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RGBT 5 NM441 OEEREERET

B H 1 E-BE H H
JERERZEZTWRBRFHE (EE:BE  HER)
FLARAESINLROA- 2 —F / 0V RERPERETH 5 NM441 % [REBIVERE 29 Bl i 5
L, Z0EMMES L ULREM IOV THRIIRET 217 0 72, HAMREEESYE T34 % 2 1 [ 100mg,
1B 2E, 3HM&ES LT, UTI EMFHEiEE AR L 72 5 Blh 3~ T8 [ER] ThHole, BHMK
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2o EBREHE TR [RRER] THolco NMUL RS CE D EBDOW2EWFA S L VEBRREED

BRERZLFICHED SNz 572,
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NM441 3 HEFEGASH TR INTF LV 7O
Fov 7ROROF=2—F /0oy REENEETDH
b FEIAFVFX /) BEOILE 2uE S 2ET
AEBBEEL LIF T X M) VEROLE#EERE
L, THIiOERFIVBIAFYIAFV VN AFL
EE2HEELIEFLWLEDTH 5, FEIREOKREE,
BERELDRINEN, £FYIFFY LN AFVEL
BERL L 7%, PIETEMEE NM3% & 2 WV BN T
59, NM3% 1377 ABGHEB L U7 7 AEEEICHL
LOHEARZ bVEET %, Bfio=a—F /o>
RIEE TN, Pseudomonas aeruginosa, Serratia
marcescens, Proteus mirabilis 7z ¥ D, RE L DB
h3Z D% 7 ARERECY LER: MIC 27R
T2, NS DB LD, REIIREBREEICHT T 52R
DR TE 5, SEEL T, REBPEREFCEEL K
532855280 T, TORBERHRET 5,

TRk 4 F11 B & 0¥ S5 F 8 ADBICIERE R¥E
FIMWRBEIN 2 ZZ2 L REBBERED O b, K
HER N T EEBELE SN 29 B ERE Lz MR
Bt 7 B, 2t 22 BT, FEERIE 21~82 5K (4 53.6 1K)
THole, ERANCAD &, BMMEREBREREDL 7 H)
(BB BERE A 6 B, REBEMUEREALL1M), &
HEMERRIEREIEDS 21 B (BEREAR 17 4, BHREX 44,
BR1BITOH T =7 VEBER % &), BIERIIZARE
1FITH->1, &5 HEIX, NM441 1[8] 100mg % 1 H
2@, 3~5HMEKBEELL, EMHEOHEITZENEN
UTI E&hFHMEHEE (58 3R Y i > TITV, FERRICER
EHELITo T BEMEL Tk, BWERADORIRICH
L TEEFELSEBBEEL, ¥ /ER5HE CMBERELT]
BETH o IEFI TIREERBREBOMBIC DL THRETL
720
B PR BRI YE 7 B DERIRAAR % Table 1 12",

UTI ZEhFPli 2% 12 S5 L 7o SV B B2 B AR E 1l o
5FNZBVBT, TTH [FER)] Tho7z (Table 2),
FHREHET 7HIF [E] T80ITH -7z, MEFH
26 BRELESSHE SN, FEREERTXTREI N,

MR B B E 21 B D EG IR X 4R % Table 3 i27R
¥o UTI EXFHARAE AR LT 15 BB THKRET
3L, [E%] 56, [B%] 76, [#&*] 36IT, B
0% TH-o7iz(Table 4), KEIREHANCAB L, B
MBERPER T AT —TNVIEFEBETHSHE 451210
Flch 8 Fllos [BR] AETH o708, h7—TNVEED
BIB(IA) T [EX] Thol:, EEERED 415
TRAT—TNVEBOBE I 2L, 2608 [F
#ILAETd - 7z (Table 5), FHREHETIE 21 fIp[E
0] 1161, T8%1] 36, (2B 66, [HIETREE]
16 (Candida = & 3B#) Thot:, UTI HESBUE
Phc s THIBEFEIC 19 Bk 17 £k (89.5%) »SERE &
., Ewnterococcus faecalis 2 #kH31E&: L 7> (Table 6),

EHRATIBRR D 1 Pl HMEFEIREDRERERE ISR
Hahigd o708, BRMRIX TEBMARBELHEL
ZE&D [R2ER] L (Table 7).

BIER I TRD e o 1z, BRREEOHER IR
BRI CEM L7 6 FITRET L 7228, NM44l &5
HEIOKLEON2EEZTHIRD sk o7z (Table
8),

i %, ofloxacin(OFLX), ciprofloxacin(CPFX),
norfloxacin(NFLX) ®#iZU® &35 =a—F/ 0k
RENsE) Frh VR UBRIAEER, 77 2BHE
BIUV 7 LB L TRIEWHEARY F 7 4%
o, LBKROBTHLONRTW S, NM441 iZ#H L <
BgEEnzE) FUALVKRUBRIEED 1 DTHY,
FEREBECBEVWHEARZ F I ax2EoEC, 77
LEMEOBKS B D MIC,, TA 5 & CPFX Lt A%

¢ T 13 RFESMXHARAELS 2-1-1
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Table 1. Clinical summary of uncomplicated UTI patients treated with NM441
Case| Age Diagnosi Treatment Bacteriuria* Evaluation** Side
. SIS ion |Symptom* ia*
10. | Sex dos.e duration|Symptom* |Pyuria species count | MIC UTI Dr effects
(mg Xtimes)| (days) (/ml) | (ug/ml)
42 | acute uncompli oli 7
A plicated H H# E. coli 10 =0.025
1 F cystitis 100 x2 3 — — — 0 Excellent |Excellent| —
46 | acute uncomplicated + # E. coli 10 | <0.025
2 F cystitis 100 %2 3 — — — 0 Excellent |[Excellent| —
24 | acute uncomplicated # # E. coli 10° | <0.025
3 F cystitis 1002 3 — — — 0 Excellent |[Excellent| —
2L | acute uncomplicated # + E. coli 107 =0.025
4 N 100 x ; —_— —
E cystitis 0X2 3 — — — 0 Excellent | Excellent
Micrococcus sp. 0.78
26 | acute uncomplicated H# + E. coli 10¢ =0.025
5 . P . 100X 2 3 Excellent|Excellent| —
F cystitis — — — 0
S. epidermidis 0.20
48 | acute uncomplicated H # C. albicans 108
6 F cystitis 1002 3 _ _ S. agalactiae 0.20 Excellent| —
- 0
CNS 0.10
23 | acute uncomplicated + H S. epidermidis 10 0.10
7 . 100 %2 3 . llent| —
F pyelonephritis _ 4 Candida sp. Excellen
- 0
*+ before treatment ** UTI : criteria proposed by the Japanese UTI Committee
after treatment Dr. : doctor’s evaluation
CNS: coagulase-negative Staphylococcus
Table 2. Overall clinical efficacy of NM441 in uncomplicated UTI
Symptom Resolved Improved Persisted Effect on
Pyuria cleared | decreased |unchanged | cleared | decreased |unchanged| cleared | decreased |unchanged bacteriuria
eliminated 5 5
Bacteriuria decreased 0
(replaced)
unchanged 0
i i iti 0
Effect on pain on micturition 5 0 patient total
5
Effect on pyuria 5 0 0
@ Excellent 5
overall efficacy rate
l: Moderate 0
5/5
: Poor (including failure) 0
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Table 3-1.  Clinical summary of complicated UTI patients treated with NM441

A Diagnosis Treatment Bacteriuria* Evaluation** .
Case| 18| ————— | Catheter | UTI P Suration|Pyuria® RV Side
no. i iti (route) rou ose uration i coun effects
Sex | underlying condition group (mgx times)| (days) species (/mD)| (g /ml) UTI Dr
chronic complicated
64 cystitis + + E. faecalis 107 3.13 )
8 | G-1| 100x2 5 - Poor Fair —
M | bladder invasion | (urethra) - E. faecalis 10¢ 25
by colon cancer
chronic complicated
24 cystitis H E. coli 107 | <0.025
9 ¢ | — - G-4 100 % 2 5 Excellent |Excellent| —
F | neurogenic bladder - — 0
chronic complicated
67 cystitis + P. aeruginosa 10* >100
10 ¢ | — - G-4 100 % 2 5 Excellent |Excellent| —
M renal tumor, benign - — 0
prostatic hypertrophy
chronic complicated
76 cystitis M S. agalactiae 107 0.20
11 . | — - G-4 100 %2 5 Excellent |Excellent| —
M benign prostatic - — 0
hypertrophy
chronic complicated
70 cystitis + E. faecalis 108 0.78
2. | —m - G-4 100 2 5 Excellent| Good -
F cystoptosis — — 0
chronic complicated
75 cystitis + E. coli 10° 0.05
B3| |—— - G4 100%x2 5 Moderate|Excellent| —
F cystoptosis - CNS 103 50
S. epidermidis 25
chronic complicated
78 cystitis H E. coli 107 0.10
4]« |—— - G-4| 100x2 5 - Moderate|Excellent| —
F cystoptosis - Corynebacterium sp.| 10° 25
chronic complicated
71 cystitis # E. coli 107 | =0.025
15 |/ - G-4 100x2 5 Moderate |Excellent| —
F | contracted bladder - CNS 102 25
chronic complicated
77 cystitis # S. epidermidis 10¢ 25 )
6| - — — G-4 | 100x2 5 Moderate| Fair -
M | urethral stricture H — 0
chronic complicated
82 cystitis H E. faecalis 107 25
17« | ————— - G-4| 100x2 5 - Poor Fair -
M prostatic cancer # E. faecalis 106 25
chronic complicated
67 cystitis H K. pneumoniae | 10° 0.05
8] « | —mmm——— - G-4 100X 2 5 Poor Fair —
F bladder cancer H CNS 10° 50
chronic complicated E. faecalis 0.78
75 cystitis + E. coli 107 | =0.025
9|+ | — - G-6 | 100x2 5 - — Moderate|Excellent| —
F TUR-Bt - S. epidermidis 10° 100
chronic complicated a~-Streptococcus | 107 0.78
75 cystitis H E. coli <0.025
2| ¢« |—m—— - G-6 | 100x2 5 S Moderate|Excellent| —
F | urethral stricture, - CNS 104 50
hydronephrosis
» before treatment ** UTI : criteria proposed by the Japanese UTI Committee

after treatment Dr doctor’s evaluation

CNS: coagulase-negative Staphylococcus
TUR-Bt: transurethral resection of bladder tumor
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Table 3-2.  Clinical summary of complicated UTI patients treated with NM441
Diagnosis Treat iuria* ion**
Case A.ge g Catheter | UTI - rea mdent _—— Bacteriuria — Evaluation Side
. .. i yuria count
no. | g, underlying condition (route) |group ose uration i effects
ex ying (mg xtimes)| (days) species )| (ug/mp| V1L | Dr
chronic complicated E. faecalis 0.39
40 cystitis # M. morganii 105 | =0.025
21|« | ————m———— - G-6 | 100x2 5 Excellent |[Excellent| —
F | neurogenic bladder - — 0
6 chronic complicated CNS 0.39
pyelonephritis + # a-Streptococcus | 107 0.39
2| | —m—/mm/ G-5| 100x2 5 Moderate|Excellent| —
F | ureteral stricture (nephrostomy) + _ 0
chronic complicated
26 cystitis +H S. epidermidis | <103 3.13
3| | — - 100X 2 5 Excellent| —
F | neurogenic bladder - — 0
chronic complicated
39 cystitis + - 0
U4 | s | —— - 100x2 5 — Good | —
F | ureteral stricture - — 0
chronic complicated
42 cystitis + C. glabrata 108
B | - 100x 2 5 — Unknown| —
F | neurogenic bladder + — 0
chronic complicated
63 pyelonephritis # - 0
26 s | - 100 <2 5 _— Fair —
F ureteral stone - — 0
chronic complicated
30 elonephritis + — 0
27 | - __Pyefonephritis — 100 %2 5 _— — Good -
M ureteral stone - — 0
chronic complicated E. coli 10° <0.025
71 1 hritis + E. faecium 3.13
oy | o | DX L - 100x2 | 5 Joechm | __ Fair | —
F renal abscess - S. epidermidis 10¢ 3.13
C. glabrata
* before treatment ** UTI : criteria proposed by the Japanese UTI Committee
after treatment Dr : doctor’s evaluation

CNS': coagulase-negative Staphylococcus

Table 4.  Overall clinical efficacy of NM441 in complicated UTI
Bacteriuria Pyuria Cleared Decreased Unchanged Effect on bacteriuria
Eliminated 5 1 1 7 (47%)
Decreased 0
Replaced 5 1 6 (40%)
Unchanged 2 2 (13%)
Effect on pyuria 10 (67%) 1 (7%) 4 (27%) patie';;m‘al
[ Excettent 5 (33%)
E Moderate 7 41%) overla;l/llesffi(csi(i);:)rate
E Poor (including failure) 3 (20%)
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Table 5.  Overall clinical efficacy of NM441 classified by the type of infection
No. of patients Overall
y 1 M ffi
Group (% of total) Excellent oderate Poor efficacy
rate
group 1 (indwelling catheter) 1 1 0%
" group 2 (post-prostatectomy) 0
onomicrobial
infection group 3 (upper UTI) 0
group 4 (lower UTI) 10 4 4 2 80%
sub-total 11 ( 73%) 4 4 3 73%
group 5 (indwelling catheter) 1 1 100%
Polymi i
o yrr.ncrobla] group 6 (no indwelling catheter) 3 1 2 100%
infection
sub-total 4 (27%) 1 3 100%
Total 15 (100%) 5 7 3 80%
Table 6.  Bacteriological response to NM441 in complicated UTI
Isolates No..of Eradicated(%) Persisted*
strains
Staphylococcus epidermidis 1 1
CNS 1 1
Streptococcus agalactiae 1 1
a-Streptococcus 2 2
Enterococcus faecalis 5 3 2
Escherichia coli 6 6
Klebsiella pneumoniae 1 1
Morganella morganii 1 1
Pseudomonas aeruginosa 1 1
Total 19 17 (89.5) 2
CNS: coagulase-negative Staphylococcus, *regardless of bacterial count
Table 7. Clinical summary of treatment for chronic prostatitis with NM441
Treatment WBC* Bacteriuria*® Evaluati
t e .
Case Age dose duration | Symptom* VB, valuation Side Remarks
no. . route VB, | VB, | EPS | VB, effects
(mg X times) (days) species | count | MIC | UTI Dr
29 51 100 %2 p.o. 5 —— —_— Fair -
— +H — 0
* before treatment ** UTL criteria proposed by the Japanese UTI Committee
after treatment Dr.. doctor’s evaluation
Table 8. Laboratory findings before and after treatment of NM441
Bef Electrolytes
Case a;’tzor RBC | Hb | Ht |WBC| PLT |GOT |GPT |ALP|LDH|y-GTP| LAP | D-Bil | T-Bil | BUN | S-Cr | (g0 /y”
4 3 0, 3 4 3
no. | oo tment (10*/mm?) |(g/dD| (%) |(/mm?)| (10*/mm?) | (IU/1) | (TU/D {AU/D | (U) | (U/1) | (GRU) |(mg/dl)|{(mg/dl)|(mg/dl)| (mg/1) NalK o
2 before 415 12.6 |38.4|8,800 23.1 16 15 133 | 336 8 130 0.12 0.63 10 0.50 (135]3.8]103
after 399 12.0 {36.9(4,600] 23.5 16 12 — — — — 0.11 0.61 11 0.54 |142{4.0/109
1 before 388 11.4 {35.1{7,200 29.8 17 15 | 363 | 452 25 151 — — 36 1.95 |141{4.4|108
after 370 10.9 (33.4{7,900| 31.9 14 9 | 324 | 422 20 142 — - 36 1.76 |146|4.5(113
18 before 385 11.8 (35.4(8,300| 24.2 16 16 | 279 | 354 18 121 0.09 0.36 40 2.19 [140{4.9]|106
after 358 10.5(33.0(8,500 26.3 16 14 | 237 | 350 14 108 0.10 0.42 42 2.08 [143]5.0|108
20 before 348 10.7 [32.6/8,900 25.5 10 13 | 287 | 333 7 154 0.10 0.45 22 1.10 |142{4.5|104
after 341 10.7 {32.0]7,000 25.0 14 15 | 280 | 330 7 151 0.10 0.52 21 1.08 |141(4.6{105
2 before 409 12.0 {36.7(6,900 26.5 19 16 | 195 | 419 18 158 0.24 1.05 14 0.54 |140(3.9{108
after 366 10.8 {32.9(5,200| 24.4 21 15 | 164 | 348 17 148 0.43 1.89 13 0.52 |140(3.9{108
25 before 434 13.5139.9(7,800| 27.8 16 15 | 232 | 392 31 102 0.08 0.42 15 0.52 |1413.8|106
after 444 13.7 [40.5|7,400| 28.7 19 15 | 142 | 541 28 96 0.24 1.01 13 0.51 |142|4.4|106
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TOFLX, NFLX KW Bh B L2 =T, ic P
aeruginosa XX U TIXEIRHOEA O h TH b i1
BHERT, £72, vV ADORBBLEE FVICB LTI,
Escherichia coli, P. aeruginosa \2xfL OFLX, CPFX
L0 HENTBRRHEZNR ERTY,

SER T, KE L REBAAE 29 FlicERAL, Bt
B L UREH DV THERIRE 21T > 72, UTI E8h7F
MEAETIE, SMESEMMERERLK (561 Tl ~NTIER]

LRI NEEREG I, BB D E. coli 5 ¥k, Micro-

coccus sp. 1 BRIZ T N TIHEK Uiz, BHEMREBRRLIE 15
Bl (2BAT—TVEB2H%2 &) TIE[HBZ] ALy
1261, BB THoiz, # 7 —T7T VEBEEHIT
1B [BR], Mo 18I0 [#EZ] THholze D
BREFEY VR ATRRINWCHELRETHY,

REGEE (BN - BRI 2R L7122, BEESIL, V»T
RLREBCEEZEBLTBY, E. faecalis(MIC23.13) »3
BELT 28k, Klebsiella pneumoniae (MIC=0.05) 3
coagulase-negative Staphylococcus (CNS) (MIC=50) iz
BRARL, BR® [RZ) Thot1flThoT:, HE
FHNZ X, BERNCHBES N7 7 LBGHEE I Staphylo-
coccus epidermidis 1 £, CNS 1 #, Streptococcus
agalactiae 1%k, a-Streptococcus 2%k, E. faecalis 5

BTHo1. IS DEKE, 85, E. faecalis 21R%
Bk LTz, 272, BEHOFHRE (EHICHE
#7224 1&, S. epidermidis 2%k, CNS 4#k, Coryne-
bacterium sp. 1 ¥k CTh o1z, 77 LABEUE T E. coli
6, K. pnewmoniae 1%%, Morganella morganii 1%%,
P. aeruginosa 1 MR SRICHBESh, BEETNRT
WEL:, BE5goHmeHEREIZR» o7,

PAIEDRER L 0 BREHHIK L, NM441 3 BEFMR
BRIE B & UMM RBBRREDEREL L TXET
ERzEREEZONT,
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Clinical study on NM441 in urology

Kazuhiko Fujita and Makoto Fujime
Department of Urology, School of Medicine, Juntendo University
2-1-1 Hongo, Bunkyo-ku, Tokyo 113, Japan

The therapeutic efficacy and safety of NM441, a new synthetic antimicrobial agent, were evaluated in
29 patients visiting our urology clinic. Patients with uncomplicated urinary tract infections were adminis-
tered 100mg of NM441 orally twice a day for 3 days. The clinical response was excellent in all 5 cases
which satisfied the criteria of the Japanese UTI Committee. Patients with complicated urinary tract
infections were administered 100mg of NM441 twice a day for 5 days. The response was excellent in 5,
moderate in 7 and poor in 3 of the 15 cases which satisfied the criteria. No side effects or abnormal clinical

findings were observed in any of the patients.

We conclude that NM441 is an effective antimicrobial agent for the treatment of urinary tract infec-

tions.



