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Table 1. Clinical summary of uncomplicated UTI patients treated with NM441
Case | Age Treatment Bacteriuria* Evaluation** Sid
no. | Sex Diagnosis dose duration |Symptom* | Pyuria* ) MIC efflecets Remarks
(mgx/day)| (days) species count (ug/ml) UTI Dr.
60 H+ Ht E. coli 108 0.05
1 F AUC 200x 3 5 Excellent | Excellent - -
E. faecalis 1.56
71
2 | & | AUC | 200x2 7 # # E. coli 00 010 | poor | Poor | - -
+ H# P. aeruginosa 108 50
S. saprophyticus 0.39
56
3% AUC | 200x2 7 # # NF-GNR 10°1 50 |Moderate] Good | — -
- - NF-GNR 10 50
S. saprophyticus 0.20
+# # - 108
29 S. maltophilia 1.56
4 F AUC 2002 7 Moderate| Good - -
_ _ CNS 10° 50
Pseudomonas sp. 3.13
71 # 1 E. coli 108 =0.025
5 F AUC 2002 7 Moderate| Good = -
- - CNS 10° 50
AUC : acute uncomplicated cystitis * before treatment ** UTI: criteria proposed by the UTI Committee
CNS : coagulase-negative Staphylococcus after treatment Dr. : doctor’s evaluation
NF-GNR: glucose-nonfermentative gram-negative rods
Table 2. Clinical summary of complicated UTI patients treated with NM441 (1)
c A Diagnosis UTI Treatment Bacteriuria* Evaluation** Sid
ase el ——— . ide
no Segx Underlying | Catheter group dose duration | Pyuria® ci ount MIC UTI Dr effects Remarks
condition (mgXx/day)| (days) species ¢ (ug/ml) ’
68 ccC + E. faecalis 10°¢ 1.56
1 F NGB - G-4 | 100x2 7 excellent | excellent | — -
70 CCC #t E. coli 10° | =0.025
2 F NGB - 100 x2 7 excellent | — -
E. faecalis 0.78
CCC +# 10¢ Eosi
3 i - G-6 | 100x2 7 NF-GNR 50 |excellent | excellent| — osino 1
M NGB — — 5—14
S. aureus 0.10
4 31'3’ cee - 100 %2 7 * A. calcoaceticus | 17" | 0.39 unevaluable] — -
NGB + N.D. N.D.
CCC + CNS 10 | 0.20
5 77 - 100 %2 7 unevaluable]| — GPTT
M BPH + — — 19 — 47
60 CCC # K. pneumoniae | 10° | 0.05
6 F NGB — G-4 | 100x2 7 - excellent | excellent | — -
61 CCC #t E. coli 10° {<0.025
7 F - G-4 | 200x2 7 excellent | excellent| — -
NGB - - -
73 CCC +# E. coli 10 | 0.20
8 F - G-4 | 200x2 7 excellent | excellent | — -
NGB - - -
E. faecalis 0.78
73 CCC . +# E. cloacae 108 [=0.025 B B
9 F - G-6 | 200x2 5 P. aeruginosa 50 poor good
NGB - P. aeruginosa 10% 50
E. cloacae . 0.05
7 ccc * S. maltophitia | '0° | 1.56 .
10 - G-6 | 200x3 7 - — | — poor fair - -
F NGB + S. epidermidis 10° 3.13
NF-GNR 1.56
CCC : chronic complicated cystitis ~ CCP: chronic complicated pyelonephritis
NGB : neurogenic bladder BPH : benign prostatic hypertrophy
CNS : coagulase-negative Staphylococcus NF-GNR: glucose-nonfermentative gram-negative rods N.D.. not done

* before treatment
after treatment

Dr.

** UTI: criteria proposed by the UTI Committee
. doctor’s evaluation
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Table 2. Clinical summary of complicated UTI patients treated with NM441 (2)
Diagnosis Treatment Bacteriuria* Evaluation** .
Case | Age Undertvime |Catheter UTI - Pyuria® MIC Side Remarks
, u
no. | Sex nder.ly.mg group dose | duration Y species count UTI Dr. effects
condition (mgx/day)| (days) (ug/ml)
72 CCC # S. maltophilia 10° | 3.13
11 _— — 200%x3 7 —_— excellent | — -
M | Prostatic cancer - - -
79 CCP # K. pneumoniae | 10° | 0.10
12 —_— - G-3 | 100%x2 7 —— |moderate| good - -
F Urinary stone + - -
57 CCp # E. coli 108 |<0.025
13 S EE— - G-3 | 100x2 7 moderate| good - -
M Renal stone # - —
E. faecalis 0.78
CCP . 10¢
14 55 — 100 % 2 7 # C. albicans 0 good - -
F |Hydronephrosis n — —
43 CCp # E. cloacae 105 [=<0.025
15 e — - G-3 | 200%x3 7 excellent | excellent| — -
F | Ureteral stone - - -
63 CCP 1+ P. aeruginosa 10¢ 50
16 —_— - G-3 | 200%X3 5 - _— poor good - -
F | Ureteral stone - P. aeruginosa 10° 50
64 CCP # K. pneumoniae | 10° |<0.025
17 S E— - G-3 | 200x2 5 moderate| good - -
F Renal stone - P. aeruginosa 103 50
CCC : chronic complicated cystitis CCP: chronic complicated pyelonephritis
* before treatment ** UTI: criteria proposed by the UTI Committee
after treatment Dr. : doctor’s evaluation
Table 3. Overall clinical efficacy of NM441 in complicated UTI
L. Pyuria Cleared Decreased Unchanged EffecF or.1
Bacteriuria bacteriuria
Eliminated [ 6 | 2 8 (66.7%)
Decreased
Replaced 1 1 2 (16.7%)
Unchanged 2 2 (16.7%)
Effect on pyuria 9 (75.0%) 3 (25.0%) patie% total
@I Excellent 6 (50.0%)
o overall efficacy rate
[ ] Moderate 3 (25.0%) o2 s 0%
E Poor (including failure) 3 (25.0%)
Table 4.  Overall clinical efficacy of NM441 classified by the type of infection
No. of patients Overall
G E
roup (% of total) xcellent | Moderate Poor efficacy
group 1 (indwelling catheter)
) . group 2 (post-prostatectomy)
Mono.mlcroblal group 3 (upper UTI) 5 1 3 1 4/5
infection
group 4 (lower UTI) 4 4 4/4
sub-total 9 (75.0%) 5 3 1 8/9
group 5 (indwelling catheter)
Folyn?lcroblal group 6 (no indwelling catheter) 3 1 2 1/3
infection
sub-total 3 (25.0%) 1 2 1/3
5 o 9/12
Total 12 (100%) 6 3 3 (75.0%)
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Table 5. Bacteriological response to NM441 in complicated UTI Table 6. Strains* appearing after NM441 treatment
Nooof in complicated UTI
Isolat 0.0 i 9 isted*
solates strains Eradicated (%) | Persisted Isolates No. of strains
Enterococcus faecalis 3 3 Staphylococcus epidermidis 1
Escherichia coli 3 3 Pseudomonas aeruginosa 1
Klebsiella pneumoniae 3 3 NF-GNR 1
Enterobacter cloacae 3 3 Total 3
Pseudomonas aeruginosa 2 2 X
Stenotrophomonas maltophilia 1 1 Regardless of bacterial count
NF-GNR 1 1 NF-GNR : glucose-nonfermentative gram-negative rods
Total 16 14 (87.5%) 2
* Persisted : Regardless of bacterial count
NF-GNR : glucose-nonfermentative gram-negative rods
Table 7. Clinical summary of urethritis patients treated with NM441
T Neisseria -
Case . . reatment Day of Urethral WBC gonorrhoeae Chlamydia Evaluation Side
Age |Diagnosis . |Symptoms| . . Remarks
no. dose |duration|ovservation discharge smear| VB, |#a™ trachomatis UTI Dr effects
(mgx/day)| (days) " stain culture | MIC ’
0 L 1t + |+ |+ +
1|24 GU 200x3 5 excellent | — -
4 - - - | = | - - excellent
0 # W+ |+ +
2 |35 GU 2003 7 excellent | — -
7 - - 0 - | - - excellent
GU : gonococcal urethritis * UTI: criteria proposed by the UTI Committee
VB, : voided bladder 1 Dr. : doctor’s evaluation
X 8 Chemother 35: 2496~2499, 1991
1) Ozaki M, et al: In vitro antibacterial activity of 3) UTIHtFES (iR ABIERK) | UTI SERhRFEE (58
a new quinolone, NM 394. Antimicrob Agents 3 k%) Chemotherapy 34 - 408~441, 1986
Chemother 35: 2490~2495, 1991 4) UTI#ES (R 1 KBIERK) @ UTI EZFHEEHE (58
2) Ozaki M, et al: In vivo evaluation of NM441, a new 3iR) iE#E. Chemotherapy 39 : 894~932, 1991

thiazeto - quinoline derivative. Antimicrob Agents

NM441 in urinary tract infections

Masaharu Kan?, Kenzo Uema", Susumu Kagawa® and Makoto Yuasa?
YDepartment of Urology, School of Medicine, Tokushima University
2-50-1 Kuramoto-cho, Tokushima 770, Japan
?Department of Urology, Takamatsu Red Cross Hospital

NM441, a quinolone antimicrobial agent, was orally administered at a dose of 100~200mg twice or 3
times a day for 5~7 days to 5 patients with acute uncomplicated cystitis, 17 with chronic complicated
urinary tract infections (UTI) and 2 with gonococcal urethritis, and the following results were obtained.

1) According to the criteria proposed by the Japanese UTI Committee, the overall clinical efficacies
were excellent in 1, moderate in 3 and poor in 1 case in acute uncomplicated cystitis, excellent in 6,
moderate in 3 and poor in 3 cases in chronic complicated UTI and excellent in 2 patients with gonococcal
urethritis.

2) In the bacteriological efficacy, 7 of 8 strains were eradicated in acute uncomplicated cystitis, and 14
(87.5%) of 16 strains were eradicated in chronic complicated UTIL.

3) No subjective nor objective side effects were observed. Abnormal laboratory findings were observed ;
eosinophilia in 1 and mild elevation of GPT in 1 patient.

From above results, it was considered NM441 was a useful drug in treatment for UTI.



