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Table 1. Clinical summary of uncomplicated UTI patients treated with NM441
c A Treatment Bacteriuria* Evaluation** Side
:Ose Sge Diagnosis dose duration | Symptom® | Pyuria* . effects
. | Sex (mg /day)| (days) species count MIC UTI Dr. Remark
25 + H# E. coli 104
1 F AUC 100 <2 3 5 excellent | excellent -
2002 7 # E. coli 107 <0.025
2 7Fl AUP 100 % 2 7 0 excellent'| excellent —

AUC : acute uncomplicated cystitis

* before treatment
AUP: acute uncomplicated pyelonephritis

after treatment

** UTI: criteria proposed by the Japanese UTI Committee

Dr.: doctor’s evaluation

' Clinical efficacy was evaluated at 3rd day of administration.
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BHMERBEBRIIE 15 AIOBMES L VERRERE %
Table 2 12/ RFAER 17 135512 KBz 8 3 THETRE
Thoteo FHREHETIE NHETRE] 2B 145,
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Table 2. Clinical summary of complicated UTI patients treated with NM441
Diagnosis Treatment Bacteriuria*® Evaluation** Side
Case| Age Catheter | UTI |(mgX/day) )
no. | Sex Underlyi route | group | durati Pyuria* effects
e E‘g:y’s")" species | count | MIC*** | UTI Dr. |Remark
67 CCC 100x 2 # E. coli 10¢ 0.20
3 F hydronephrosis - G-4 5 0 excellent | excellent —
hydroureter
65 CCC 200%2 # E. faecalis 10 1.56
4 M NB - G-4 5 0 excellent | excellent —
prostatic cancer
n CCC 2002 # S. epidermidis 108 0.10
5 M NB — G-4 5 0 excellent | excellent —
BPH
65 CCC 200%x2 + E. coli 108 =0.025
6 F hydronephrosis — G-4 5 ) excellent | excellent —
hydroureter
67 CCC 200x2 H# K. pneumoniae 107 =0.025
7 F —NB—— — G-4 5 — — 0 excellent | excellent —
] =
81 cce 200X 2 W K. pneinzmoln.zae 100 =0.025
8 M — G-6 P. mirabilis 0.05 | excellent | excellent | —
BPH 5 - — 0
79 CCC 200X 2 # S. epidermidis 107 12.5
9 M T urethra | G-1 5 " — 5 — | moderate good -
57 cee 200x2 " E. faecalis | 10° | 3.13 GOT 1
10 M NB - G-4 5 — S o — ye —— | moderate | good |GPT t
. epidermidis 0 25 LDH 1
78 CCC 200%2 fH E. faecalis 108 0.39
11 M BPH - G-4 s " — 0 —— | moderate fair -
57 CCC 200%2 #t CNS 108 1.56
12 9 T — — G-4 ——— | moderate'| poor -
cystolithiasis 14 # S. aureus 102 12.5
84 ccc 200X 2 m E. faecalis 10° 0.78
13 M - G-6 CNS 0.10 | moderate | excellent -
prostatic cancer 5 + — 0
CCP
14 63 B G-3 200 %2 S. marcescens 107 3.13 . 4
M nephrolithiasis 13 + S. marcescens 102 6.25 poor goo
cCcP 200%2 " Alcalzge;.ws sp. 107 100
49 E. avium 6.25 .
15 F vesicoureteral reflux | urethra | G-5 poor’ good Zzillir;o-
hydronephrosis 14 + Alcaligenes sp. 10° 100
hydroureter
44 CCC 200x2 # E. coli 103 =0.025
16 M NB B B 5 - _ 0 - - excellent -
48 CCC 200 2 1 — 0
17 . - - — — — unknown |drop out
F ureterolithiasis —
CCC : chronic complicated cystitis * before treatment ** UTI : criteria proposed by the Japanese UTI Committee
CCP - chronic complicated pyelonephritis after treatment Dr. : doctor’s evaluation
BPH : benign prostatic hypertrophy *** MIC: ug/ml, 10 CFU/ml
NB  neurogenic bladder " Clinical efficacy was evaluated at 5th day of administration.
CNS : coagulase negative Staphylococcus
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Table 3. Overall clinical efficacy of NM441 in complicated UTI
Pyuria : L.
B . Cleared Decreased Unchanged Efficacy on bacteriuria
acteriuria
Eliminated ( 6 | 1 3 10 (76.9%)
Decreased
Replaced 1 1 (7.7%)
Unchanged 1 1 2 (15.4%)
Efficacy on pyuria 7 (53.8%) 2 (15.4%) 4 (30.8%) patient total] 13
[C=J) Excellent 6 (46.2%)
o Overall efficacy rate
[ ] Moderate 5 (38.5%) 11/13 (84.6%)
[ Poor (including failure) 2
Table 4. Overall clinical efficacy of NM441 classified by the type of infection
No. of patients Overall
Group (percent of total) Excellent | Moderate | Poor efficacy rate
group 1 (indwelling catheter) 1 1 1/1
group 2 (post-prostatectomy)
MOnOTl’llcrOblal group 3 (upper UTI) 1 1 0/1
infection
group 4 (lower UTI) 8 3 8/8
sub-total 10 (76.9%) 4 1 9/10 (90.0%)
group 5 (indwelling catheter) 1 1 0/1
.Polyrr:ncroblal group 6 (no indwelling catheter) 2 1 2/2
infection
sub-total 3 (23.1%) 1 1 2/3
Total 13 (100%) 5 2 11/13 (84.6%)
Table 5. Bacteriological response to NM441 in complicated UTI
Isolates NO'.Of Eradicated | Persisted*
strains
Staphylococcus epidermidis 2 2
CNS 2 2
Enterococcus faecalis 4 4
Enterococcus avium 1 1
Escherichia coli 2 2
Klebsiella pneumoniae 2 2
Serratia marcescens 1 0 1
Proteus mirabilis 1 1
Alcaligenes sp. 1 0 1
Total 16 14 (87.5%) 2

* regardless of bacterial count

CNS: coagulase negative Staphylococcus
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NM441 in urinary tract infections

Shin Ito, Seiichi Toyota, Katsuhiko Oikawa, Shinnosuke Katoh and Seiichi Orikasa
Department of Urology, Tohoku University School of Medicine
1-1 Seiryo-machi, Aoba-ku, Sendai 980-77, Japan

We evaluated the clinical efficacy and safety of NM441, newly developed quinolone, in urinary tract
infections (UTI). NM441 was administered orally to a patient with acute uncomplicated cystitis, one with
acute uncomplicated pyelonephritis and 15 with complicated UTI at a dose of 200~400mg a day for 3 to
14 days. In acute uncomplicated UT]I, clinical efficacy was excellent in both patients. In complicated UTI,
clinical efficacy rate evaluated by attending physician was 85.7% and overall clinical efficacy according
to the criteria by the Japanese UTI Comittee was excellent in 6, good in 5, poor in 2 of 13 patients with
an efficacy rate of 84.6%. No side effects were observed and in laboratory findings, mild eosinophilia in
one case and mild elevation of GOT, GPT and LDH in another case were observed.



