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Table 1. Clinical summary of uncomplicated UTI treated with NM441

Treatment Bacteriuria* Evaluation**
Case| Age Diagnosis Symptoms* |Pyuria* MIC Side
y yuri count
no. | Sex X ti i i . effects
mg X times/day | duration (days) species (/ml) | (ug/ml) UTI Dr
39 + + E. coli 106 | =0.025
1 F AUC 100 %2 3 0 excellent | excellent -
39 H + E. coli 108 0.05
2 F AUC 1002 4 5 excellent | excellent -
63 + # E. coli 108 | 0.025
3 F AUC 100 %2 5 0 excellent | excellent -
60 H + E. coli 106 | 0.025
4 AUC 100 %2 5 moderate | excellent -
F - + - 0
25 H H E. coli 107 | £0.025
5 AUC 100X 2 3 moderate | excellent -
F - + - 0
24 " E. faecalis 1.56
6 F AUC 100 2 3 _— E. coli 10° | =0.025 |moderate| good ~
p— + _—
- 0
0.20
2 n " CNS. )
7 F AUC 200X 2 3 _ E. coli 10* | =0.025 | excellent | excellent -
- 0
58 H H E. coli 10 | 0.025
8 F AUC 200x2 3 0 excellent | excellent -
43 H + E. coli 108 0.05
9 F AUC 200%2 5 0 excellent | excellent -
66 H+ + P. mirabilis 10* | =0.025
10 AUC 200x2 7 moderate| good -
F — + _ 0
38 H + E. coli 107 | £0.025
11 AUC 200x2 5 moderate | excellent -
F - + - 0
24 + # E. coli 107 | =0.025
12 AUC 1002 7 excellent -
F - + - 0
52 +H +H E. coli 10°
13 AUC 100%x2 3 E— unknown [ unknown
F ND ND ND ND
AUC : acute uncomplicated cystitis, * before treatment ** UTI: criteria proposed by the UTI committee
CNS: coagulase negative Staphylococcus, ND : not done after treatment Dr.. doctor’s evaluation

Table 2-1.  Clinical summary of complicated UTI treated with NM441

Diagnosis Treatment Bacteriuria® Evaluation**
Case|[Age] ————  |Catheter| UTI - Side
. . . . Pyuria . count | MIC
no. |Sex| Underlying condition | (route) |group |mgXx times/day | duration (days) species UTI Dr. effects
(/ml) | (g/ml)
65 Cccc + K. oxytoca 10° | =0.025
1 _— - G-4 200x2 5 excellent | excellent -
F neurogenic bladder - - 0
78 Cccc H E. faecalis 10 1.56
2 M T - G-4 2002 7 — — 0 excellent | excellent -
58 cce + E. coli 107 | £0.025
3 —_— - G4 200x2 7 excellent | excellent -
M BPH - - 0
73 cce m E. coli 105
4 B - G-4 200X 2 7 excellent | excellent -
F bladder tumor - - 0
68 CccC H E. coli 10
5 —_— - G-4 200%x2 7 moderate| good -
F neurogenic bladder + - 0
37 cce m E. coli 105 | £0.025
6 _— - G4 200x2 7 _ moderate| good -
M urethral stricture + - 0
63 cce # E. coli 10¢
7 _— - G-4 200%2 10 —_— moderate| good -
F neurogenic bladder + - 0
CCC: chronic complicated cystitis, * before treatment **UTI: criteria proposed by the UTI Committee

BPH : benign prostatic hypertrophy after treatment Dr.: doctor’s evaluation
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Table 2-2.  Clinical summary of complicated UTI treated with NM441
Diagnosis iuria* ion**
Case |Age gn Catheter| UTI Treatment _— Bacteriuria Evaluation Side
no. Sex| Underlying condition | (route) |group|mg x times/day | duration (days) yuna species count| MIC UTI Dr. effects
(/ml) | (ug/ml)
CNS 50
8 &) ccC _ G6 200x2 # E. faecalis 1.56
F neurogenic bladder 0 X " K. prewmoniae | 107 | £0.025 moderate | excellent -
- 0
57 cce n E. faeca(zk 1.56
9 e - G-6 200%2 E. coli 10* | =0.025 poor |excellent -
F neurogenic bladder -
E. faecalis 10° 0.78
23 CCpP H E. coli 108 0.10
10 —_— - G-3 100x 2 excellent | excellent -
F ureteral stricture - - 0
u 65 CCC _ 2003 + E. faecalis 108 0.78
M BPH + - 0 good | =
46 CCC H K. pneumoniae | 10*
12 M T - 200%2 A — 0 unknown | headache
80 CcCcC H E. coli 106 | =0.025
13 M T - 200X 2 ND ND D unknown | unknown
| cee 200%2 - — 0
M| BPH, bladder tumor - - 0 umnown
63 Cccc + - 0
15 v T - 200%2 " —0—— unknown -
E. faecalis 0.78
CCP #
16 6y W - 200% 2 10 P. aeruginosa | 107 1.56 good -
M bladder tumor + ~ 0
28 CCP H E. coli 10° | £0.025
17 _— - 200x2 unknown | unknown
F r-ureteral stone ND ND ND

CCC: chronic complicated cystitis,

BPH : benign prostatic hypertrophy,

CCP: chronic complicated pyelonephritis,

CNS: coagulase negative Staphylococcus, ND : not done

* before treatment

**UTI: criteria proposed by the UTI Committee

after treatment Dr.: doctor’s evaluation

Table 3. Clinical summary of acute epididymitis cases treated with NM441
c Treatment MIC Doctor’ sid
ase . . - . . S octor’s ide
no. Age | Sex Diagnosis dose duration | Symptom Pyuria Bacteriuria (ug/ml) evaluation | effects
(mgXtimes) | (days)
E. coli 10* <0.025
1 56 M r-acute epididymitis 2002 7 = excellent -
+ CNS 10° 0.10
2 51 M l-acute epididymitis 200X 2 7 n 0 good -
+ (=)
3 34 M l-acute epididymitis 200%2 10 n = good -

CNS: coagulase negative Staphylococcus
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Table 4. Overall clinical efficacy of NM441 in uncomplicated UTI

Symptoms Resolved Improved Persisted Effect on
Pyuria cleared |decreased| unchanged | cleared |decreased| unchanged |cleared | decreased| unchanged | bacteriuria

eliminated 6 2 3 11 (100%)
Bacteriuria | decreased 0

(replaced)

unchanged 0
Effect on pain on micturition 11 0 0 patient total
Effect on pyuria 6 (55%) 2 (18%) 3 (27%) 1l
@ Excellent 6 (55%)

overall efficacy rate
Moderat 5 (45%

l: oderate (#5%) 11/11 (100%)
D Poor (including failure) 0

Table 5. Bacteriological response to NM441 in uncomplicated UTI

Isolates No. of strains Eradicated (%) Persisted*
CNS 1 1
Enterococcus faecalis 1 1
Escherichia coli 10 10
Proteus mirabilis 1 1
Total 13 13 (100)

CNS: coagulase negative Staphylococcus, * Persisted : regardless of bacterial count

Table 6. Overall clinical efficacy of NM441 in complicated UTI

Pyuria
B o Cleared Decreased Unchanged Effect on bacteriuria
acteriuria

Eliminated [ 5 | 1 3 9 (90%)

Decreased

Replaced

Unchanged 1 1 (10%)

Effect on pyuria 6 (60%) 1 (10%) 3 (30%) patlerlltototal
@l Excellent 5 (50%)
overall efficacy rate
Moderate 4 (40%)

l:] r ? 9/10 (90%)
D Poor (including failure) 1 (10%)

Table 7. Overall clinical efficacy of NM441 classified by the type of infection

Group N(oo./oo;fptz;tti:lr;ts Excellent | Moderate Poor effici‘;f:;alrlate
group 1 (indwelling catheter) 0
group 2 (post-prostatectomy) 0
MO?nof:lcitci);(;bial group 3 (upper UTI) 1 (10%) 1 1/1
group 4 (lower UTI) 7 (70%) 4 3 /7
sub-total 8 (80%) 5 3 8/8
group 5 (indwelling catheter) 0
Po!ymicrobial group 6 (no indwelling catheter) 2 (20%) 1 1 1/2
infection
sub-total 2 (20%) 0 1 1 1/2
Total 10 (100%) 5 4 1 9/10 (90%)
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Table 8. Bacteriological response to NM441 in complicated UTI

Isolates No. of strains Eradicated (%) Persisted*
CNS 1 1
Enterococcus faecalis 3 2 1
Escherichia coli 7 7
Klebsiella oxytoca 1 1
Klebsiella pneumoniae 1 1

Total 13 12 (92) 1

CNS: coagulase negative Staphylococcus, * Persisted : regardless of bacterial count

Table 9. Relation between MIC and bacteriological response to NM441 treatment in UTI

MIC (ug/ml) Inoculum size 10%cells/ml Not
Isolates Total
=0.025| 0.05 | 0.10 | 0.20 | 0.39 [ 0.78 | 1.56 | 3.13|6.25|12.5|25.0 | 50.0 |>100|done
CNS 1/1 1/1 2/2
Enterococcus faecalis 3/4 3/4
Escherichia coli 11/11 | 2/2 | 1/1 3/3 |17/17
Klebsiella oxytoca 1/1 1/1
Klebsiella pneumoniae| 1/1 1/1
Proteus mirabilis 1/1 1/1
Total Qo | 22 | 11| 1 3/4 11 Y3 o

CNS: coagulase negative Staphylococcus
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Clinical efficacy of NM441 in urinary tract infections and epididymitis

Isao Saito and Yasushi Saiko
Department of Urology, Tokyo Kyosai Hospital
2-3-8 Nakameguro, Meguro-ku, Tokyo 153, Japan

We investigated the clinical efficacy and safety of NM441, a new developed quinolone antimicrobial
agent. Subjects were 30 patients with urinary tract infections (13 cases with acute uncomplicated cystitis
and 17 with chronic complicated urinary tract infections) and 3 patients with epididymitis; Age: 23~82

years old ; Male: 12 and Female: 21 patients.

NM441 was orally administered at 100~200mg twice a day (after breakfast and supper) for 3~10 days.
In acute uncomplicated cystitis, 11 patients were evaluable according to the criteria of Japanese UTI

Committee, and the clinical response was excellent in 6 cases and moderate in 5, showing the efficacy rate
100%. In chronic complicated urinary tract infections, 10 patients were evaluable according to the criteria
of Japanese UTI Committee, and the clinical response was excellent in 5 cases, moderate in 4 and poor
in 1, showing the efficacy rate 90%. In epididymitis, the clinical response was excellent in 1 case and good
in 2.

As for side effect, a mild headache was noticed in 1 of 30 patients (3.3%). No abnormal changes of
laboratory findings were noticed.



