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Table 1. Fleroxacin concentration in CSF and serum

Patient no., Age (y), Sex CSF (ug/mi) Serum (ug/ml) CSF/Serum
No. 1 19 M 0.38 2.22 0.17
No. 2 28 F 0.22 2.31 0.10
No. 3 46 F 0.66 443 0.15
No. 4 77 M 0.46 2.76 0.17
No. 5 63 M 0.32 2.91 0.11
No. 6 78 M 0.86 2.23 0.39
No. 7 68 F 0.97 2.91 0.33
No. 8 71 M 0.60 2.20 0.27
No. 9 65 M 0.51 1.81 0.28
No. 10 45 M 0.46 2.71 0.17
No. 11 40 F 0.76 3.92 0.19
No. 12 52 M 0.36 2.18 0.17
No. 13 79 M 1.26 2.47 0.51

mean 0.60 2.70 0.23
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Table 2. Clinical summary of uncomplicated urinary tract infection patients treated with fleroxacin
Pa- |Age N Treatment Day of Bacteriuria Evaluation .
tient| () [1287|  dose d‘_’ra' obser- |[Symptom|Pyuria ) count MIC f; e
10. S:zx NOSIS|  (mgx |route| tion |ya+ion species (/ml) (ug/ml| UTI Dr [eftects
times/day) (days) : 10)
20 0 -+ ++ E. coli 10° | 0.1
1| - [AUC| 100x2 |p.o. 8 excellent|excellent| (—)
F 4 — — (—-) / /
65 auc| 100x2 3 0 + + E. coli 108 | 0.1 lent d -
. X .0. € —_
2 F p-o 3 — —  |Corynebacterium sp.| 10? | / xcefent| goo
K. prneumoniae | 107 | 0.2
0 + + .
3 fi: AUC| 100x2 |po.| 7 E. coli 10° | / |excellent|excellent| (—)
3| - | - = RN
0 + -+ E. coli 10% | 0.05
4 4-3 AUC| 100x2 |p.o. 3 excellent|excellent| (—)
F 3 — — (=) / /
63 0 + + E. coli 10 | 0.1
5| |AUC| 100x2 |p.o. 3 excellent|excellent| (—)
F 4 — — =) / /
62 0 -+ + E. coli 107 | 0.1
6 F AUC| 100x1 |p.o. 3 3 — — =) ; ; excellent|excellent| (—)
52 0 + +H E. coli 108 | 0.1
71 - |AUC| 100x1 |p.o. 3 excellent|excellent| (—)
F 3 — — =) / /
45 0 + H E. coli 107 | 0.1
. .0. d —
8 P AUC| 100x1 |p.o 3 3 — - O ; ; noderate| goo )
70 0 + + E. coli 106 | 0.1
9| - |AUC| 100x3 |p.o. 3 ot excellent|excellent| (—)
F 4 — — =) / /
0 + + E. coli 106 | 0.1
24 Lactobacillus sp. | 10°
10 F AUC| 100x1 |p.o.| 10 3 - = |Corynebacterium sp.| 10° /' |moderate] good | (=)
10 — — / / /
— 7
40 0 “ " P. mirabilis 10 | 0.1
1 v AUC| 100x1 |p.o.| 3 o-Streptococcus | 10° |/ |excellent|excellent| (—)
4 — - (=) / /
group B 6
49 0 - - B-Streptococcus 10 d
12 P AUC| 200x1 |p.o 3 3 + —  |Corynebacterium sp.| 10° / moderate| good | (—)
8 S. epidermidis 10% /
- ~ |Corynebacterium sp.| 10?
65 0 + + E. coli 107 | 0.1
13| - [AUP| 100x2 |p.o 3 ot excellent|excellent| (—)
F 3 — — (=) / /
32 0 + + E. coli 10° | 0.2
14 F AUC| 100x2 |p.o 3 3 — — / / / / good ()
5 — — Bacillus sp. 108 | /
25 0 + + E. coli 107 | 0.05
15 | -« _
F AUC| 100x2 |p.o 3 3 — + Lactobacillus sp. | 10* / / good | ()
57 0 - + E. coli 10° | 0.1
16 | - —
F AUC| 100x2 |p.o. 5 5 — — = ; ; / excellent| (—)
29 0 + * E. coli 107 /
17 F AUP| 100x2 |p.o.| 3 3 ( a)” / ; | |excellent| thirst

AUC: acute uncomplicated cystitis
AUP: acute uncomplicated pyelonephritis

UTI: criteria proposed by the Japanese UTI Committee
Dr: Dr’s evaluation
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Table 3. Overall clinical efficacy of fleroxacin in acute uncomplicated UTI
Resolved Improved Persisted
Symptoms deso ve j p! j Bffect on
. e- un- e- un- e- un- bacteriuria
Pyuria cleared creased | changed cleared creased | changed cleared creased | changed
eliminated |[ 10 ]| 1 11 (85%)
Bacteriuria | dreased | 1 2 (15%)
(replaced)
unchanged 0 (0%)
Effect on pain on micturition 12 (92%) 1 (8%) 0 (0%) patient total
Effect on pyuria 12 (92%) 1 (8%) 0 (0%) 13
[C—| Excellent 10 (77%) .
overall efficacy rate
[:] Moderate 3 13/13 (100%)
C—] Poor 0

Table 4. Clinical summary of complicated urinary tract infection patients treated with fleroxacin

Pa. |Age Diagnosis - Treatment Day of Bacteriuria Evaluation s
tient| ) : dose .| obser- |Pyuria MIC ide-
. underlying group duration ) . count effects
no. |gex disease ' (mg x |route (days) vation species (/mb) (ug/ml| UTI Dr
times/day) : 109
62 CCP 0 H P. aeruginosa 10° | 25
18 | - G-3 | 200x1 |p.o. 5 oup B moderate| good | (-)
F renal stone 5 + group 10° /
B-Streptococcus
S. marcescens 107
Enterococcus sp. | 10°
cee 0 + S. aureus 10° !
73 Corynebacterium sp.| 10°
19 M G-6 | 100x2 |p.o. 5 S. marcescens 10% poor poor | ()
BPH Enterococcus sp. | 10°
6 + S. aureus 107 /
post TUR-P S. evidermidis 108
Alcaligenes sp. | 10°
65 ccce 0 + K. oxytoca 107 | 0.2
20 | - neurogenic G4 | 200x1 |p.o. 5 excellent |excellent| (—)
M bladder 6| — =) e
85 CcCC 0 H P. aeruginosa 107 | 12.5
21 | - ; G4 | 200x1 |p.o. 5 moderate| good | (-)
M | Retrosemc 5 | + | S epidermidis | 10° |
bladder
7 cce 0 | E. coli 107 | 0.05
200x1 5
2z F | polycystic kidney G4 100x1 | PO 5 5 | + =) / /  |moderate| good | (=)
vesical diverticulum 10 — / / /
P. aeruginosa 10° | 0.78
32 cee 0 - K. oxytoca 100 | /
23 M 100x1 | p.o. 5 P. aeruginosa 10° / poor | (=)
ureteral stone 6 — S. epidermidis 100 | /
Enterococcus sp. | 10°
76 cce 0 +# | Candida albicans | 10* | /
24 | - 100x2 | p.o. 5 - / poor | (=)
M BPH 6 + | Candida albicans | 10* | /

CCP: chronic complicated pyelonephritis

CCC: chronic complicated cystitis

BPH: benign prostatic hypertrophy
TUR-P: transurethral resection of prostate

UTI: criteria proposed by the Japanese UTI Committee
Dr: Dr’s evaluation
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AoERAED T THIREICRS SO ICHRt S h b,
v MIBWTHRIIMES & UM ICEN, 1ZLA LTS
w0 TRACHEES T, OFERBEBEFORRE
LB L T—FREL, MPRE-RFEMKTEE»S
BiF %2 bioavailability XS REE S, 1H1~2BDA %%
EARTHILRBRPBRELONLERDRS,

BENEABAT IR L T, 7ESTHICPFX 200mg % 125
BIC3ARS HOIEREY L OB E LT, HlhiR
[ i3 fleroxacin D H A5F150.60 pg/ml & B A - 72, LA
LS B,/ MiEFIRE LTI, fleroxacin® A AME
Pole SO LML b fleroxacinidBINAH £, MiF
HCHDEBEMPRVERTHLIENEZ LN, £
72, PREMEREERIZBVTCPFXD04%Y L ) H\»
18%"Tholzb ) T Lid, BEBITHFBRVDT
RavhEEZ ONZH, FHIIOVWTIISERORER
BETh5s,

SEDEKRIKRET Tit, BAMRBERECBITAE

HEDITLAEDE coiTH Y, 2HEHUL DT
BAHEI% ThH 70 BREENDEHELAD L, 1
H100mg#x 5 TE%I3F, %1261, 1H200meix5TE
6B, Axh16), 1H300mgik5 TEHIFTH - 72,
TLbLERDOHES, BRBE,OE X T, BEMHER
BEIEFIE 2121 H200mgA F D5 T+ 23R A%
T&sLBbhr,

ERRBL AT HABEMERBREEIIBVL T, B
BEEFIOIFITIIEYNTH ), EIMEEF DP. cerugi-
nosaEEHEF CIXERLRARE o TV B 5, 4FLBIH*
BHULETHY, BEFDHEIIO% TR LHETH
o7, BERWNDEME YA D L, 5HLHIH1H200
mgk 5 TZ D) bLaFIH1B1EHES TH Y, 2BI5E
BE5 LIZ1BI0OAEHTH 577,

F-MEFNZRICBNT, BEMRBRERLE, 5%
YR B ESAE K % 100%, 63%, £ T87%NDHEE
TIHUTHR T RELERTH o7 L2, BILRIEKE

Table 5. Overall clinical efficacy of fleroxacin in complicated UTI

B . Pyuria Cleared Decreased Unchanged Effect on bacteriuria
acteriuria
Bliminated : o
Decreased 0 ( 0%)
Replaced 2 2 (40%)
Unchanged 1 1 (20%)
Effect on pyuria 1 20%) 3 (60%) 1 20%) Paﬂenst total
[C—] Excellent 1 (20%)
overall efficacy rate
[: Moderate 3 4/5 (80%)
] Poor 1
Table 6. Overall clinical efficacy of fleroxacin classified by the type of infection
No. of patients Overall
Group (percent of total) Excellent | Moderate | Poor efficacy rate
group 1 (indwelling catheter) 0 (0%)
group 2 (post-prostatectomy) 0 (0%)
Monomicrobial
100%
infection group 3 (upper UTD 1 (20%) 1 00%
group 4 (lower UTI) 3 (60%) 1 2 100%
sub-total 4 (80%) 1 3 100%
group 5 (indwelling catheter) 0 (0%)
Polymicrobial - -
. 1 %
infection group 6 (no indwelling catheter) 1 (20%) 0%
sub-total 1 (20%) 1 0%
Total 5 (100%) 1 3 1 80%
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Table 7. Bacteriological response to fleroxacin in uncomplicated and complicated UTI
Diagnosis Isolate No. of strains Eradicated (%) Persisted*
«-Streptococcus 1 1 (100%)
group B B-Streptococcus 1 1 (100%)
Uncomplicated E. coli 11 11 (100%)
UTI K. pneumoniae 1 1 (100%)
P. mirabilis 1 1 (100%)
sub-total 15 15 (100%) 0
S. aureus 1 ( 0%) 1
Enterococcus sp. 1 ( 0%) 1
Corynebacterium sp. 1 1 (100%)
Complicated E. coli 1 1 (100%)
UTI K. oxytoca 1 1 (100%)
S. marcescens 1 ( 0%) 1
P. aeruginosa 2 2 (100%)
sub-total 8 5 ( 63%)
Total 23 20 ( 87%) 3
* regardless of bacterial count
#i % IEB O 1) TS. aureus, Enterococcus sp., S. marce- 2) UTIFFRS (ftF ABIEFK) | UTISREREL
scens 1R T ONHEHRLTBY, IhoITHTHEHD # (% 3 ). Chemotherapy 34 : 408 ~ 441,
MICZPIETE TRV OMS IR TE LRV, FHIE 1986
A& Znorfloxacin g G shTwizl &b F /oy 3) BALFHREFS | B/ARE ML REMC)R
AR TH - TR L ZEZ b/, EEBHLETIZ DWW T, Chemotherapy 29 : 76~
BITERIZ24BIP 1B IEA A SN A, BET3H 79, 1981
B OB G ATHETH Y, ZOREHHMTHEL, 4) Worrr M, Boutron L, SincLas E, CLar B, Decazes ] M
FBERREBIC OV TP L VB TH BV RELE and Recmier B : Penetration of Ciprofloxacin into
RBOHON D572, Cerebrospinal Fluid of Patients with Bacterial
by, RENGWREFEBIC BT 2 REB S Meningitis. Antimicrob Agents Chemother 31 :
MU, FRLERTHLEEZ LN, 899~902, 1987
X L 5) AMKEAT  HES KUY (1), BAY09867,

1) &4 54, BIBKE : £37E B A LFEHEE¥E
FHAZHERE, FES VK9 L, AM-833
(Fleroxacin), #0¥k1l, 1989

6. BEFRD F L B L UEIfEM, Chemotherapy 33
: 814—~815, 1985
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FLEROXACIN: PENETRATION INTO CEREBROSPINAL FLUID AND CLINICAL
EFFICACY IN URINARY TRACT INFECTIONS

Hipesui Mivakita, Hiroaki INaTsuchi, Hipeaki Hosuino and Nosuo Kawamura
Department of Urology, Tokai University, School of Medicine
Boseidai, Isehara 259-11, Japan

KEisu Oxapa
Department of Urology, Tokai University Oiso Hospital

Fleroxacin, a new oral quinolone, has been developed by Kyorin Pharmaceutical Co., Ltd., Japan. We evaluated the
penetration of the drug into cerebrospinal fluid (CSF) and its clinical efficacy in urinary tract infections.

Fleroxacin was administered orally at a single dose of 200 mg, and its concentration in serum and CSF determined 4 h
afterwards. The concentration in CSF ranged from 0.22—1.26 ng/ml. The ratio of CSF to serum concentration ranged from
0.10-0.51.

Fleroxacin was administered to 24 patients with urinary tract infections. In 13 cases of acute uncomplicated urinary tract
infections, the overall clinical efficacy rate according to the Japanese UTI Committee's criteria was 100%, and all 15 strains
isolated from patients were bacteriologically eradicated. In five cases of chronic complicated urinary tract infections, the

overall efficacy rate was 80% according to the same criteria, and 5 of 8 strains (63%) were eradicated.



