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Treatment oo o [ OFLX _800mg/dayXTday |
Patients AZIM| 600mg/day X3days
registration
Single [OFLX 600mg/dayx7days |
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Fig. 1. Schedule for comparative study of co-

ofloxacin (OFLX) in refractory urinary tract

Electron microscopic observation
to be conducted

administration of azithromycin (AZM) and

infections.

Table 1. Background characteristics of the patients

Characteristic

Treatment group L.
Statistical test®

AZM+OFLX OFLX
male 8 10 R
- NS
Sex female 7 7 x
~29 2 0
30~39 0 0
40~49 1 4
50~59 0 2
Age (yr) 60~69 2 2 x= NS
70~79 10 7
80~ 0 2
mean+SE 64.2+18.8 67.2+14.0
(range) (19~78) (44~88)

. i cystitis 14 17 .
Diagnosis pyelonephritis 1 0 %NS
neurogenic bladder }iysfunction (NBD) 12 14

NBD & vesical calculus 1
Underlying disease = NBD & vesicoureteral reflux 1 x%: NS
prostatic hyperplasia 1 2
urethral tumor 1
Type of infection group 1 3 6
. x% NS
(UTI grouping) group 5 12 11

® »2 chi-square test, NS: not significant
AZM: azithromycin, OFLX: ofloxacin
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Table 2, Clinical efficacy as assessed by doctor in charge

Treatment group No. of patients  Excellent Good Poor Efficacy rate (%)% Statistical test®
AZM+OFLX 15 3 7 5 66.7

x% NS
OFLX 17 . 4 4 9 47.1

® Efficacy rate : excellent+good/no. of patients X100
Y »* chi-square test, NS: not significant
AZM: azithromycin, OFLX: ofloxacin

Table 3. Relation between effects on pyuria and bacteriuria

Pyuria
Bacteriuria T Cleared Decreased Unchanged Effect on Bacteriuria
reatment group
. AZM+OFLX 3 3 2 8 (53.3)
Eliminated OFLX 4 0 2 6 (35.3)
D d AZM+OFLX 0 0 0 0
ecrease OFLX 0 0 0 0
Replaced "AZM+OFLX 0 1 3 4 (26.7)
P OFLX 1 0 3 4 (23.5)
AZM+OFLX 0 0 3 3 (20.0)
Unchanged OFLX 1 0 6 7 (41.2)
Effect i AZM+OFLX 3 4 8 total no. 15
ectonpyuria | opLx 6 0 11 of patients 17
AZM+OFLX 3 (20.0) Efficacy rate
AZM+OFLX 6 (40.0) OFLX 7/17 (41.2%)
Moderate OFLX 3 (17.6) Statistical test®
AZM+OFLX 6 (40.0) Effect on pyuria W: NS
Poor OFLX 10 (58.8) Effect on bacteriuria W: NS

® W: Wilcoxon test, NS: not significant
AZM: azithromycin, OFLX: ofloxacin
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Table 4, Overall clinical efficacy of treatment according to type of infection

Type of infection  Treatment group  No. of patients  Excellent = Moderate Poor Efficacy rate (%) Statistical test”
AZM+OFLX 3 1 0 2 33.3 . NS
Group 1 OFLX 2 1 3 50.0 £
AZM+OFLX 12 2 6 4 66.7 % NS
Group 5 OFLX 11 2 2 7 36.4 x
AZM+0OFLX 15 3 6 6 60.0 ,
: NS
Total OFLX 17 4 3 10 4.2 x

® x* chi-square test, NS: not significant
AZM: azithromycin, OFLX: ofloxacin

Table 5, Bacteriological response to treatment

AZM+OFLX OFLX
Isolate no. of  eradicated ersisted | ™ Of eradicated persisted Statistical test
strains (%) P strains (%)
S. aureus 2 2 (100 ) 2 0 2
" E. faecalis 8 8 (100 ) 7 6 (85.7) 1
GPB others 1 7 1
sub-total 10 10 (100 ) 10 6 (60 ) 4
E. coli 3 3 (100 ) 3 3 (100 )
Klebstella spp. 4 4 (100 ) 2 2 (100 )
Citrobacter spp. 1 1 (100 ) 1 0 1
Enterobacter spp. 2 2 (100 ) 1 1 (100 )
GNB® | S. marcescens 4 2 (50 ) 2 1 1 (100 )
Serratia 1 0 1
P. aeruginosa 3 2 (66.7) 1 5 2 (40 ) 3
others 7 7 (100 ) 8 7 ( 87.5) 1
sub-total 24 21 ( 87.5) 3 22 16 ( 72.7) 6
Total 34 31 (91.2) 3 32 22 ( 68.8) 10 x%p=0.031
® x* chi-square test
» GPB: gram-positive bacteria
© GNB: gram-negative bacteria
AZM: azithromycin, OFLX: ofloxacin
Table 6. Strains® appearing after treatment
Treatment group
Isolate Statistical test®
AZM+OFLX OFLX
S. aureus 1 1
o S. epidermidis
GPB E. faecalis 1
sub-total 1 2
E. coli
P. aeruginosa 2
GNB? A. faecalis 1
sub-total 4 3
Fungi 1
Total 5 6
No. of patients in whom strains 5/15 6/17 .
appeared/total no. of patients (33.3%) (35.3%) x* NS

® Regardless of bacterial count

™ x* chi-square test, NS: not significant
9 GPB: gram-positive bacteria

% GNB: gram-negative bacterian

AZM: azithromycin, OFLX: ofloxacin
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Table 7, Inhibition of biofilm formation®

Post-dosing Biofilm detected Biofilm Inhibition rate of .
Treatment group . . Statistical test®
Pre-dosing unchanged reduced undetected |biofilm formation
Biofilm detected 12 3 0 9 2
AZM+OQFLX L /105
Biofilm undetected 3 0 3 (80.0%) 2% NS
Biofilm detected 13 5 3 5 8/17 (P=0.076)
OFLX o
Biofilm undetected 4 1 3 (47.1%)

® “Inhibition” is defined as biofilm formation being inhibited or prophylactically prevented by the treatment

® x* chi-square test, NS: not significant
AZM: azithromycin, OFLX: ofloxacin

Pre-treatment

Fig. 2.
of the combined therapy group.

| 0-A A-9 POST

k3. 00k 8. bun

Post-treatment

Electron microscopic presentation of inhibited biofilm formation in a patient
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A study on the combined use of azithromycin and ofloxacin
in refractory complicated urinary tract infection
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The efficacy and safety of combined therapy including azithromycin (AZM) and ofloxacin
(OFLX) and single therapy with OFLX were compared in patients with rafractory complicated
urinary tract infection (UTI) caused by catheters, to assess these methods of treating biofilm
infection of the urinary tract. The subjects were patients with UTI who were treated with
urethral catheter (including cystostomy). Seven days before the start of administration, the
indwelling catheter was changed, and the course was observed without administration of any
antimicrobial drug. Patients were registered at the time of this observation. The combined
therapy group was given AZM at a single daily dose of 500 mg for 3days and OFLX at a dose of
200 mg three times a day for 7days. The single therapy group was given OFLX at a dose of 200
mg three times a day for 7days. Eight days after the start of administration, the catheter was
changed again. Urinary sediment and culture, and clinical tests were performed before and after
the administration of drugs, and the surface of the catheter was observed by electron microscopy.
Fifteen of the 37 patients were assigned to the combined therapy group and 17 to the single
therapy group. The efficacy rates were 66.7% and 47.1% in the respective groups, as evaluated
by the attending doctor. According to the criteria of the Japanease UTI committee, overall
clinical efficacy was 60.0% in the combined therapy group and 41.2% in the single therapy group.
The urine became negative for bacteria in 53.3% of the patients in the combined therapy group
and 35.3% of those in the single therapy group. The bacteriological eradication rate was 91.2%
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in the combined therapy group and 68.8% in the single therapy group. There were no associated
side effects or abnormal changes in clinical laboratory test values except for discomfort in the
stomach of one patient in the combined therapy group. The inhibitory effect on biofilm formation
as determined by electron microscopy tended to be superior in the combined therapy group. These
results suggest that combined therapy with AZM and OFLX is an effective method of treating
refractory complicated UTI in patients with a catheter.





