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Table 1. Patients’ background characteristics

JRD=a2—F /0 REEATH S, FEREORS

# FERIALE & DBRINS AL, AP T NM394 & L TH —_— o entel Ifecton
BIE AR T, NM304 37 7 ABUES L U7 7 Ak wncomplicated complicated rettrits| | SCC | i
HEICH L TRBLAWHEARY MV EF L, FICRIRE, male 1 27 13 7 4
%@1’@,7"_7- A@'I&%f; E@%ﬁﬂ’ﬂ@%ﬁblﬁbfﬁﬁwﬁ Sex female 16 18 — — —
BHERTY, S0, WRERFRBRECRSL, £ 18~19 2
DEMEL & UREH IOV TERE L7, zz:zg Z 1 2 1
1992 4 3 A5 1993 4 8 A % TORIC AN AZ IR age | s | 1 \ )
BEB L UBED 10 R EZ2 L LREBREES L U (yr) | 50~59 4 5 2 2
BIHRRBLERE T, FERARSINCAROESh el . ! 1
7> 86 Bl & xR & L7z (Table 1), # DANRIT S BN 80~ 1
FREGRILAE 17 B, FEHEMEIRBEBRYLE 45 B, WEMEIRE 40~49 4 4
£ 136, BHEIIRE 76, 8L UBMEERELER 46 50~59 4 n 2 1 1
Body | 60~69 2 7 " 4 1
THo T2, weight | 70~79 5 2 2 2
B 545 5k 13 A B PR BE R AAE TAK 1 [5] 100 & /- (kg) | 80~89
13 200mg % 1 H 2@, 3~ 7 HH, EHEREBRREET 91“9;] . N }‘
1[H 100 £7212 200mg % 1 H 2 ~3 [, 5~14 Hf, #k
Total 17 45 13 7 4

BEMEREA T 1E 100 7213 200mg 2 1 H 2[5, 3~7

* T 812 MR XA 3-1-1
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HE, SMERISZERA T 16200 %721k 300mg % 1 H 2
[, 3~14 HfE, SMERE LEAT1E 300mg 2 1 H 2
Bl, 7%7:03 14 HEORE Uiz, BRBE I FBE
L B¥E (Table 2) wHt¥, FHEAEERFERIC D W»T
UTI EENHEEESE (55 3R)Y 6 & U UTI Eahaniisse
(B3I BRI L VHEL 72,

A B M PR R R MAE D RIEF 1 17 BT, F1aEH
B [ER 1460, [B%) 3HITHY, BHHEIZ 100%
Thorz, FnER, AEBRER 168 L UHRBST
BARETH -7 2BI%BR < 13D UTI E#ICH U 7- 485
RIKZIR % Table 32/R U7z, [Z%7] 114, [H%) 2
BT, BEREIZI0%THo7z, MEELHHETI
Enterococcus faecalis 1%k, Escherichia coli 12 %8 &
U Proteus mirabilis 2 BRD$ T (100%) 25145 L 1z.

BRHEVEPRBERERIE O RIEBNIZ 5B TH > 720 Tk
EHE I RGHHEEY B L VREERERBERED R 1 4
2R < 43 BT [ERN] 14 6, [H%] 1481, [R2ER)

46, T 1BITHY, BEEIZ65.1%TH -1z,
BRERTEHTE 26, RE5ASERERER?2 6], &5
AR Y, ERRE, REEBEEA4HTE 182Kk
< 38FID UTI H#ICH U 1- B AR %R % Table 4
R L7z, [3EZ0) 106, [H%]12 6, [#%0]) 16 FiT,
BRIEIZET.9%TH oIz, REERBEAOEREE »
Table 5WR L7z, 1D 3IFIB LU 2ED 16iz2H
[fE%h], 3BEI[ERN) 36, T2 16, 4B3E%)
1084, [B%h) 761, [#%h) 561T, B}EIZT77.3%T
HY, BHERRETOENEIX66.7%THolz, 5B
[#2h) 261, 68X [H%] 26, R 4BITHY,
BHEERRETIE8BIFR (BRI X 28ITH-> 7z, MIC 3l
HEEHZIE % Table 6 IR L7, 77 LBHEICD
WX 24 Bk 17 #5(70.8%) 231H& L, 77 LM
DL TR 28 BRrh 22 £k (78.6%) pSiHA L 72, 26T 52 £k
H1 39k (75.0%) H31H%K L7z 48, coagulase-negative
staphylococci (CNS) 3 ¥k, E. faecalis 3%, Coryne-

Table 2. Clinical efficacy classified by diagnosis (by doctors in charge)
Clinical effi ; .
Diagnosis No. of ical ethcacy Efficacy
patients | excellent good fair poor rate
Uncomplicated | pyelonephritis 2 2 2/ 2
UTI cystitis 15 12 3 15/15(100 %)
sub total 17 14 3 17/17(100 %)
. pyelonephritis 8 5 2 1 5/ 8
C licat
OmS%CIa ed | ystitis 34 14 9 2 9 23/34( 67.6%)
post-prostatectomy 1 1 0/ 1
sub total 43 14 14 4 11 28/43( 65.1%)
urethritis 10 2 6 2 8/10( 80.0%)
acute prostatitis 6 5 1 6/ 6
acute epididymitis 4 2 1 1 3/ 4
Total 80 37 25 7 11 62/80( 77.5%)
* - excellent+good/No. of patients
Table 3. Overall clinical efficacy of NM441 in uncomplicated UTI
Symptom Resolved Improved Persisted
Effect on
bacteriuria
Pyuria cleared | decreased |unchanged| cleared |decreased |unchanged| cleared |decreased [unchanged
Eliminated 11 1 12 (92.3%)
- Decreased o
1 (7.7%)
Bacteriuria (Replaced) 1 °
Unchanged
i icturiti 13 (100 %)
Effect on pain on micturition| ( 3 Patient total
13
Effect on pyuria 12 ( 92.3%) 1 (7.7%)
@ Excellent 11 (84.6%)
Overall efficacy rate
2 (15.42 y
[ ] Moderate (15.4%) 13/13 (100%)
D Poor (including failure)
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Table 4. Overall clinical efficacy of NM441 in complicated UTI
Pyuria Effect on
Bacteriuria Cleared Decreased Unchanged bacteriuria
Eliminated 10 6 4 20 (52.6%)
Decreased 1 1 2 (5.3%)
Replaced 5 5 (13.2%)
Unchanged 4 1 6 11 (28.9%)
tient total
Effect on pyuria 15 (39.5%) 7 (18.4%) 16 (42.1%) R
[ZI Excellent 10 (26.3%)
o overall efficacy rate
l: Moderate 12 (31.6%) 22/38 (57.9%)
:] Poor (including failure) 16 (42.1%)
Table 5. Overall clinical efficacy of NM441 classified by the type of infection
No. of patient Overall
Group %’ ol patients Excellent | Moderate Poor efficacy
(% of total)
rate
group 1 (indwelling catheter) 3( 7.9 3 0/3
) ) group 2 (post-prostatectomy) 1( 2.6) 1 0/1
MonoTrllcroblal group 3 (upper UTI) 4 (10.5) 3 1 3/4
infection
group 4 (lower UTI) 22 (57.9) 10 7 5 17/22(77.3%)
sub total 30 ( 78.9) 10 10 10 20/30(66.7%)

. ) group 5 (indwelling catheter) 2 ( 5.3 2 0/2
.Polyn'.ucroblal group 6 (no indwelling catheter) 6 ( 15.8) 2 4 2/6
infection

sub total 8 (21.1) 2 6 2/8
Total 38 (100 ) 10 12 16 22/38(57.9%)
Table 6. Relation between MIC and becteriological response to NM441 treatment in complicated UTI
MIC (xg/ml) [Inoculum size 10® cells/ml] Not Total
Isolates 4 eradication)
<0.025[0.05[0.1]0.20.390.78|1.56(3.13(6.25[12.5| 25 | 50 | 2100| 900€ | { ;1e*

« | Staphylococcus aureus 1/1 3/3 1/1 5/5
E, Staphylococcus epidermidis 2/2 1/1 3/3
S | CNS 1/2 0/1 0/1 1/4
fi Streptococcus sp. 1/1 | 1/1
:E Enterococcus faecalis 1/1|1/1 0/3 2/5
§ Enterococcus faecium 1/1 1/1
E Streptococcus agalactiae 1/1 1/1
® | Enterococcus sp. 3/3 | 3/3
| Corynebacterium sp. 0/1 0/1

sub total 1/1(2/2{1/213/3 | 1/1 3/310/1(1/5| 1/2 | 4/4 | 17/24( 70.8%)

Escherichia coli 9/9 1/1 1/1]1/1 12/12(100 %)
-2 | Citrobacter freundii 1/1 1/1 11 3/3
& | Kiebsiella pneumoniae 11 1/1 2/2
B | Serratia marcescens 1/1 1/1
2| Proteus mirabilis 1/1 1/1
‘g Providencia retigeri 1/1 1/1
L' | Pseudomonas aeruginosa 1/1 0/11]0/210/1 1/5
£ | Stenotrophomonas maltophilia 0/1 0/1
g Acinetobacter calcoaceticus 1/1 1/1
Hafnia alvei 0/1 0/1

sub total 11/11 | 2/2 |1/1|4/4| 1/1 | 1/1 | 1/1 0/1]1/4 (0/2 22/28( 78.6%)

Total 11/11 | 2/2|12/2|6/6| 2/3 | 4/4 | 2/2 0/1]4/7(0/3|1/5| 1/2 | 4/4 |39/52( 75.0%)

* . No. of strains eradicated/No. of strains isolated X 100 CNS: coagulase-negative staphylococci



VOL. 44 s-1

NM4d1 0 RAF RIS 51T B BRAREOMES

707

bacterium sp. 1 ¥k, Pseudomonas aeruginosa 4 #,
Stenotrophomonas maltophilia 1 ¥, Hafnia alvei 1%
DSFEFE LTzo MIC E DAEBI% % &, MIC #56.25 g/
ml L EDERTHAENSL BEEN L Sz, BE5%
HIR B & Staphylococcus epidermidis B X 18 CNS 28 %
NEN 3k, Staphylococcus aureus, E. faecalis B & U

glucose non-fermentative gram negative rods 25% L
Zh 28k, Alcaligenes sp., Flavobacterium
B & U Citrobacter diversus B3FhFh 1 &,
Holz,

WEMIRER O RIEFZ 13 FITH - 7z (Table 7),
FHREHE IR T 3F 2R 108T [F

odoratum

SH15tkT

Table 7. Clinical summary of urethritis patients treated with NM441
Pati Treatment Day of WBC Neiss;ria Chlamydia Evaluation* .
atient : . i Urethral gonorrhoeae | trachomatis Side
no. Age|Diagnosis dose duration 3[;;&(; Symptoms discharge p— (IDEIA UTI effects Remarks
(mgXx/day)| (days) smear VB, stain culture - chlamydia) (Day3&7) Dr.
0 H H + + + + -
1 33 GU 100 %2 3 4 - - + | =] = - - moderate| good -
7 not done
0 # | o [+ ]+ + ]+ ] -
2 25 GU 2002 7 3 not done fair —
7 - - + |+ - - - moderate
0 + # + |+ + + -
3 24 GU 2002 7 3 - - + |+ - - - moderate| good -
7 - - + |+ - - - moderate
0 # # + |+ + |+ -
4 18 GU 2002 3 3 - - + |+ - - + moderate| good -
7 - - + |+ ] + - + moderate
0 + +H + + + + +
5 43| GCU 200%x2 4 4 - + + |+ | = - + moderate| good —
7 not done
0 # + + [+ +] -1 -
6 22 GU 2002 4 5 - - + |+ not done excellentf WBC |
3 — _ —| = _ _
0 +H + + + + - -
7 39 GU 200x2 3 3 - + + |+ | - - - fair -
7 _ _ _| - _ _
0 H +H + + + - -
8 38 GU 200x2 3 3 - + + |+ - - - good -
7 not done
0 w | # + [+ ]+ ] -
9 19 GU 200%2 7 3, 7 not done good —
17 - - - |- - - -
0 H #t + + + - -
10 |26 GU 200x2 3 3 - - + |+ - - - excellent| —
10 - - + |+ | - - -
0 + H + |+ | + - not done
11 |25 GU 200 %2 3 not done unknownfunknown| 1)
7 not done
o [ % [ % [+ [+ 1+] -1 -
12 41 GU 2002 3 not done unknown|unknown| 1)
7 not done
T O N e N
13 22 NGU 200%2 3 not done unknownlunknown| 1)
7 not done

GU : gonococcal urethritis -
GCU : gonococcal chlamydial urethritis
NGU : non gonococcal urethritis
VB, : voided bladder 1

Dr.: Dr’s evaluation

*UTI: criteria proposed by the UTI Committee

Y: no further visit to hospital
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21 261, [B%) 66, (A% 26ITHY, BH
RiF 0% THo1z. LFD 3B, RESHHEEC THER
HE 3 48, RERBEHIIATA1IHE2ERL 580
UTI BHICHE U R SEBRZR % Table 8 12 L 72,

2] THoTz,

5 BleBss [H

21 16, (%] 4BITH- 72,

Table 8. Overall clinical efficacy of NM441 in gonococcal urethritis (Day 3 & 7)

WBC in smear
or VB, Effect on
Neisseria Cleared Unchanged Neisseria gonorrhoeae
gonorrhoeae
Eliminated 0 5 5
Unchanged 0 0 0
tient total
Effect on WBC 0 5 pa ‘e”5 o
@ Excellent 0
:] Moderate 5 Overall efficacy rate
5/5
:] Poor (including failure) 0

Table 9. Clinical summary of acute prostatitis patients treated with NM441

BRI A DN RERZ 7 BITH - 7z (Table 9),
FIREHE ZVIELIERBEE 3 1 B2k < 6 BITrEs)
561, (B3] 18ITH-> 7, FIEILIERBEYE 3" 1H18 &
U5 7HE (HEB) kB3 181%ER< 580 UTI
HAECHLC - REERZRE % Table 10 KR L7z, [#F

. Treatment Day of . WBC Bacteria Evaluation* .
Par::)ent Age| dose |duration|obser-|Fever mli);:;iggn =, : . UTI folde Remarks
. (megx /day)| (days) vation B\|VB,[EPS|VB,[VB,|VB,[EPS|VB,|  species |count| MIC (Day 7) Dr. |effects
0 38.0 H | | O E. coli 10° | =0.025
1 |65 300x2 7 3 |<3r.0f - £+ [+ @) S.St;pi”d’;fn‘;;.s 100 |~ 1(1’(2)_5 moderate| excellent| —
7 |<3r.0| - ~1-1- o | S aures | g |10
0 38.0 H + || H Ol |S. epidermidis| 10* | 6.25
2 64 | 300x2 14 3 [<37.0 - —|+|+ O (=) 0 excellent | excellent | —
7 1<37.0 - === O (=) 0
0 38.0 H | O E. coli 10° | =0.025
3 55| 300x2 14 4 <37.0 - + | H | H O S. aureus | 10* | >100 |moderate |excellent| —
7 <37.0 - —|+|E O (=) 0
0 38.0 #t || O E. coli 10° | £0.025
4 381 300x2 14 3 not done moderate | excellent| —
7 1<37.0 - -+ O (-) 0
0 38.0 #t || O E. coli 10° | =0.025
5 66 | 200x2 14 3 <37.0 + not done moderate | excellent | —
7 <37.0 - — |+ O (=) 0
' 0 3700 # || O ;}Z:Z;\ 10* I:ég
6 50 3002 7 3 <37.0 - T H|+ not done good a D
7 not done
o [z30.0[ w [ [w[w[w] [ [O] [ epidermiais [ 10°] 0.10
7 63| 300x2 3 3 not done unknown| — 2)
7 not done

*UTI: criteria proposed by the UTI Committee
Dr.: Dr’s evaluation

13

1 not visit to hospital at day 7

#: no further visit to hospital
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BRSO REES 4 B O B R B & Table
1LITRUTee 7 B O EBREHZ 325 | 2 61, (5%
1B, [RRER] 18Th- 12,

BERREBEDE () BHRES & U FHIMNE 15l
RO ONTH, BREGHEEATEETH - 7, BFREERE
BRIGCED SR, BIMERBH 6,800 0 518 57%
2,900 WA U723, BEKTH 3,400 c@E L 72,

A B R B RYE T, FREHES L 0 UTI
BRECHEULHE L bICEHLIZ100%THY, BIFK
IR G o iz, BEMMRMBLETIX, UTIHH c#
CIHBC L 2BEIIS7.9%THY, £ELEH TD
76.0% (225/296) & LEBE L TRRIENETH 5720 2, 3,

I BLVO6HEEDEIEN T —TNVEBHETOREME
E1BIUSEEEDY AT —TVEEHTOENER
BT 5 L, SEORETIZ66.7%(22/33) BLU
0%(0/5), =EELFH> OEETIX 79.1% (220/278) B &
U27.8%(5/18) &, BWTFHIZBWT b H T — T IVHEBER
TREL, SE 7T —T VEBEEFDOEEH 13.2%(5/
38) L2EEEY D6.1%(18/296) % E[El>Twi-Z &
NEO—RELLTWBEEZ N, £z, HEFEH
1243 MIC 23 6.25 pg/ml DL E DB THEEDS 5 1E
MMBAHSNTZH, o DHEKOEEH, 5ME37.5%
(18/48) & =EEF® D 22.2%(81/365) % E[A]> Tivsiz
ZELVBENH B EFEZ ONT, BFHERRYYEICN

Table 10. Overall clinical efficacy of NM441 in acute prostatitis
Symptoms Resolved Improved Persisted
Effect on
bacteria
WBC cleared |decreased |unchanged| cleared |decreased |unchanged| cleared |decreased |unchanged
eliminated 1 3 4
Bacteria decreased 1 1
(replaced)
unchanged
5
Effect on symptoms patient total
5
Effect on WBC 2
@ Excellent 1
4 overall efficacy rate
[:, Moderate 5/5
E Poor (including failure)
Table 11.  Clinical summary of acute epididymitis patients treated with NM441
Treatment Symptom* Bacteriuria®
Patient . Mic |Evaluation*| Side .
Age S i Pyuria - Remarks
no. 8 dose |duration pain|redness | tenderness | swelling | induration | fever species C(/)unt 10°CFU/mi| (Day 7 & 14) effects
(mgx/day)| (days) (/ml) ,
(ug/ml)
+ + H H - 38.5 H E. coli 107 | =0.025
1 64 300x2 14 - - + + 36.5| — (—) 0 good —
- - - + 36.5| — (—) 0 excellent
H # - 37.9 1t S. marcescens | 107 50
2 78 300 %<2 7 + + +H H - 37.2 # S marcescens | 10° 25 fair
not done
[ # # # + 38.8 () 0
3 59| 300x2 14 - - + + + 36.3| — () 0 excellent —
- - - - H 36.1| — () 0 excellent
# H # I 38.6| — () 0
4 52| 300x2 14 - - + - + 3.6 — (=) 0 excellent | — /
— - - - + 3650 - () 0 excellent /

*: Before treatment
7 day after treatment
14 day after treatment
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TEFHREHEBLI UV UTI EECELUHECLDEE
BhER X, WMEMREL T 8/10(80%) B £ U'5/5, AMEH]
MRET6/6 BLUS/S5THY, AMBEEELTIEE
BEHETI/M L RIFE»B o NI, BITEAEE
() AL L UTHSE 16, ERREMEERIX
HIMERB OB 5 1 FICED Shicds, WFhbEEXR
bOTIE L, ZERXBIHERZRVW D EEZ SN
2o

U EDER LY, FANIZWRIBEIHEE ORI I L
TERREFIEEZ 5N,
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4)
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Clinical studies on NM441 in the field of urology

Joichi Kumazawa", Tetsuro Matsumoto?, Yoshimitsu Mizunoe, Misao Sakumoto?,
Shuta Kubo?, Osamu Mochida?, Akito Yamaguchi?, Kazuyuki Sagiyama?,
Sanshin Hara?, Yoshihiro Hasegawa®, Hiromi Kawano®, Tetsuo Omoto®,

Kenji Itoh®, Haruka Hirano”, Shinichi Sato®, Nobuyoshi Nakashima®,
Sadamu Andoh?, Keizo Hokamura®, Hiroshi Kuramoto!®, Hiroshi Hirata'?
and Noriyoshi Miyazaki'?
YDepartment of Urology, Faculty of Medicine, Kyushu University

3-1-1 Maidashi, Higashi-ku, Fukuoka 812, Japan
2Department of Urology, Hara Sanshin Hospital
$Department of Urology, Kyushu Chuo Hospital
“Department of Urology, Chikuho Rosai Hospital

$Department of Urology, Kyushu Kosei Nenkin Hospital

®Department of Urology, Kyushu Rosai Hospital

"Department of Urology, Shin-Nittetsu Yahata Hospital

$Department of Urology, Saiseikai Yahata Hospital

9Department of Urology, Kitakyushu Municipal Medical Center

19Department of Urology, Mozi Rosai Hospital

"WDepartment of Urology, Hiroshima Red Cross Hospital and Atomic-bomb Survivors Hospital

NM441, a new quinolone, was administered to 86 patients with acute uncomplicated urinary tract
infection (UTI), complicated UT]I, urethritis, acute prostatitis and acute epididymitis, and the following

results were obtained.

1) Excellent response was observed in 11 and moderate in 2 patients with acute uncomplicated UT]I,

and the overall clinical efficacy rate was 1009%.

2) In 38 patients with complicated UTI, excellent response was observed in 10 patients, moderate in
12 and poor in 16, and the overall clinical efficacy rate was 57.9%.

3) In bacteriological response, all 15 strains isolated from acute uncomplicated UTI and 39 of 52
strains (75%) from complicated UTI were eliminated after treatment.

4 ) Moderate response was observed in all 5 patients with urethritis, excellent in 1 case, and moderate

in 4 in 5 patients with acute prostatitis.

5) Clinical efficacy rates evaluated by doctors in charge were 17/17 (100%) in acute uncomplicated
UTI, 28/43 (65.1%) in complicated UTI, 8/10 (80%) in urethritis, 6/6 in acute prostatitis and 3/4 in acute

epididymitis, respectively.

6) Side effects were observed in one case of stomach discomfort, and in the other case of diarrhea.
Abnormal labolatory finding was noted in one case of decrease of WBC.



