
Ciprofloxacin 46 3 1
Enoxacin 5 25 16 1 1 1 1
Fleroxacin —
Norfloxacint
Ofloxacin
Ciprofloxacin +
. ) Enoxacin =
iMleo Mngné
MIC range’
MIC (ug/ml) ﬂ 0025 005 010 020 039 078 15 313 625 125 25 50 100 >100
Fig. 5. Antibacterial activity of fleroxacin and other agents against Escherichia coli (50 strains) by MIC-2000 system
(105 CFU/ml).
MIC (ug/ml) £0.025 0.05 0.10 020 039 078 15 313 625 125 25 50 100 >100
Fleroxacin 3 9 25 6 3 3 1
Norfloxacin 4 15 7 12 6 3 2 1
Ofloxacin 4 21 16 3 2 2 1 1
Ciprofloxacin Kz} 11 2 1 1 1
Enoxacin 2 24 15 2 2 4 1
Fleroxacin —————
Norfloxacin ———————————————
Ofloxacin
Ciprofloxacin E==-
. Enoxacin —
iMicy, M.c,.§
—
' MIC range'
MIC (ug/mi) ” 0025 005 010 020 039 078 15 313 625 125 25 50 100 >100
Fig. 6. Antibacterial activity of fleroxacin and other agents against Klebsiella pneumoniae (50 strains) by MIC-2000

system (10° CFU/ml).
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MIC (ug/ml) 0025 005 010 020 039 078 15 313 625 125 25 50 100 >100
Fleroxacin 3 6 25 10 2 1
Norfloxacin 21 7 11 7 1 2 1
Ofloxacin 4 9 18 16 2 1
Ciprofloxacin 45 2 2 1
Enoxacin 2 11 27 9 1

Fleroxacin —————  ——F————%
Norfloxacin —_—
Ofloxacin —
Ciprofloxacin+
Enoxacin ——
%chwmcmé
! '
' MIC range’
MIC (ug/ml) ” <0025 005 010 020 039 078 15 313 625 125 25 50 100 >100

Fig. 7. Antibacterial activity of fleroxacin and other agents against Proteus mirabilis (50 strains) by MIC-2000 system

(10° CFU/ml).
MIC (ug/ml) <0.025 0.05 010 020 039 078 1.5 313 625 125 25 50 100 >100
Fleroxacin 8 14 13 4 3 1 3 1 3
Norfloxacin 35 5 2 1 1 2’ 2 2
Ofloxacin 9 15 10 8 3 1 2 2
Ciprofloxacin 40 2 3 1 2 1 1
Enoxacin 1 8 21 9 3 2 1 1 2 2
Fleroxacin —
Norfloxacin EFm————r———
Ofloxacin =
Ciprofloxacin =
Enoxacin ———M0898¥ ——————————y
iMlcs.,Mlcgni
' MIC range'
MIC (ug/mi) ” 0025 005 010 020 039 078 15 313 625 125 25 50 100 >100
Fig. 8. Antibacterial activity of fleroxacin and other agents against indole-positive Proteus spp. (50 strains) by MIC-2000
system (10° CFU/ml).
MIC (ug/ml) =0.025 005 010 020 039 078 1.5 313 625 125 25 50 100 >100
Fleroxacin 2 28 3 3 2 4 5 1 1 1
Norfloxacin 3 11 19 2 1 1 5 2 2 3 1
Ofloxacin 3 20 10 3 2 3 6 1 2
Ciprofloxacin 32 4 1 2 4 3 2 2
Enoxacin 1 15 17 2 1 2 2 4 3 2 1
Fleroxacin —
Norfloxacip —m80 =y
Ofloxacin—mm8
CiprofloxacnEee————————
Enoxacin —m—mm—m—e—,e,ee—_ o _ ——-—----———e
§Mlc5,,mc,,§
! '
' MIC range '
MIC (ug/mi) H =0.025 005 010 020 039 078 156 313 625 125 25 50 100 >100
Fig. 9. Antibacterial activity of fleroxacin and other agents against Enterobacter spp. (50 strains) by MIC-2000 system

(10° CFU/ml).
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IIIEBLL, fleroxacinid %45 > T/,

12) MICso$ & UMICso T DHLE 1 L8k

PLEDOMICHIERE R % & & 728 TMICso, MICs0T L
LTAaBE, 77 LEHKE (GPC) THAHS. aureusi
%t L Tidfleroxacin, NFLX, OFLX, ENX®D4F &Ll
IEBEDIE N %R LA, CPFXTIEMICsoA™ 2
HARTERTY S IE, MICoold izl ~<TH - T,
HADGPCTH 5S. epidermidis, E. faecalis, E. faecium |l
1t L TIZCPFXAMICso, MICoo & b IZENTHB Y, Kwn
TOFLXA R RN T\ /2, Fleroxacin, NFLX, ENXid
121ZFE2E OMICso, MICooTd -7,

75 LEEHIEE (GNR) TH AE. coli, K. pneumoniae,
P. mirabilis, indolef5 1% Proteus spp., Enterobacter spp.. S.
marcescens, P. aeruginosalZxt L T, 5ZE &) MICso,

MICs0 & & IZCPFXAYEMN, fleroxacin, NFLX, OFLX,
ENXD4ERIDIMBE NI K ELREX D 5720 $FICE
coli, K. pneumonige, P.mirabilis(iZ*f L Tix, L DIEH|
b MIC90A30.78 g/mIUL T T o720 T/, WThOE
%) 4 S. marcescens, P. aeruginosatZxt L TIZILHE A5
<, MIC907A%6.25 pg/mIKifl DEANI 2 5720 LAL,
MICso T {& S. marcescens {2 3§ L T fleroxacin, OFLX,
CPFX7%%, 72, P.aeruginosallst L TIISEFITNTH
313 ug/mILATTH Y, FHUESRZEH|RTH 572

2. ERARIIRRET IR

BIEGIDFEM % & ICERIRHIR % Table 1, 2178 L 72,
Table 1DHEFINo.1 ~ I3 BAMMEBERE 29HI T 1), Table
2D#EBIN0. 10~ 28 I I RMEMBEM £ D196 TH 5,

BB % D U TIZERD AT Ml 2 1 4 HUE B3 JE B No. 1

MIC (ug/ml) =0.025 005 010 020 039 078 15 313 625 125 25 50 100 >100
Fleroxacin 2 3 1 2 1 4 12 9 9 4 3
Norfloxacin 2 1 2 2 5 4 6 6 11 7 4
Ofloxacin 1 3 3 4 3 12 5 9 9 1
Ciprofloxacin 2 2 4 5 4 9 14 8 2
Enoxacin 2 2 3 3 2 1 10 12 10 5
Fleroxacin —_—a—
Norfloxacin
Ofloxacin ——=
Ciprofloxacin
Enoxacin }
MIC o MICoo!
MIC range’
MIC (ug/ml) ” <0.025 0.05 0.10 0.20- 0.39 0.78 1.56 3.13 6.25 125 25 50 100 >100

Fig. 10.  Antibacterial activity of fleroxacin and other agents against Serratia marcescens (50 strains) by MIC-2000 system
(105 CFU/ml).
MIC (ug/ml) <0025 005 010 020 039 078 156 313 625 125 25 50 100 >100
Fleroxacin 1 1 2 13 12 3 3 4 2 1 8
Norfloxacin 1 1 17 10 3 3 4 1 1 1 5 3
Ofloxacin 2 15 9 7 4 2 1 2 6 2
Ciprofloxacin 1 2 12 10 8 2 5 1 1 7 1
Enoxacin 1 1 12 8 9 4 3 2 1 2 7
Fleroxacin —)
Norfloxacin £ s 3
Ofloxacin —mM8 ————— e —eo-—--->—————
Ciprofloxacin ————_ ——0 ——>——
Enoxacin —
MICs, Mngoi
MIC range’
MIC (ug/ml) || <0.025 005 010 020 039 078 156 313 625 125 25 50 100 >100
Fig. 11. Antibacterial activity of fleroxacin and other agents against Pseudomonas aeruginosa (50 strains) by MIC-2000

system (10° CFU/ml).
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Table 1. Clinical summary of uncomplicated UTI patients treated with fleroxacin
Age Treatment Bacteriuria* Evaluation**
Patient | (y) . . . - Side-
Diagnosis . | Symptoms* | Pyuria Recurrence
no. o dose |/t duration species |count |MIC | UTI*** | Dr*** effects
sex (mg x /day) (days)
: 7
60 bl > E.oli | 107 02 excellent | excellent
1 | - |acutecystitis| 100x1 |[po.| 14 ~ _ - — _
F _ _ - — excellent | excellent
+ + | 'S aureus | 107 |3.13
38 excellent | excellent
2 - |acute cystitis| 100x1 | p.o. 7 — — —
F _ - — — excellent | excellent
+ + E.coli | 107 0.1
99 excellent | excellent
3 | -« |acute cystitis| 100x1 | p.o. 7 — - - no
F _ — _ _ recurrence
excellent | excellent
+ # | E.coli |107 [0.1
62 " o good good
4 | - |acute cystitis| 100x1 | p.o. 7 _ - — - : - reserved
F — — _ _ assessment
- excellent | excellent
- - E.coli | 10* {0.1
+ + E.coli | 107 |0.1
33 " good good
5 | - |acute cystitis| 100x2 | p.o. 3 - - -
F
+ + |E. faecalis| 106 [1.56
50 good good
6 + |acute cystitis| 100x1 | p.o. 3 * — — _
F
+ + E.coli | 107 |0.2
62 excellent | good
7 + |acute cystitis | 100x1 | p.o. 7 — — - -
F - - — — excellent | excellent
+ * - -
29 good
| 100x2 3 - - - tomach
8 + | acute cystitis Stomaci
P y 100x1 [ PO | 4 Z _ _ discomfort
good
+ + - — .
65 fair
. + + — —
9 + |acute cystitis| 100x1 | p.o. 7 -
F - — —
good

-

before treatment **

3 days treatment

*** UTI: criteria proposed by the Japanese UTI Committee

3 days treatment

7 days treatment

7 days treatment

14 days

Dr: Dr's evaluation
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Table 2-1. Clinical summary of complicated UTI patients treated with fleroxacin
Patient A(f)e Diagnosis Catheter | UTI Treatment Bacteriuria* Evaluation** Side
— Pyuria* -
no. sex underlying condition (route) | group (m;:S/:ay) route dg:;s(;" species count | MIC [UTI*** | Dr*** effects
u chronic cystitis + S. aureus 107 | 625 good | good
+
10 | - benign prostatic | (yrethra) G-1 | 200x2 |po. | 10 + - - -
M hypertrophy . — — good good
: 3
chronic cystitis % E. faecalis 10 625 g00d | good
1 G-4 200x2 p.o. 10 + - — —
bladder tumor . _ _ good | good
58 chronic cystitis + P. aeruginosa 107 | >100 poor fair
2 |- benign prostatic G-4 | 100x2 | po. | 10 P. aeruginosa | 10" | >100 -
M hypertrophy
. . S. aureus 107 25
66 chronic cystitis + E. faecalis 6.25| good good
13 . - G-6 2002 p.o. 10 m _ _ -
M benign prostatic 4 d
hypertrophy + _ _ g00 £00!
g0 | chronic cystitis * S. epidermidis | 10° | >100 poor | poor
u |- benign prostatic G4 | 100x2 | p.o. 5 +# S. epidermidis | 10° | >100 -
M hypertrophy
. . E. faecalis 3 3.13
61 chronic cystitis + P. aeruginosa 10 50 good good
5 | - - . G6 | 100x2 |po. | 10 " _ - -
M benign prostatic d d
hypertrophy (TUR-P) + — — £00 Z00!
— <
73 chronic cystitis * A. denitnficans | 10 12.5 good good
16 . G-4 100x2 | p.o. 10 + - - —
M bladder tumor ¥ — — good good
. .. S. .78
66 chronic cystitis * E ;a::zfs 10 ggS poor fair
17 . G-6 100x 2 .0. 10 v 3 -
M | benign prostatic P t | Spdemds | WL W08 |
hypertrophy (TUR-P) + | S epidermidis | 10° | >100] *°
. 5
% chronic cystitis + E. faecalis 10 6.25 good good
8- , - G2 | 200x1 | po. 5 + - - _
M benign prostatic
hypertrophy (TUR-P)
E. I 6.25
8l chronic cystitis + S ep{‘zrtranzis 10° >100| good good
9 - , - | G6 | 200x1 |po| 5 " — — _
M benign prostatic
hypertrophy (TUR-P)
E. i 6.25
n chronic cystitis * S epﬁjﬁfn;zs 10 0.78| good good
20 . - - G6 | 300x1 | po. 5 " — — -
M prostatic tumor -
(TUR-P)
E. faecalis 100
% chronic cystitis + s ep{denm'dis 10° 0.78] #ood | good
21 : - - - G6 | 300x1 | p.o. 5 " — — -
M benign prostatic -
hypertrophy (TUR-P)

* | before treatment **| 5 days treatment

5 days treatment

10 days treatment

10 days treatment

*** UTI: criteria proposed by the Japanese UTI Committee
Dr: Dr's evaluation
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~7%TOHIT, #EFIN0.8, ID2FNIRINBITH 5,
3 7z, SMEMERERE 2 O UTIZE DA 25 2 & BUE B 13 E 51
No.10~22% TD136IT, FEBINo.23LLT D6HIIZERS
BITH 5,

HHEMERERE £ 136 O UTIR BRERFIGESI 2L, 18

(B G . A7 — 7 VEEBIER) A6, 28 (B

TREE R | BISLART IR SAE) AT1BY, 4BF (BB
F L FOMOTHRBBESAE) 25481, 68 (HEEE
e 7 —TFNEEEBER) MBHITHS,

Parkzh RIS UTIZERDFMzE I RO &, HMMBEMA
TIISAMZG®RICHEL, SHIC7THMIRSRZIZLE
A LHERIT o700 T EMEEK L TIASARK
BFEBIZHEL, S5IZ10BMEHIZH Mk i
LHEZEIT -7

1) HREMERERE 2II0 T 5 BRR%N R

Table 3ICUTIZERNFE MR- 2D < 3H IS5 TOF

AT e 2 7B D VT OFER, BRIR, MEROEEOE
BIZLDREBRHRER L.

BRI ERAB), AE36), |E% LT, LEEHER
13100% Tdh > 720 x5 HHITIX100mg X 1% 5- B Tit
E3h4Bl, AX26, 100mgX 28X SR TIXADIHIT,
WINLREEEIN0% TH -7,

MAFHRFICBOTHREE LS. aureus 18, E
faecalis 1%k, E.coli SBRTH D, BEHEXEIZI00%TH
o7 72, TNHLOFBEEOMICIETNTI3 pg/ml
LT THho7A, RixDS. aureus, E. faecalis®MICIZE.
coliDF NI RE D 5 720

EHIKGTHBICOEFMITEETH - 72D Ii5HT,
FRTI00mgX 1IRGHThH - 72705, 2BFEHTH- 1,
Z0H)B1FII3BBHETHENTH 75 DH7HBIC
BRIRASIEFEIL LERE 2 5 7 HEBITH 5 720

INOLDEGITIKEIBEBLV7TEBICH - 2HED

Table 2-2. Clinical summary of complicated UT]I patients treated with fleroxacin

Age

Patient | () Diagnosis Catheter | UTI Treatment Pruria Bacteriuria* Evaluation** Side-
) - yuria
no. sex underlying condition (route) | group (m;:S/fjay) route dz.:jr:;;n species count | MIC | UTI*** | Dr*** effects
. .. E. faecium s | 50
8l chronic cystitis X. maltophilia 10 33| poor good
22 M benign prostatic - G-6 | 300x1 | po. 5 +  |yeast-like organism| 10° | >100 -
hypertrophy (TUR-P)
chronic cystitis T — _ .
66 fair
2 i bladder stone _ 200x2 | p.o. 10 + - - -
M benign prostatic .
hypertrophy + - - fair
. .. ++ — -
73 chronic cystitis poor
%4 | - * 200x2 | po. | .5 + - - rash
M bladder tumor (urethra)

66 chronic cystitis t - - fair
% - ; 100x2 | po. | 10 - - -
M benign prostatic r

hypertrophy (TUR-P) ++ - - poo
m chronic cystitis + E. faecalis <10° fair
26 . 100x 2 p.o. 5 + - - -
M bladder tumor
69 chronic cystitis + - - unknown
2 § - - 100x2 | p.o. 5 + - - —
M benign prostatic
hypertrophy (TUR-P)
67 chronic cystitis t _ - unknown
28 . 200x1 | p.o. 5 + - - -
M bladder tumor

-

before treatment *

5 days treatment
10 days treatment

5 days treatment
10 days treatment

*** UTI: criteria proposed by the Japanese UTI Committee
Dr: Dr's evaluation
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BBERAONEDP o7, 72, ETRABILEDHTH-
G CHRETEROBRSE L UHERORELYEREL,
BROBRENTELLDZ2BITHY, 1FIIEELZL,
1R HERETH 7

2) BRI B BRR AR

Table 4I3UTIZESFFMEHICED (5 BEIRS TOFF
MR 1B DOV TORAEERMNR TH S, BEd
H#9BI, EHABIT, REFHFIZ69% TH -7,

Table 513K BREHOLSBERHIRTH S, BEM
BREER T4 O2BIZ LTENTH Y, REF
PRI367%, BHEBREEF TIHEHO2PITENTH
D, BEEPERNN% ThHote ThT—TNVEE

DEEHNT, #7—TVEEFIDIFITIENTHY,
FBEBH D121 TIE6T% DREADHETH 72,

Table 612K G ENNDIXG5B BORE LR LI, £
AHEEI1Z200mg X 195 5-8, 300mgX 1#x 58, 100mg
X258, 200mgX2H&KE5HT, £hEN100%

(2/2), 67% (2/3), 40% (2/5), 100% (3/3)T&
2730

Table 71357 S M7= THME 20k DERE 124 54
BFENMETH S, S. aureus D34k, E. faecalis D 81K,
E. faecium, Xanthomonas maltophilia, Alcaligenes denitri-
ficans D IR TIE T NTHK Lo S. epidermidis Tl 4
B 3ERATE S L, P. aeruginosa T3 28k 1ERATEE L

Table 3. Overall clinical efficacy of fleroxacin in acute uncomplicated cystitis
100 mg ¥ 1 or x 2/day, 3 days treatment

Symptom Resolved Improved Persisted Effect on
Pyuria cleared | decreased | unchanged | cleared | decreased | unchanged | cleared | decreased | unchanged bacteriuria
eliminated 4 1 2 7 (100%)
Bacteri- decreased
uria (replaced) 0( 0%)
unchanged 0( 0%)
Effect on pain on micturition 5 (71%) 2 (29%) 0 (0%) patient total
Effect on pyuria 6 (86%) 1 (14%) 0 (0%) 7
7 Excellent 4 (57%)
overall efficacy rate
[ ] Good 3 43%) 717 (100%)
E Poor (including failure) 0 ( 0%)
Table 4. Overall clinical efficacy of fleroxacin in complicated UTI
100 mg x 2, 200 mg x 1 or x2, 300 mg x 1/day, 5 days treatment
Pyuria Effect on
Bacteriuria Cleared Decreased Unchanged bacteriuria
Eliminated | ] 9 9 (69%)
Decreased 0 ( 0%)
Replaced 2 2 (15%)
Unchanged 1 1 2 (15%)
Effect on pyuria 1 (8%) 0 (0%) 12 (92%) ”"t‘e‘l‘; total
@ Excellent 0 (0%)
overall efficacy rate
[ ] Good 9 (69%) o/13 (69%)
[ Poor (including failure) 4 (31%)
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Too TLOB L AE20MPISHRATHE L, HEEI
IS BEEDOMICIZ0.78~ >
100 pg/ml53 A LTH D, 100 pg/ml% 8 2 5 & K it
MEIR LS. epidermidis D 28R 1¥K & P. aeruginosa M 1

0% ThH 70 T2,

Hiﬁ“ﬁﬁ L7

Fleroxacin 5 A M 5% O#F /-2 MBE L, 2618

W TS. epidermidis, yeast-like organismA¥& 153" D03t
2BRBOOLN, FEDZNGIIHTHMICIEE $12100
wg/mE BTz, BREIHRF L2261 H-2H
BHE»RoON 20l 5bEh L, SHEKZRSE®IE

131946 (31%) ICEATRF L 3HFICHBELLS

PR A )

o

Table 5. Overall clinical efficacy of fleroxacin classified by type of infection (5 days treatment)

No. of patients Overall
Group (percentage of total) Excellent Good Poor efficacy rate
group 1
(indwelling catheter) 1 8%) 1 100%
group 2
(post-prostatectomy) 1( 8% 1 100%
Monomicrobial
. . group 3
infection (upper UTD) 0( 0%)
group 4
(lower UTD 4 ( 31%) 2 2 50%
sub-total 6 ( 46%) 4 2 67%
group 5
(indwelling catheter) 0C 0%
Polymicrobial group 6
infection (no indwelling catheter) 7 ( 54%) 5 2 %
sub-total 7 ( 54%) 5 2 71%
Total 13 (100%) 9 4 69%
. No. of patients Overall
Indwelling catheter (percentage of total) Excellent Good Poor efficacy rate
Yes 1( 8%) 1 100%
No 12 ( 92%) 8 4 67%
Total 13 (100%) 9 4 69%

Table 6. Overall clinical efficacy of fleroxacin classified by dose in complicated UTI (5 days treatment)

Dose No. of patients Excellent Good P Overall
(mg x /day) (percentage of total) xceflen 00 oor efficacy rate
200 x 1 2 ( 15%) 2 100%
300 x 1 3 ( 23%) 2 1 67%
sub-total 5 ( 38%) 4 1 80%
100 x 2 5 ( 38%) 2 3 40%
200 x 2 3 ( 23%) 3 100%
sub-total 8 ( 62%) 5 3 63%
Total 13 (100%) 9 4 69%
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£512#% 5108 B THETHE T H - 72651 DR SERIK
HRIIXSSA BN ENE NELBED O D7,
3) EIfEH

B i 8 BIE A (X fleroxacin D% 5 % 1T 72 28% 4 2
Fl (7.1%) \ZZNENHILIRERD B AR & W
ERORBERDID, B5E2FETHEIENDLDTIE
Lot BEARKDIESIZ100mg 1 H2MI DS %
100mg 1AIEICHKEL, BBEEXHETAILIZLD
FORBIMERBEER LIz, TREOERIL, ik X
FIVEFRES LIRS THIBBIZEHEELE. oh
2Bl bARELORERFRIIESH ) LHE L,
AERSHBOM®E, EFRR L2781 THRET L
LA, ARSI BEBLEBOLNLEFEHORIIIE
HoNE N7,

% %®

FleroxacinidFr LW ¥/ 0 v # VKV BRAOEOAK
MEET, Vo 2BHEB LU T ABMEHEII LIBE
VIEARZ N LB L, A F2) VRHES. aureus R
84T VTP, aeruginosalZxt L T HEVITE S
YETAHLENTV S, REFHLED S OWRINAREF
T, BUIPREEMNFON, Lo bmaiiiziglo
BELFAREROPFTRIR, 7, SEHEAG DR
TORTHY, Rebp~NIEEED T FHHE S NE VIR
HRENFELTEONAZ EAWHTHLHY, Zhb

DI EHHREIIRBEGIEDGEHFI BV THBEAY
Fah, BERFORBEGIERR BRI T HINE
NERETHE L O ICBRKRMRET 1T o720

HRERFOBRIERIITT HIE NI, FEOMIC
NFLX, OFLX, CPFX, ENXIZIDWT &l L lLscikst
L 7z Fleroxacin (X GNR D E. coli, K. pneumoniae, P.
mirabilis, indolef5 ¥ Proteus spp., Enterobacter spp. {23
LTHEWHEANEZRL, VTR bMICs0i20.10 g/mllh
TTHDH, MICoit3.13 pg/mlLLFTH - 720 GPCDS.
aureus, S. epidermidis, E. faecalis, GNRDS. marcescens,
P. aeruginosatZ3t$ HMICs0133.13 g/mlTH Y, FELL
EA%3.13 pg/mlLT DBEZHKR TS > 7255, MICoid
6.25 pg/mlLL ECTHtERR S % <, 4FI2P. aeruginosa Tid
100 ng/ml % B2 5 EEMERD16% % HH72, LA L,
GPCDE. faecium \ZxF L TIEMICs0%%6.25 pg/ml, MICoo
H>100 pg/mlETE T IXGGD o 720 T D L9 AN
LMo 2—F /70 ZREELEKETHY, 5
FEROHE N % T 5 L CPFXidfleroxacink &% 7-5%
DDA L )R RENTHRENEAL, & D4EHA
IERIBEDIMBENEAH LTz, L7275 Tllero-
xacintdBEFD = 2 —F / 0 v RINHE & FHRICREERE
BAEHT LEEIFTELIDELEEZ ORI,

FRIR BIARES T3 BLAEMERER R OB & IRERICIEBERE %
BT LR L1962 & L s, UTIEERDEREL

Table 7. Bacteriological response to fleroxacin in complicated UTI, 5 days treatment (13 patients)

Isolate No. of strains Eradicated (%) Persisted* S:'ftai;s tiggf;iﬁtg*
S. aureus 3 3 (100%)
S. epidermidis 4 3 ( 75%) 1 1
E. faecalis 8 8 (100%)
E. faecium 1 1 (100%)
P. aeruginosa 2 1 ( 50%) 1
X. maltophilia 1 1 (100%)
A. denitrificans 1 1 (100%)
Yeast-like organism 1
Total 20 18 ( 90%) 2 (10%) 2
* regardless of bacterial count 15% 15%
(2/13 patients) (2/13 patients)

\/

Percentage of persistently infected

patients even after treatment

31% (4/13 patients)
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IZEHLEFITHL E, SUEEMMEER L7603
NTHEHUETH), H53HETENTH 726D
1257% Td o7 KG5IHETHMTH - EFIDOH
160345 578 BIZER & % o 720 HREFEMICIZERE
\I5BIASE. coli, M13S. aureus L E. faecalisH* 113D TH
D, MICIZ T ~NT3.13 pg/mL T DBRZHHRTHEE
100%T& - 7=, Fleroxacin®#x5-#i26%125100mg 1 H
104%5Ch Y, %H160i2100mg 1 H2EIRE TH 72,
L72hd - T, BEAMERXICH L Tidfleroxacin @
100mg 1 A 1A S THALBRBESRONL DL
EF Y (FAN
3 7o, BMMRBEE TIR13BIhBAHENTER
FEI% TH o720 TN HLEFIUIDOWTIFI0HRERS L
TBICOBHBHERIT o205, K558 BB EED
S7eb Dol TNLEKBREHRNICAL LY
MEREHTE7%, BHREBREHTII%THY, 13iF
RREDEHERTDH 5724, BHEAKRERTEIHT—T
NVEBOLE, BIZBRHHRBREEOLIFIZE bIZAZT
Hoto LAL, BEEBRLEDTH 6B LA LIRAT
HEEAEDEFITH Y, Z0) b2flid L bIZHEKL
TBHWENTHo7o ChH13BIL LS M SRR
WIL20K TE. faecalis D8k EZ o 72o TN H 184k
(90%) MK L7I=H, FEH LS. epidermidis, P.
aeruginosa DK 1HRIL & b IIMICAT100 pg/mi% B2 58
BERHRTH o720 S OIZ13FI PR S%E /I BB L7
Bix2f6l (15%) I228RE2D SN, S. epidermidis, yeast-
like organismMD 1R T D THh - 7225, T h b HMICAH100

pg/mx B2 AEEMEKRTH - 72, HHEIIHES
# 5 & fleroxacin®200mg % 7212300mgD 1 B 1[@$% 511
80%DNAEMETH N, 100mgF 72i3200mgN1H 2[m§%
51363% THh o720 1BIXGEHFE L200mg73i}icon
TAHTYH, 1HIAREDHFHFBEEDETCH -7, b
N COERBREICBVTMFFBAIH10ER L En
ZEHHEXTH, fleroxacinidl B1E1ES T+44%
EPFONLIREMNRK IS,

B EMEERICOWTIIFICEE L BbhaERE
HoNT, BRBREEICRIZTEBIAON P 120
Ehh, KEOREHIEIFTNLDEEZ LM,

VLE & Y fleroxacinid, 77 oBHEBLVY T LR
BRI LIBLVWIRE AR T A%H L, REBELE
W LTHEDYE, TEMELIIEL, ARLTEELE
Zbhb, SHIIHIEOARTTLEWVWI) S LizE
BILE-THAEBRLEEZONS,

X 13
1) #8 54, BIEHE: £370 A R LEHEES
BHAIHL S, HEIVHKI 7L, AM-833
(Fleroxacin), #¥KILU, 1989
2) UTIHIZES (R KBIEFK) | UTIEREFMEE
# (% 3H), Chemotherapy 34 : 408 ~ 441,
1986
3) HRMbEHEEES  R/AREHILBE (MC) #
EHEBYETIS DV T, Chemotherapy 29 : 76~
79, 1981
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BASIC AND CLINICAL STUDIES ON FLEROXACIN AGAINST
URINARY TRACT INFECTIONS

Kenyt Hayashi, Takaoki Hirose, Yosuiaki Kumamoro and Tam Tsukamoro
Department of Urology, Sapporo Medical College,
Nishi 16, Minami 1 jo, Chuo-ku, Sapporo 060, Japan

Yosuio Takact and Hiroki HoriTa
Department of Urology, Hakodate Goryokaku Hospital

We investigated the antibiotic and clinical effects of fleroxacin.

The MICs against bacteria isolated from urinary tract infections were measured. Fleroxacin showed excellent antibiotic
action against Escherichia coli, Klebsiella pneumoniae, Proteus mirabilis, indole-positive Proteus spp. and Enterobacter spp., with
MICs0 values of 3.13 ug/ml or less. In contrast, against Staphylococcus aureus, Staphylococcus epidermidis, Enterococcus faecalis,
Enterococcus faecium, Serratia marcescens and Pseudomonas aeruginosa, the values were 6.25 xg/ml or more. However, MICso
values of fleroxacin against these bacteria were all 3.13 g/ml or less, except against E. faecium (6.25 pg/ml). The antibiotic
activity of fleroxacin was about the same as these of norfloxacin, ofloxacin and enoxacin, though weaker than that of
ciprofloxacin. Thus its efficacy against urinary tract infections was expected.

A clinical study was conducted on 9 patients with acute uncomplicated cystitis (AUC) and 19 with chronic complicated
cystitis (CCC). Efficacy was judged according to the criteria of the Japanese UTI Committee. In the 7 AUC cases, the efficacy
rate was 100% on day 3 of medication. Bacteriologically, all seven bacterial strains disappeared (eradication rate 100%). In
the 13 CCC cases, the treatment was effective in 9 and ineffective in 4 on day 5 (efficacy rate was 69%) and 18 of 20 strains
disappeared (eradication rate 90%). Side effects were one case each of stomach discomfort and rash. There were no

abnormalities in laboratory data of 27 cases.



