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FLOEY) FUA VR BREBMERTH 5,

FHT 7 1BHE,S, REELEL T LBRNE
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1. MBEEBLUBRESRN

FRIDMBEARY MBS 7 LGHEIS 7T LB
HICETIRILCBIATVEI NS, MBEBIIRE
CEBRBL AT HHEMMRBEEL L, BEEN
SUTIEEF (B 3/R) 125V, 53 /HPFLLE®D
IR & 10'CFU/mILL EOMBER ¥ A % 165K L L DIE
BlE U778, BV EFAOLREIC L ) BRAE R
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b, FRFOERICH/- ) +FRFEAET, RBEEMN
DREIENFONTERTH 5,

2. BtRAEH

BETEA & L T18 % (2 fleroxacin 100mgd 5 Vi3
150mgx &A T H5H) (BHBERRAHRERME) %, T
7oaf BRI & L T18 9 iZofloxacin (OFLX)100mg % &
BT H5H (B—REHRARHRM) 2HAVL, 4B
BERAERTABRICHBELRAVAZ L & LAERI,
BREOEHEICBIA2HMEL, FHEO—T LKA
DEPEERBT A LIZL ), BREABRENDE 4
rENBOLIOTHL,

F 7oA BBEE, fleroxacink RIRHENPE Y K AKX
YEBAERIOTRHSS, BEREIROBEE IS L TERS
h, REBRIECHERICELTLZOEMEE LM
MY AFEA—FE LTV LERETREILLE L, 2O

BE, FLWEY) FraVRrBREAOERRI L
T AR E LTI, $€Enorfloxacin(NFLX) A5 iTh
BT ENEH o7, BHMREEELIE IS T ANFLX
OE ARG EX1E200mg, 1H4EE 2 5> TWVE, —F
OFLXid, 1985F9A IR IN TR, T TilH2%E
ENEBLTEY, REREEY FUEREROREE
DERIZHEAIN, ZOEHE, REHOETHILE
EAFONTVE I L, FEMEREEREICHTS
FHRES#IE1E200mg, 1B3ETHY, fleroxacin®1
H1E#R5 L BT 556, T2 LTHHREEMBNT
LTVWERDIEIIP L VEEZ, OFLXExBEL T
L7,

3. BEEBBIUKRSHE

A EBEE L LT A FZOFLX DBRMEM R BB IBRIE 1234
AHEE5EE L TIZ1H600mgh — R THB Z Lhb,
OFLXD#%5 /#4310 200mg, 1H3@EETHILEL
AN

—JifleroxaciniZ DWW Cid, B 2HERRR TR
ah, UTIEREHERRE L B HEI TN ER DR
5&5EMEEADLE, 100mgX 20368 T66.7%,
200mg X 1 D596 T76.3%, 300mgX 1 D335 T81.8%,
200mg X 2D508)T78.0% &, 1Bx5EHE L 200mg
TH, 1EHRSGHIDIE) FEFTTCRIBETH -7,

FEWERDRBAR L LB OBETAHAD L, 100mgX
2T3.7%, 200mgX1T1.9%, 300mgX 1T4.2%, 200mg
X2T11.2% &, 1H2E#5H D3 HEIVEARERERI
EFHCE@ICHY, $-1ARSBEA400mglcR B L
Bl oTWnh,

CHEHICIBIEHRESDIED) HEDMN, oKL
FChTwaiiEfish, F1EESGEOFENHER
FHOEMBERL ERMRFTOEEI 2L b FH SIS
Z &, 18#%58E200mgt 300mgN A IIZIZEAET
HYy, Z5EF1H400mgl R L TLEDHIRIEDSL
BWI EREDS, BIMHEMERERRLEE ST 5 flero-
xacin D5 #:1d, 1[E200mg~300mg, 1H 1[EA5#EL
LEZ, CO2HBIIOVWTHEKBARLRITASLL
L7

% Z Tfleroxacin 200mg(AM-200), fleroxacin 300mg
(AM-300), % 7-13OFLX 600mg(OF-600) N5 12H1
5 Tid, HLEEMIMEEEDEMGISHETHI LT
BL%, HEECLVREERNERETHIEELL
Thbb, HREELBRLE, SEOEEFOEVHE
R L, POREREICRVIRETLILEL, £
1% 5 RtE & FBICEF Z RS ICLEREYEROL,
avio—-5— (UNIGH) EHETEFTEIELL
A
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L, BEOFRES L UMICHORIFEIM L2, MICHH)
FRBFLFREFLKIZREESIZHEY, fleroxacin &
OFLXOMIC% #IE L 72,
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DFAIFTE DRED T b2 2 5 7 ER 72 & 1XBERED
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RE (MHEY), 3> bo—35—, MEFHRTEY
E(LH—%), BIUKAHEEODHHEITN4
BORR (FIEER, FBREk, AHLZ, REEiE—)
POEANERRIIBVT, BRRICIT -7

T UTIERD MR & B HIE L 135, $E4EER
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WCHE L, &8, THSHICEEDY ], [£58EH
0], TB@Eds0bLNL2V] LHESNALDOZENE
RERH 5V IBRRREERELHES & L7,

7. HFRKOHE

RS RN TR L CRYEMIRGER DA
BAEHE L2, ARMOFMSRIE, UTIENFME
HHEZ L BERRDOHENTEET, 1 OBRRED S
L, A, BHEEOZhZFNIIOWVWTIHE L LA
EDORMICERSNIER L LIz, 72720, BIfERE 7
BERERREEORELHNRO S NIEGNL, BRKRZE
DHEF IO T L b FRMOFMMTRICNMR 5
ZEEL7

FRMOHE I —mI [FEFICHE] Mimi [3F
FIIRE]) R LR E10emD 7+ 9 5 X4 — )b (visual
analogue scale) F D @Y L L BEICEN %2 DT A HiEYH
AV AN

8. F®

BERBRF B THTNTOyr — 24— F2mEIXL,
EMEEYHEZL/LT, MEESIIBWTRIMVER D
REFITV, THRAESNII OV TIZUTIES)FM L8
WX BBERIBRDHELIT 720
IhOHDHEITI T HELEMOBENS LN & L
BLALET, NERBSIIBWTI Y PE—F =2 F—
a—-FERAHF L,

9. A
HRBEDOEHOBITIZI PO -5 —DIFENY &,
BHREE () TIT o724, REICET—YORE, %
HZIE U TKruskal-WallisOHRE, 28K X RE, B
FEXHRE, Fisher DEEHERFE L LAV, FEK
HIITWERIS% & LTz,

I. & ®

1. #tAEXOEEHE

EEABROKMEIE, RRNDMIZH Lfleroxacin 100mg
$%12100.8%, 150mg$¥i3101.2%, OFLX$%13100.2%
ThY), TOMOSEARRICEL T, $NTHHEIIS
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2. RREHEGIE

EH OB EIITONIAEGIT SR TLI26ITH 5 7278
BAMEBIAS LB, BEEGIATHH - 7-7-0, oD
SElixT R & % o 72JEBI X Table 10D & 9 IZAM-2008E A%
500, AM-300#A541%, OF-600&£A™436 & 74 57,
T -EIER, R—EFI2EDRENITHONI26)
&, PMIZEELERRE L 250 572360105561 % B <
AM-200863%1, AM-3008£6261, OF-600862%nEt
1878 % FFMMixT R & L, BRRREMICE LI TTR%,
[ —EGN 2B OFEIIT NI 268, BRREIFrE
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Ri%icfTbhidh -7:366), REBP4BLLET NS
FIOEH43B 2B <, AM-20084961, AM-300%F4861,
OF-6008526I51 14961 % FFflixd R & L7z, ARAKICD
Wi, BEOHED SR E 7% L % 5 7252
BlE, BRREVERSh o7, TLEARELTH
5721980 % B <, AM-2008£44%, AM-3008374), OF-
600B£40B1DET1216) % SFMlixt R & L7z,

APHHED S OB, KEEBIETable 21IR L7
A, BAERE L TEEFOREE;BHETH - 7o fE
BlA RS £ <, DWW THEAN10'CFU/mIKiE D FEH,
HRSMERN L EHEH o7

3. ¥EAF

Table 1.

BOEOFMIRE LEFICBIT 2 BEERRTF4
BEABFEM CHE L /-5 % —45 L TTable 3IZ7RL1-
P, WIFhOBEBICH L THEEEERDONLE o1,

JFRE 5 b Table 4IIR L2 & 5 IC3BMICHEEY
BT, WIN b Escherichia coiDBEEVFROEN o1
A5, AM-200B£1Z 3 1F BE. coli DRREIMBO2B L 0 5
WIS 5 70

B (22t § Bfleroxacin & OFLXDMICIX, AM-200
E»O DM SIN/-67TRTP D64k, AM-300BE5 6 5%
SN7-53%EHk, B LUOF-6008H 558 Shi-66k
FD62RRIZOVTHRIE S N7/zAS, Fig LIRLAE LIS
fleroxacin OMIC4# (I : 11 : ), OFLX®DMICH#

Patients studied

No. of patients

Treatment group

evaluated for AM-200

Statistical test

AM-300 OF-600
Clinical efficacy 50 41 43 NS
Clinical adverse reactions 63 62 62 NS
Laboratory adverse reactions 49 48 52 NS
Clinical value 44 37 40 NS
Total no. of patients 64 65 63

AM-200: fleroxacin 200 mg/day
AM-300: fleroxacin 300 mg/day
OF -600: ofloxacin 600 mg/day
NS: not significant

Table 2. Reasons for exclusion and drop-out

Treatment group

Reason
AM-200 AM-300 OF-600
no underlying disease 1
inpatient 1 1 1
no urine examination before treatment 1
Exclusion bacteriuria negative 7 8 7
bacteriuria less than 10*CFU/ml 2 3 5
infection due to fungi 2 5 3
duplicate administration 1 1
incorrect order for admission 1 1
sub-total 13 19 19
discontinuance due to side effects 1 2 1
Drop-out no further visit to hospital 2
no urine examination after treatment 1
sub-total 1 5 1
Total 14 24 20

AM-200: fleroxacin 200 mg/day
AM-300: fleroxacin 300 mg/day
OF -600: ofloxacin 600 mg/day
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Table 3. Background characteristics of patients

Characteristics AM-200 AM-300 OF-600 Statistical test
male 32 25 27
Sex female 18 16 16 NS
Age () mean*SD 65.8+13.7 66.3+13.6 66.9+17.3 NS
ge by (range) @3~87) (20~ 84) (17~87)
. . pyelonephritis 8 9 8
Diagnosis cystitis 42 32 35 NS
:;:lc:ir:;croblal group 3 (upper UTI) 7 6 5
Bﬁ ;’r‘;:;‘l’;:)"“ group 4 (ower UT]) 29 24 20 NS
polymicrobial  group 6 (no indwelling 14 1 18
infection catheter)
+ (5~ 9 cells/HPF) 2 3 5
. + (10~29 cells/HPF) 17 15 10
Grade of pyuria “ 13 4 3 NS
+ 18 19 20
10* CFU/ml 6 3 7
- 10% CFU/ml 11 11 10
Grade of bacteriuria 10° CFU/ml 12 14 1 NS
107 CFU/ml 21 13 15
calculus 7 8 10
neurogenic bladder 14 9 11
Underlying disease benign prostatic hypertrophy 14 11 12 NS
tumor or cancer 9 6 5
urethral stricture 4 1
others 6 3 4
+ 30 29 22
Symptom 20 12 21 NS

AM-200: fleroxacin 200 mg/day

NS: not significant

Table 4. Organisms isolated before treatment

AM-300: fleroxacin 300 mg/day

OF-600: ofloxacin 600 mg/day

AM-200 AM-300 OF-600
Isolate no. of no. of no. of Statistical test

strains (%) strains (%) strains (%)
S. aureus 2 (3.0 2(3.8 3(4.5)
S. epidermidis 7 (10.4) 2(3.8 8 (12.1)
S. haemolyticus 5(7.5) 4 (7.5 1(1.5
Staphylococcus spp. 3(4.5 2 (3.3 2 (3.0

GPB® E. faecalis 8 (11.9) 6 (11.3) 8 (12.1) NS
Enterococcus spp. 3(5.7 4 (6.1)
others 2 (3.8 4(6.1)
sub-total 25 (37.3) 21 (39.6) 30 (45.5)
E. coli 20 (29.9) 13 (24.95) 16 (24.2)

Citrobacter spp. 2 (3.0 2(3.8

Klebsiella spp. 4 (6.0 4(17.5) 2(3.0
S. marcescens 2 (3.0 6 (11.3) 1(1.59

GNRY P. aeruginosa 8 (11.9) 2(3.8 9 (13.6) NS
X. maltophilia 2(3.8 2 (3.0
A. calcoaceticus 3(4.5) 1(1.9 1( 1.5
others 3(4.9 2(3.8 5(7.6)
sub-total 42 (62.7) 32 (60.4) 36 (54.5)

Total 67 (100) 53 (100 66 (100) NS

a) GPB: Gram-positive bacteria
AM-200: fleroxacin 200 mg/day

NS: not significant

b) GNR: Gram-negative rods
AM-300: fleroxacin 300 mg/day

OF-600: ofloxacin 600 mg/day
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(N:V V) owFricBLTL3HMICAEELR
DM ol
INODERDOIFIIINELERATHY, o
THEOLETENIITFTHLEZXONT,

4. BEREEIHT HMIC

FERIESBICAEL (, BERORTILIES,
MIC Sl % & 1721794k 1244 § 5 fleroxacin & OFLX @
MIC% Table 527~ L7o 75 AR HHE(GPB)IZaF LT
IZOFLXOMICHAHREIITChTEBY, 77 LBHERHE
(GNR)IZ3F L THOFLXDOMICHAEF TS TWwAhH LS
Tho7:H, BEEEIRDON L7,

5. ERIRZHZR

1) REBERZHFR

UTIEZF MR B > THE LR BRI R
Table 6427k L7- & 512, AM-2008 D508 TixE%h24
B1(48.0%), BH1361(260%), EREEDLAHE
(LLFAME) 1374.0%, AM-300H D415 TIXEH
18%1(43.9%), H#h156(36.6%), HAHF805%,
OF-600 B D 436 T3 E%H1761(39.5%), A*h166l
(37.2%), AH%IE76.7% L, SHMICHEEEYROLH»
5 72h, AHEIZAM-300EI K LHE, 2V TOF-
6002, AM-200BDIETH 70

INFUTHRBREHEICHE LA Table 7
WRLZEIIE, WTFhOREEICBWTHIMMIcE
BEEYROLuDN ST

BABRDBHEDIREL LIBRDR L AERDE
& DR IETable 8IZ/R L722%, BRME, AERHE
DODVWTHICE L THIHMICAEEZERZZO L h ol L
AL, MERIDEICBITHEHIERIZAM-300E 4%
&<, DWVWTOF-6008, AM-200EDIETH »7:Di2
L, ERAES LUOLRERIIHIZAM-2008, OF-
6008, AM-300EDIEIZE 2572,

2) HUEMHHE LI-BREKHHR

0 24 B 4 O I BT THIE L 72BEFR%DF 12, Table 9IIR

L7z I ICR D 3HBICEEEZEYRD LD o120, &
HMEIZAM-300BF 2K b & <, AM-200% & OF-600%
DAEDERIZIIAETH -0

3) MEFHER

WEFHR R 13 Table 101Z7R L7z & 9 ICAM-2008 4
SO MESN67THRT 548 (80.6%), AM-300E 4545
BE S N7:538%kF45%k(84.9% ), OF-6008L LA M Sh
7-66%k 588k (87.9% ) ATHE L7-4%, MBEHEERICH

LO3HMICAREYROhh o, ThEHBEICK
BLZBEIZH, WThOBEBOBEXLIBMICEE

100
_ 80
S
g
S 60
Q
(=%
(5]
3
= 404 AM-200 (1)
E |\ gl e AM-300 (11)
5] —— — — OF-600 (Il
20 — - —— AM-200 (IV)
—--—— AM-300 (V)
ol g e OF-600 (V)
MIC (ug/ml)
MICs of Treatment Statistical test Not done
group $0.025 0.05 0.10 0.20 0.39 0.78 1.56 3.13 6.25 12.5 25 50 100 >100 Total
AM-200 (1) 2 2 18 4 5 6 2 3 6 2 7 1 1 5 64 3
Fleroxacin| AM-300 (II) 4 6 3 3 5 8 7 [ 2 2 4 1 2 53 NS
OF-600 (1I) 9 8 4 4 4 4 6 6 2 2 4 1 8 62 4
AM-200 (IV) 2 12 10 6 6 2 3 6 4 3 5 1 2 2 64 3
Ofloxacin | AM-300 (V) 6 5 3 7 7 17 6 3 2 2 3 1 1 =53 NS
OF-600 (VD) 2 5 5 6 4 6 S5 4 2 5 2 3 3 62 4

AM-200: fleroxacin 200 mg/day
NS: not significant

AM-300: fleroxacin 300 mg/day

OF-600: ofloxacin 600 mg/day

Fig. 1. Sensitivity distribution of clinical isolates (105 CFU/ml).
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ERDOLDP 572D, E. coliDiHRFIZAM-300B 128
WTHO2BE L DBV %R L7, F 7Z-GPB&GNRIZ
S THELIHE, 38 L LIZGPBOHELEAGNRD
FREDEN oI, EHIZ, AM-2008f & AM-3008F &
Y8 L7354, GPB, GNRDIHEE L b IZAM-3008
BV TENIE» 57,
MIC & I BIRNF & DRfRIZTable 11178 L7245,

AM-200B TIIMICAS12.5 pg/mlbh EIZ 7% % L RFRIT

BETL, 6.25ug/mELT DHKHKI58%(46/48)II4F L,

12.5 pg/mIA ETi231.3%(5/16) E ABICELS %5 T
w5 (p<0.01), % 72AM-300% TIIMICA 50 pg/mlLk
FCHEEIETL, 25 g/mIUTOHKLKEII%
(42/46)123t L, 50 pg/mlLh ETI342.9%(3/7)&, ®
RY)ZOBMICAEEENFZD LN/ (p<0.05), SHIC
OF-600% Tid, MIC25 pg/mlbl E TIHAFEIETL,
125 pg/ml LT O IH K H98.0% (48/49) i23F L, 25
pe/miBl ETI3538%(7/13) L ), TOMICHEEZE
PRRH LN/ (p<0.01),

4) KREHETHE

BESRPICH BB L /- 13 Table 1207R LA

X512, AM-2008 Ti35068)H961(18.0% ) H* & 124k,
AM-300BE T3 41650 761(17.1%) 5 6 108 A%, T 72
OF-600B Ti3436IH561(11.6% ) D H6kA S 7z
M, FOHBEEICEL 3BHBICEEE 2O 2D
Too T-HBEBONFICEAL CHL3HMICEEELXZ
Do, WTFROBEIZBWTLGNROHKIBEEH
BRI TH - 72,

6. "t

B - hEMEIERIIEEIZ 267D
BEEIREDII32%ThH o1

6BIHOF-600B D181 D AREARS S N7-25, LD
5TV OIREEZFIL LTS,

BIER DMERIZTable 1317R L2 & 512, HILBER
BEERTH o705, AM-300FETIRIFIZH TV, Mo
IBHIALDEERDLUNHRZDLNTVS, LAL,
INSDEKIZE SITHREFIENBAICIIBEELEL TV A,

EHEOBMBEIRONERREENORELHIZ
Table 14{Z7R L7= & 512, AM-2003 & FAM-3008£(2
161 2O 5 NT, OF-600812461(7.7%)BH 6N
727:8, BRFBIALTHEEENBDHLNT,

OO, TOFE

Table 5. MICs of fleroxacin and ofloxacin for clinical isolates

(ng/ml)
. No. of hightly resistant L.
Organism g:ax:sf Drug Range MIC;, MICy, 2:2?;;‘;& Mode strains (%) Statt; ssttlcal
(MIC = 100pg/ml)
fleroxacin 0.39~>100 6.25 >100 5.1 6.25 11 (15.5)
a)
GPB n ofloxacin 0.20~>100 3.13 50 2.6 0.39 6 ( 8.5 P<0.05
fleroxacin =0.025~ >100 0.20 50 0.6 0.1 7 ( 6.5)
b)
GNR 108 ofloxacin  =0.025~ >100 0.20 25 0.5 0.05 6 ( 5.6) NS
fleroxacin =0.025~ >100 1.56 100 1.5 0.1 18 (10.1)
Total 179 ofloxacin  =0.025~>100 0.78 50 1.0 0.05 12 ( 6.7) NS
a) GPB: Gram-positive bacteria
b) GNR: Gram-negative rods
NS: not significant
Table 6. Overall clinical efficacy of the treatment
Treatment No.' of Excellent Moderate Poor Efficacy Statistical test
group patients rate (%)
24 13 13
AM-200 %0 (48.0) (26.0) (26.0) ™0
18 15 8
AM-300 4 43.9) (36.6) (19.5) 805 NS
17 16 10
OF-600 43 (39.5) 37.2) 23.3) 76.7

AM-200: fleroxacin 200 mg/day
AM-300: fleroxacin 300 mg/day
OF -600: ofloxacin 600 mg/day
NS: not significant

(%)
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Table 7. Overall clinical efficacy of the treatment related to the type of infection

Treatment  No. of Excellent Moderate Poor Efficacy Statistical test

Group group patients rate (%)
4 1 2
AM-200 T ey w3 ese
3 2 1
group 3 (upper UTI) AM-300 6 50.0) @33 (6.7 83.3 NS
1 4 0
OF-600 5 (20.00  (80.0) 100
14 9 6
AM200 29 gy @y @p 3
Monomicrobial 12 9 3
. 7.
afection group 4 (lower UTD) AM-300 24 00 @ls azs & NS
11 4 5
OF600 20 650p @00y @500 0
18 10 8
AM200 3% g0 e @2y 7P
15 1 4
sub-total AM-300 30 0.0 67 a3z %7 NS
12 8 5
OF-600 5 wo @y e 00
6 3 5
AM200 1 g @y @ #P
Polymicrobial . . 2 3 4 4
infection group 6 (no indwelling catheter) AM-300 11 7.3 @364)  (6.4) 63.6 NS
5 8 5
OF-600 18 @8 s @1y 27
AM-200: fleroxacin 200 mg/day (%)

AM-300: fleroxacin 300 mg/day
OF -600: ofloxacin 600 mg/day
NS: not significant

Table 8. Relation between effects on pyuria and bacteriuria

Pyuria
Cleared Decreased Unchanged Eﬁect‘ on
Bacteriuria treatment group bacteriuria
AM-200 24 4 3 31 (62.0)
Eliminated AM-300 18 4 9 31 (75.6)
OF-600 17 5 10 32 (74.4)
AM-200 1 1 2 (4.0
Decreased AM-300 1 1(24)
OF-600
AM-200 3 1 3 7 (14.0)
Replaced AM-300 1 2 3(73)
OF-600 1 3 4(9.3)
AM-200 1 1 8 10 (20.0)
Unchanged AM-300 1 2 3 6 (14.6)
OF-600 7 7 (16.3)
AM-200 29 (58.0) 6 (12.0) 15 (30.0) tient 50
Effect on pyuria AM-300 19 (46.3) 8 (19.5) 14 (34.1) :)at: 41
OF-600 18 (41.9) 5 (11.6) 20 (46.5) © 43
Tf—ﬂ AM-200 24 (48.0)
S AM-300 18 (43.9)
Excellent OF-600 17 (39.5)
statistical test
AM-200 13 (26.0; .
[ ] AM-300 15 (36 6; effect on pyuria NS
Moderate OF-600 16 37.2) effect on bacteriuria NS
: AM-200 13 (26.0)
AM-300 8 (19.5)
Poor OF-600 10 (23.3)
AM-200: fleroxacin 200 mg/day (%)

AM-300: fleroxacin 300 mg/day
OF -600: ofloxacin 600 mg/day
NS: not significant
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Table 9. Clinical efficacy assessed by doctor in charge
Treatment No. of . Efficacy rate Statistical
. Excell
group patients xcellent Good Fair Poor ) test
24 12 7 7
I 50 (48.0) (24.0) (14.0) (14.0) 72.0
15 19 3 4
AM-300 41
(36.6) 46.3) (7.3) (9.8) 82.9 NS
15 16 6 6
F-600 4
0 3 (34.9) 37.2) (14.0) (14.0) 721
AM-200: fleroxacin 200 mg/day (%)

AM-300: fleroxacin 300 mg/day
OF -600: ofloxacin 600 mg/day
NS: not significant

Table 10. Bacteriological response to the treatment

AM-200 AM-300 OF-600
Isolate no. of eradicated per- no. of eradicated per- no. of eradicated per- Statistical test
strains (%)  sisted® strains (%)  sisted® strains (%)  sisted®
S. aureus 2 2 0 2 1 1 3 3 0 NS
S. epidermidis 7 7 (100) 0 2 2 0 8 7 (87.5) 1 NS
S. haemolyticus 5 4 (80.0) 1 4 4 0 1 1 0 NS
Staphylococcus spp. 3 3 0 2 2 0 2 2 0 -
GPB® E. faecalis 8 7 (87.5) 1 6 6 (100) 0 8 8 (100) 0 NS
Enterococcus spp. 3 3 0 4 2 2 —
others 2 2 0 4 4 0 -
sub-total 25 23 (92.0) 2 21 20 (95.2) 1 30 27 (90.0) 3 NS
E. coli 20 20 (100) 0 13 11 (84.6) 2 16 16 (100) 0 NS
Citrobacter spp. 2 1 1 2 2 0 —
Klebstella spp. 4 4 0 4 3 1 2 2 0 NS
S. marcescens 2 2 6 3 (50.0) 3 1 1 0 NS
GNRY P. aeruginosa 8 1(12.5) 7 2 1 1 9 4 (44.4) 5 NS
X. maltophilia 2 2 0 2 2 0 —
A. calcoaceticus 3 2 1 1 1 0 1 1 0 NS
others 3 3 0 2 2 0 5 5 (100) 0 NS
sub-total 42 31 (73.8) 11 32 25 (78.1) 7 36 31 (86.1) 5 NS
Total 67 54 (80.6) 13 53 45 (84.9) 8 66 58 (87.9) 8 NS

a) regardless of bacterial count
b) GPB: Gram-positive bacteria

¢) GNR: Gram-negative rods

AM-200: fleroxacin 200 mg/day
AM-300: fleroxacin 300 mg/day
OF -600: ofloxacin 600 mg/day
NS: not significant
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Table 11-1. Relation between MICs and bacteriological response
Treatment MIC (sg/m) Tnocuum size: 10° CFU/ml Not| Tod
Isolate (eradication
g <o msf 0.05 [ 010 020 039 | 078 | 156 | 313 | 625 [12.5 | 25 | 50 | 100 |>100{°%| "rye
AM-200 11 11 212 (100 )
S. aureus AM-300 n 01 112 ( 50.0)
OF-600 212 n 3/3 (100 )
AM-200 22 | 33 || w7 oo )
S. epidermidis AM-300 11 11 212 (100 )
OF-600 313 n 1 1 12 | 78875
AM-200 212 12 | 11 4/5 ( 80.0)
S. haemolyticus AM-300 1 1 11 1 4/4 (100 )
OF-600 1 1/1 (100 )
AM-200 212 1| 3300 )
GPB? |Staphylococcus spp.| ~ AM-300 n | 212 (100 )
OF-600 n n 212 (100 )
AM-200 33 | 4/4 01 718 ( 81.5)
E. faecalis AM-300 33 | 33 6/6 (100 )
OF-600 44 | 33 | 11 8/8 (100 )
AM-200
Enterococcus spp. AM-300 m|mjimn 3/3 (100 )
OF-600 m|onfon|in 2/4 ( 50.0
AM-200
others AM-300 1 171 2/2 (100 )
OF-600 n 212 11| 4/4 100 )
AM-200 44 |55 |11 |33 |44 |12 |11 23 | 212 (23025 (92.0)
sub-total AM-300 22 |22 |33 |33 |55 |22 |11 12 20/21 ( 95.2)
OF-600 V1|55 | U1 |55 | 44 |22 | 11|23 | 12|22 | 11 |2/3|2730 (90.0

No. of strains eradicated/no. of strains isolated
a) GPB: Gram-positive bacteria
AM-200: fleroxacin 200 mg/day
AM-300: fleroxacin 300 mg/day
OF -600: ofloxacin 600 mg/day
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Table 11-2. Relation between MICs and bacteriological response
Treatment MIC (ug/ml) ~Inoculum size: 10° CFU/ml Not | Totd

[solate (eradication

g |<o0ps 0.05 | 0.10 | 0.20 | 0.39 | 0.78 | 1.56 [ 3.13 [ 625 [12.5 | 25 | 50 | 100 |>100|9%€] ate. )

AM-200 | 22 | 1/ 1[15/15 n 1/1 |20/20 (100 )

E. coli AM-300 33|55 13 | 22 11/13 ( 84.6)

OF-600 10110] 3/ 3 m |1 1/1 |16/16 (100 )

AM-200 1n 01 1/ 2 ( 50.0)

Citrobacter spp. AM-300 171 1n 2/ 2 (100 )
OF-600

AM-200 22| 22 4/ 4 (100 )

Klebsiella spp. AM-300 11| 22 01 3/ 4 (75.0)

OF-600 11| 1n 2/2 (100 )

AM-200 on | on 0/2(0)

GNR® | S. marcescens AM-300 11 | on 11 | 13 3/ 6 ( 50.0)

OF-600 1 1/1(100 )

AM-200 1 0/2 0/2 01 | 02 1/ 8 (12.5

P. aeruginosa AM-300 11 0/1 1/ 2 ( 50.0)

OF-600 1 1 |1 12 o1 | o2 4/ 9 (44.4)
AM-200

X. maltophilia AM-300 212 2/2 (100 )

OF-600 m | n 2/ 2(100 )

AM-200 1 12 2/ 3( 66.7)

A. calcoaceticus | AM-300 1 1/1(100 )

OF-600 n 171100 )

AM-200 vi|vifmn 3/3(100 )

others AM-300 11 11 2/ 2 (100 )

OF-600 22| v1|n n 5/'5 (100 )

AM-200 |22 | 272(1818| 414 | 11 | 11 | 11 012 V6 | on | o1 | o2 |11 (3142 ( 73.8)

sub-total AM-300 4/ 4|66\ 33 | 11|23 |35 |44 |on 1| 13| on 25/32 ( 78.1)

OF-600 1212 5/ 5| 4/4 [ U1 |33 |11 [ | e || 1 01 | 02 | 171 [31/36 ( 86.1)

wa |z [l e o Lo [ o o oo o o

17 | si6 | 22 |22 | 24 | on | v
ity | |l o L o o ] L] s
44 | 666 | 55 | 34 |22 | 35 | 12 | 23 | 13 |3
OF-600 tf&? (15</)0t)3 (féf)) (f(/)f)) (100) | (100) | (100) |(75.0)| (100) (:0.50) (510.0) (66.37) (313.33> (735;) %8166 (87.9)

No. of strains eradicated/no. of strains isolated
b) GNR: Gram-negative rods

AM-200: fleroxacin 200 mg/day
AM-300: fleroxacin 300 mg/day
OF -600: ofloxacin 600 mg/day
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Table 12. Strains® appearing after treatment

No. of strains Statistical
Isolate stical test
% AM-200 AM-300 OF-600
S. epidermidis 2 3
S. haemolyticus 1 2 2
Staphylococcus spp. 2
E. faecalis 1
E. faecium 1 NS
b)
GPB E. durans 1
Enterococcus sp. 1
Aerococcus sp. 1
C. xerosis 1
Corynebacterium spp. 3 NS
sub-total 10 8 3
P. aeruginosa 1 1
GNR® P. putida 1 NS
A. calcoaceticus 1 NS
sub-total 2 1 1
Yeast 1 2
Total 12 10 6
N o e o .
total no. of patients (%) (18.0%) (7.1%) (11.6%)
a) regardless of bacterial count b) GPB: Gram-positive bacteria ¢) GNR: Gram-negative rods
AM-200: fleroxacin 200 mg/day
AM-300: fleroxacin 300 mg/day
OF -600: ofloxacin 600 mg/day
NS: not significant
Table 13. Clinical adverse reactions
Administ- Day of . . .
Tre:(t)Tent I?g)e Sex ;Zi;;f 2 Da:r:rfce ration of Treatment disappea- Ser:v:néynof R;lau;r:l to Inc;g]e)n € Statistical test
group ¥ Ppe test drug rance cactio € arug 0
nausea and . .
AM-200 4 M vomiting 0 withdrawn ~ none . (after 5 h) # definite (23/621;
831 M nausea 1 withdrawn ~ none 2 + probable ’
79 F nausea and 1 withdrawn metoclo- + definite
dizziness pramide -
AM-300 light-headedness* 32 NS
73 F numbness of 0 withdrawn  none 1 + probable
lower extremities
6 F nausea 0 withdrawn  none 1 + probable
OF-600 abdominal dis- . 262
6 F 1 continued  none 6 + possible 3.2)

tension® insomnia

AM-200: fleroxacin 200 mg/day
AM-300: fleroxacin 300 mg/day
OF -600: ofloxacin 600 mg/day
NS: not significant
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EPIBVBRTH T,

HBETHHOFLXDBMMIREBERAEICH T 2H%
Kit, FREO—GEBEKARYTII1H600mgix 58T
7261 79.2% L RESNTE Y, SHEOEFLITIZMAE
ETHHY, ZORIIHT-TNVEEBERLETATY
b1, SEORERE UEIF, F4B, FeHIIHLE
S>ThBE, HHRIIFFE72% LN EL % -
Wb,

F-FRBO_EERIEBRAROTIE, £4TI3115
FIh80.9% DAERRTH A%, FAKIZEIH, $H48,
HORICHE o TAB L, AXRII72619875% L, *®
ROAEOREL ) EFCREIRE STV 5,

ChHDHEIZ6~SERMNDONDTHY, ZDHRID
YT I BEERESh T 2Wn/z), BIKIC
BIIAOFLXDANENEDERED L D TH 5 H I3 AH
THaY, COMOERENEE, HHEEOHNLEEE:
EBTHE, SHORFHTHLN/OFLXOFFE
76.7%1%, BIBRLULBETHALLEDN S,

— Ffleroxacin 22 W T — R BER AR O EE LK
BV EKRDE, EIH, F4E, EHIHDUELAYE
12200mg1 B1#% 5-51 T60H1#75.0%, 300mgl [#% 55
T4661H783% L% ), AEOBFIZZEHOTHEBL
Twh, TNHDZ EHb, SRIOKET BRI 5KE
235 LR TIEH 555, 1 HIIRYLEEIBOR
AR O I|: =¥ (I

AM-2008 & AM-3008 % Lh8 L 72356, AT LA
£ T740%, %ET05%L, ZOBICAEZIIRVD
DO, HEMRDZEIZ6S5%H ), ThiUTIHHRERER
BICHBLBEICL, B6HTRSETHIHIUNG, %
3BETI1.9%, HEABT82% L, WTNbAM-3008H°
B 5Tz,

—FHRER T AHETIE, BHEXIZAM-2008
D62.0%123F LAM-3008Ti375.6% £ 13.6% DENR
LN, HICERRELAERIIAM-300H BV TE D
KL, F-MIEFEMHEICBWTLGPB, GNROWT
HZxt LT HAM-300B D3R T Ch Tz,

Table 14. Laboratory adverse reactions

Treatment group AM-200

AM-300

OF-600 Statistical test

0/49

Incidence (%) (0%)

4*/52

@.7%) P<0.05

AM-200: fleroxacin 200 mg/day
AM-300: fleroxacin 300 mg/day
OF -600: ofloxacin 600 mg/day
*1) platelets (x 10*/mm3) : 13.9 —» 7.4 — 13.3?
*2) s-GPT (U/) : 11 - 52
*3) s-GOT (U/D) : 20 — 68 — 46%
s-GPT (U/)) : 49 - 102 — 719
*4) ALP (KAU/D : 13.9 - 154 — 13.4?
a) follow-up results

Table 15. Clinical values

Score
Treatment
group

100~80 [ 79~60 | 59~40 | 39~20

Statistical
test

19~0 Total Mean*=SD

AM-200 21 8 3

47.7) (18.2) 6.8 (15.9)

11.4) 44 65.6+32.9

AM-300 18 13 0

(48.6) (35.1) (10.8)

( 5.4) 37 72.7+24.8 NS

OF-600 19 12 1

40 70.1+£28.2

47.5) (30.0) 2.5 (7.5

(12.5)

AM-200: fleroxacin 200 mg/day
AM-300: fleroxacin 300 mg/day
OF -600: ofloxacin 600 mg/day
NS: not significant

(%)
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DOSE-FINDING STUDY ON FLEROXACIN IN COMPLICATED URINARY
TRACT INFECTIONS
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Department of Urology, Fujita-Gakuen Health University, School of Medicine

To find the optimal dose of fleroxacin in the treatment of complicated urinary tract infections, we performed a prospective,
randomized multicentre clinical study using ofloxacin as the control drug. The patients were randomly assigned to receive
200 mg or 300 mg of fleroxacin once daily or 200 mg of ofloxacin t.i.d. for 5 days.

Both male and female out-patients without indwelling catheters were enrolled in this study. All of these patients were
shown to have pyuria of at least 5 WBC/HPF, bacteriuria of at least 10* CFU/ml and identifiable underlying urinary tract
disease. Overall clinical efficacy was evaluated on the basis of the criteria proposed by the Japanese UTI Committee.

Both excellent and moderate responses were obtained in 74.0% of 50 patients receiving 200 mg of fleroxacin, in 80.5% of
41 patients receiving 300 mg of fleroxacin and in 76.7% of 43 patients receiving 600 mg of ofloxacin. The differences were
not statistically significant. The bacteriological eradication rates were 80.6%, 84.6% and 87.9% respectively, with no
statistically significant difference. Clinical adverse reactions were observed in 3.2% of the patients in each group.

Our conclusion, based on our results, is that the optimal daily dose of fleroxacin in the treatment of complicated urinary

tract infections is 300 mg.



