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WIREBREERIC 817 5 NM441 DR - EERARES
A HEV-BE BTV -EZ ZE)-Md B2v.-fH R—V-2& FEREY
INEFOEREV - BRA RRY - ®JIl BV - AX MEY - KF OAZY - B
WAIE—ERY - R EY gl X=0 - SR BN - BEOBFE°
DEILAZELHRWRBREHE (HE AR LZ%D (B BEFERURRRRERD,
DT T RRRLRER, YHLRREETRARBRER (5 +SRARRIRERD,
I BRARBIBRER, YLEBREAENTRSRLEERN (5 ERE< ) 7 RRBRER),
B R R B R

FH* 0V RABTEE NM3YU ORENLR S K207 u K 7 v/ Th 2R 0% NM441 DR
BT A E AR O W TR 21To 72,

1) HiEH | RERRE RO EE R 15 BE 200 ZRizxt3 2 NM394 © MIC 2#IE L, ERE
#T¥» % ofloxacin(OFLX), ciprofloxacin(CPFX), norfloxacin(NFLX), sparfloxacin(SPFX),
lomefloxacin (LFLX), tosufloxacin(TFLX) & Eb#sRasL 72,

75 ABMEEICH L Tix, TFLX, LFLX, SPFX ki3 1~5ERES 2 DD, CPFX, OFLX &
FIZAEOTE %2R, NFLX KR 1~ 3 BEREROHEN 2T LI, 77 ABEEIIXL TE,
FEAETRTOEECHEERFTR L BHRAENER L,

2) BEERSHE © Bt RESERYE 11 81, SRR 2 B, BHEMIRESBRSE 32 BIDF 45 FEH] 2 Xt
iz, A¥% 1E 100mg 72> L 200mg, FAI LT1H2ME, 5~7HE&ES L, BRNE R LRSS
L7z,

UTI XM L 0 FEMTEETH - LEROREEIKHR T, SERMMERBEBREE 9 Fl3 T
T [E%], AEFIIRE 2R E bIC [BR] Thote, &, BHEMRBEBRAE 27 FITIE [F2]
1580, [B%h) 96, [#sh] 3BT, BRERIZ8.9%TH-o /., MEENMRTIE, BMEHMMIREERE
P CAIEET 4 BRE 11 #R T R TSR L, AMRTIIRE TR 3 B 3R T N THBHE L, B
MR RSE TII 4 BERE 14 BIRE 29 #kh 25 BRONER L, ZTOREFRIZ86.2%TH o7z,

g - ENEERC W TR, 1FAIDOABRSHIRAL 208, BEHE X VERBHEAL . BRR
BEEORELEC OV, 1FITHEFRROESNED5NIDATH >,

Key words : NM441, [REEIE, FIES, ERRIVERRY

NM441 ik BAFEERSH L HRNEKRS T CHFER
REnl7/u RSy 7HFRS /0 VREOGERREETDH
D, MNEESE VRIS MIREEESETH S NM394 & L
THRRIZHTET 3, NM394 13275 ABHEB LU 7 28
BRI LLEERE A MVvEAL, BENCERY
%, ¥z Pseudomonas aeruginosa BN 7 7 LEMEICH L
TENIHENERT L &5, NM441 D 100~400mg
BEROKRE T, My iid 7.7~8.9 B, 48 il
¥ T2 30.6~46.0% DSERAC HEME & 7, 400mg SR DOHE P
PRitERIZ 52.9% TH Y, REREGC L ERNERER TV L
dhan,

SETL X, NM394 OHEH RSN ED SO F Ty
TH5 NM44l OEERIE RIS D W ITRE 21T D TH
£¥+3,

1.\ B 5
1. WRBLUAHEE
E¥eRE 3 Bk (Escherichia coli 2 %, Proteus mivabilis

1#) B & URBREYSE SR DB E R 200 8k (7 7 A
BB 50 BR, 777 ABETEEE 150 #F) 1 L T NM394 @
B/NFEBEHIEERE (MIC) » HAE(LEREESEHEL? 12
#C, EREEE 10° cells/ml & L, MIC 2000 % Fv>THl
ELTze £72, BEREHITH 3 ofloxacin(OFLX), cipro-
floxacin (CPFX), norfloxacin(NFLX), sparfloxacin
(SPFX), lomefloxacin(LFLX), tosufloxacin(TFLX)
oW THHET MIC 2BIEL, £ L HEBRETU /2,

A

HEHERR E. coli Kp, E. coli ATCC 27166, P. mirabilis
TH-4 3 % NM3%4 @ MIC i3, flid 6 #l & EHk
<0.06ug/ml ChH-o7z,

HEER A % &, methicillin-resistant Staphylococcus
aureus (MRSA) (10 £8) Tix, NM394 & MIC X 0.5~32
pg/ml DRNCHHE L, MICs, 1 8ug/ml, MIC,, & 32ug/
mlT®HY, SPFX, TFLX IZHH&EL T 2~5%, £

* T 700 fE LT EE BT 2-5-1
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LFLX i 1%E4 %353, OFLX, CPFX LiZIZEI&ETH
D, NFLX kbl 2 EREBVWIEIZ TR LT,

Methicillin-sensitive S. aureus (MSSA) (10 #8) T,
MICs, 1% 2ug/ml, MICs, i3>128ug/ml TH b, SPFX
BXUWTFLX 2 3~5ERE, OFLX, LFLX iz 1~3
BEEREL 5H, CPFX L I1Z2I2A%, NFLX kL 3 EH
WHEER LT,

Staphylococcus epidermidis (10 #) Tix, MICs, i 64
ug/ml, MICy, i3>128ug/ml TH Y, FH|D MICs, i
SPFX, LFLX BX U TFLX i3 3~ 4%, OFLX Zix
18425, CPFX £ 3iZiI2A%, NFLX kbl 1 &
WHENERLT,

Enterococcus faecalis (20 #k) TiX, MICs, 1 1ug/ml,
MICqolx>128ug/ml TH b, MICs, TIZ CPFX, SPFX
BIUTFLX 18454, LFLX [@A%, OFLX 8
JUNFLX it L 1~ 2B TEB Y, MIC, TIi
CPFX & SPFX iid®®% 5% & DD, % DD LLESEA
EIERRFEZEDEERER LIz,

75 LBUEETH B E coiQ0ER) BT, MIC
13<0.06~0.13xg/ml O3 L, MoOtEER L [F
ROBHSHFHEN 2RI,

Klebsiella pneumoniae (15 #%) 1333 % MICso, MIC,,
X EHIZ<0.06ug/ml THD, LHBEEH TR EOHE
J1%R LTz,

Klebsiella oxytoca (10 B8) i BT b, KFID MIC,, 1
0.25ug/ml THY, TFLX BLIUSPFX iZETE 5
bOO, #DOMOLKERICH~RTIEAIZEZWL, Fh
U EoBERI:TEN R LT,

Enterobacter aerogenes (10R) 12xt3 % MIC i2<0.06

~1ug/ml ORJIz534 L, MICy, 12 =0.06ug/ml TH Y,
CPFX, SPFX, LFLX 8 X ** TFLX & iXiZIZEZ 0%
WHIE 2R L, MICy, i OFLX 8 & U NFLX 2k~
I~4EBEEN TV,

Enterobacter cloacae(10 #8) W xf L T, MIC,, i3
0.06ug/ml, MICq 1% 0.25ug/ml TH Y, DT~
TOHBEFERNZLEL MICy, Tk 1 ~4EFEL T,

Citrobacter freundii (1088) i BT, MIC 12 <0.06
~8ug/ml ORI L, HEEATRDBHHEH%
L7z,

P. mirabilis (1088) i xt3 % MIC X <0.06~16.g/ml
WAL, &R & ERCEWTEI 2R,

Proteus vulgaris (10 BR) 23 LT H, MICs, 1250.06
pug/ml, MICy 1% 0.5ug/ml T, HEFEAIFH DB
BEHERLIZ

Morganella morganii (10 #k) T, MICs 1X 1ug/ml,
MICy 1& 8ug/ml TH Y, HEIZHEEA L 1
~4EBREEL TV,

Serratia marcescens (158k) T b, MIC;, 1 0.25¢g/ml,
MIC,, 12 8ug/ml TH D, HEBEARRSHEOHEN%
Vi O A

P. aeruginosa (20 ) Tix MIC 12 <0.06~64ug/ml
OIS LTB Y, MICy, 1& 64ug/ml Th o728, il
DHBEEF I EE~ B & MICs,, MICy, 12T 1~ 3 EEE
EWHIE RN LT,

Pseudomonas putida (10 #k) T 13, & F © MICs, i3
CPFX A%, £:ZDfOHEER LD 1 ~4EEN
JofE%®m L7 (Table 1),

Table 1. In vitro antibacterial activity of NM394 against clinical isolates
Test organism . MIC (ug/ml)
3 Quinolone
(No. of strains) Range MICs, MICso
NM394 0.5~ 32 8 32
methicillin-resistant ofloxacin 1 ~ 64 8 32
Staphylococcus aureus ciprofloxacin 0.5~ 64 8 64
(MRSA) norfloxacin 2 ~>128 32 128
(10) sparfloxacin £0.06~ 16 0.25 8
lomefloxacin 0.5~ 64 4 16
tosufloxacin 0.13~ 16 1 16
NM394 0.25~>128 2 >128
methicillin-sensitive ofloxacin 0.25~>128 1 32
Staphylococcus aureus ciprofloxacin 0.13~>128 2 128
(MSSA) norfloxacin 0.5 ~>128 16 >128
(10) sparfloxacin =0.06~ 128 <0.06 8
lomefloxacin 0.13~>128 0.5 16
tosufloxacin =0.06~>128 0.25 16
NM394 0.13~>128 64 >128
Staphylococcus epidermidis ofloxacin 0.5 ~>128 32 >128
(10) ciprofloxacin 0.5 ~ 128 64 128
norfloxacin 1 ~>128 128 >128
sparfloxacin <0.06~ 128 8 128
lomefloxacin 0.13~>128 8 128
tosufloxacin 0.25~>128 4 >128
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Table 1. Continued

Test organism . MIC (ug/ml)
(No. of strains) Quinolone R MIC MIC
ange 50 90
NM394 0.5 ~>128 1 >128
Enterococcus faecalis ofloxacin 1 ~>128 2 >128
(20) ciprofloxacin 0.25~ 64 0.5 64
norfloxacin 1 ~>128 4 128
sparfloxacin 0.13~ 64 0.5 64
lomefloxacin 0.5 ~>128 1 >128
tosufloxacin 0.13~>128 0.5 >128
NM394 <0.06~ 0.13 <0.06 <0.06
Escherichia coli ofloxacin =0.06~ 0.5 =0.06 =0.06
(20) ciprofloxacin <0.06~ 0.13 <0.06 <0.06
norfloxacin <0.06~ 1 <0.06 <0.06
sparfloxacin <0.06 =0.06 <0.06
lomefloxacin <0.06~ 0.25 <0.06 <0.06
tosufloxacin <0.06~ 0.13 <0.06 <0.06
NM394 <0.06~ 2 <0.06 <0.06
Klebsiella pneumoniae ofloxacin <0.06~ 32 <0.06 0.5
(15) ciprofloxacin <0.06~ 8 <0.06 0.25
norfloxacin <0.06~ 32 <0.06 1
sparfloxacin <0.06~ 8 =0.06 0.25
lomefloxacin £0.06~ 16 =0.06 0.5
tosufloxacin =0.06~ 8 =0.06 0.5
NM394 =0.06~ 32 <0.06 0.25
Klebsiella oxytoca ofloxacin <0.06~ 64 =0.06 1
(10) ciprofloxacin <0.06~ 64 <0.06 0.25
norfloxacin 0.06~ 128 =0.06 2
sparfloxacin <0.06~ 128 <0.06 0.13
lomefloxacin <0.06~ 64 0.25 0.25
tosufloxacin =0.06~>128 =0.06 =0.06
NM394 <0.06~ 1 <0.06 <0.06
Enterobacter aerogenes ofloxacin =0.06~ 2 =0.06 0.5
(10) ciprofloxacin <0.06~ 1 <0.06 0.13
norfloxacin <0.06~ 4 =0.06 1
sparfloxacin <0.06~ 0.5 <0.06 0.13
lomefloxacin =0.06~ 1 =0.06 0.25
tosufloxacin <0.06~ 0.5 <0.06 <0.06
NM394 <0.06~ 0.5 <0.06 0.25
Enterobacter cloacae ofloxacin <0.06~ 2 0.5 1
(10) ciprofloxacin <0.06~ 0.5 <0.06 0.5
norfloxacin <0.06~ 4 0.5 4
sparfloxacin <0.06~ 1 0.13 0.5
lomefloxacin <0.06~ 1 0.25 1
tosufloxacin <0.06~ 1 <0.06 0.5
NM394 <0.06~ 8 <0.06 8
Citrobacter freundii ofloxacin <0.06~ 64 0.13 64
(10) ciprofloxacin <0.06~ 32 <0.06 32
norfloxacin <0.06~ 128 0.13 128
sparfloxacin <0.06~ 64 0.25 64
lomefloxacin <0.06~ 64 0.13 32
tosufloxacin <0.06~>128 0.13 >128
NM394 <0.06~ 16 <0.06 <0.06
Proteus mirabilis ofloxacin <0.06~ 32 <0.06 <0.06
(10) ciprofloxacin <0.06~ 32 <0.06 <0.06
norfloxacin =0.06~ 128 <0.06 =0.06
sparfloxacin <0.06~ 16 <0.06 0.25
lomefloxacin <0.06~ 16 =0.06 <0.06
tosufloxacin <0.06~>128 0.13 0.25
NM394 <0.06~ 2 <0.06 0.5
Proteus vulgaris ofloxacin <0.06~ 8 =0.06 2
(10) ciprofloxacin <0.06~ 4 <0.06 1
norfloxacin =0.06~ 8 =0.06 4
sparfloxacin <0.06~ 64 <0.06 16
lomefloxacin <0.06~ 4 <0.06 2
tosufloxacin =0.06~>128 £0.06 >128
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Table 1. Continued
Test organism . MIC (ug/ml)
. Quinolone
(No. of strains) Range MIC;, MIC,o

NM394 =0.06~ 32 1 8

Morganella morganii ofloxacin =<0.06~ 32 8 16
(10) ciprofloxacin <0.06~ 16 4 16
norfloxacin <0.06~ 128 8 64

sparfloxacin =0.06~ 64 8 64

lomefloxacin <0.06~ 32 2 32

tosufloxacin 0.13~>128 4 >128

NM394 <0.06~ 16 0.25 8

Serratia marcescens ofloxacin 0.13~ 64 1 32
(15) ciprofloxacin <0.06~ 32 0.5 16
norfloxacin =0.06~ 128 2 64

sparfloxacin 0.13~ 32 0.5 32

lomefloxacin <0.06~ 32 0.5 16

tosufloxacin =0.06~>128 0.5 32

NM394 =0.06~ 64 16 64

Pseudomonas aeruginosa ofloxacin 0.13~>128 128 >128
(20) ciprofloxacin <0.06~ 128 32 128
norfloxacin =0.06~>128 128 >128

sparfloxacin 0.13~>128 >128 >128

lomefloxacin 0.13~>128 64 >128

tosufloxacin 0.13~>128 >128 >128

NM394 0.13~>128 8 >128

Pseudomonas putida ofloxacin 0.5 ~>128 64 >128
(10) ciprofloxacin 0.13~>128 8 >128
norfloxacin 0.5 ~>128 32 >128

sparfloxacin 0.25~>128 16 >128

lomefloxacin 0.5 ~>128 16 >128

tosufloxacin 0.25~>128 >128 >128

II.BE K B #& Ricxts 221% b 11 BI2BITIEFHIL L 7z (Table 2), %
1 R L UHE e, BRI CIA R S RIS 4 A 11 By O

FHRAFELRBIVFROIFESAZTOHHEEBLT,
FILKF MRS B X VBEERRIC BT, BRARS
OBEBESB/SNIRE - B HRRLEBREENR L
L7z EBIONRIE, DUHEMMERERRESE 115
(REEMERERE A 8 6, RMEMMEBERA3IM), A
HERTZBRR 2 BB & UMMM IR B R i A3 32 4
(EHEMERERE R 30 B, WEMBEBLR2H6) Thoo,
BB, BHMRERPEBEDERKRIL, HERRME
Bt 15 %, AISZRRAEKIE 9 B (5 BIDMEIES %S te),
HISZRRNG 4 B, BEREZE 26, BRE 16, RERG 1A
RETH-o7: (Table 2~3),

¥E5H%ix, NM441 % 1 B 100mg % v> L 200mg, [E
Aj&ELT1H2E, 5~7HEEO&®EE L,

ERRZIRHE X EBEHE B & O UTI EX) Mt
(B3RY B L ERY ICEL TITY, 2FliconwTH-
HEMNEHERZ o> VCERREEORELTBOEE 2
L7,

2. &R

1) BT REERE

FHREHETIE [EZ] 96, [B%] 28T, B=E
100% (11/11) TH v, UTI ZEZNTHMHERE 2 ¥ U ¢ T
AJRETH - 7z I ERITIX, 2BIb [ER] 2RU1-, &

HEL, BREEIX100%TH -7 (Table 4),

2) RMRIZABRR

BMFINRAD 2HITIX, 1BIERHEEL, Bk
HALL 7208, BERIZ [ARE] THotz, D 1HITH,
BOBRMECERD 4, H&, BRE: bRGELL, Ly
L, UTI E3hapiseEciz 28E b (%] cHESH
7z (Table 2),

3) SMEREHE RS RRSE

FHEHE TR (2] 150, (B3] 116, [RPE
21 26, [z 36, MUETEE] 18ITHY, B
#83.9% (26/31) TH-o7: (Table 3),

UTI M ERE ST 27 HITH Y, BREHRKR
R¥E T [ER) 1561, [E%1) 9B, & 3HIT
HY, BREIL 88.9% (24/27) ThHo Tz, BRIINT S
BRIz DOWTIE [EHI] 176 (63.0%), [kE] 46
(14.8%), (%] 641 (22.2%), MERNT R
DWW T IREMAE 121 51(77.8%), T4 ] 2 B1(7.4%),
[BERR] 261(7.4%), (%] 26 (7.4%) THok
(Table 5),

UTI ZRRERFIIR 2 5 5 &, HEEHEBSR2BHAT
i TZ%) 158, (%) 74, [#3h) 3BT, BEHE
88.0% (22/25) ThH-otzo %7z, BEEBG 2HIFL b
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Table 2. Clinical summary of patients treated with NM441
patient| Age Treatment Bacteriuria* Evaluation** Side effect:
a Diagnosis ion| Symptom* | Pyuria® ide efiects
no. | Sex dose |duration| “YMP yuria . t d k
(mgX/day)| (days) species %7::1]11) UTI Dr and remaris
29 + # E. coli 108
1 F AUP 200%2 6 — — excellent | excellent -
64 + # E. coli 108
2 F AUP 200X 2 6 — — excellent | excellent -
E. coli
35 + H#H . 10¢
3 | & AUP 200%2 7 — — S. agalactiae excellent | excellent -
51 + # E. coli 107
4 F AUC 100X 2 5 — excellent | excellent -
S. epidermidis
25 # # . 10¢
5 | F AUC 100x2 7 - — E. faecalis — | excellent | excellent -
60 + + E. coli 10¢
6 F AUC 200%x2 5 — — = —— | excellent | excellent -
22 H # E. coli 108
7 F AUC 1002 5 — — excellent | excellent -
35 + # E. coli 104 :
I AUC 100X 2 5 — - — — | excellent | excellent | FOSinG,
21 H # E. coli 10¢
9 F AUC 100x2 5 - ~ — excellent | excellent -
43 - + - -
10 F AUC 200x2 7 — — — — good -
41 #+ + - -
11 F AUC 200X2 5 — - — - good -
49 acute 4R #9 E. faecalis 108
12 M | prostatitis 200x2 12 —h _a wo CNS 10° moderate good -
E. coli
70 acute L” +? +? Bacillus sp. 107 :
13 M | prostatitis 200x2 7 4 —2 e e 3 — moderate fair B

* before treatment
after treatment

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

AUC: acute uncomplicated cystitis, AUP : acute uncomplicated pyelonephritis, CNS : coagulase negative staphylococci

V: fever, #: pain on micturition, ¥: WBC in expressed prostatic secretion

Table 3. Clinical summary of complicated UTI patients treated with NM441
. Diagnosis Treatment Bacteriuria* Evaluation**
Patient .IS\ge C(athet%r UTI p Saration] Pyuria® T MIC Side effects
no. |Sex . - oute) |grou ose uration . coun d k
Underlying condition | \route/ |group (mgX/day)| (days) species (D) | Gug/ml) UTI Dr (andremarks
73 CCC # S. aureus 107 25
1 - G-2| 100x2 5 —— |moderate| good -
M BPH post-ope + - - -
79 CCC # P. aeruginosa 108 50
2 — | G-2] 200%2 5 - —|——| poor poor -
M BPH post-ope +# P. aeruginosa 108 50
55 CcCcC # S. marcescens 10¢ | 6.25
3 M - |G-2] 100%2 7 ——| — |moderate| good -
BPH post-ope +# - - -
4 79 CCC N 1002 5 +# S. marcescens 10° | 1.56
— -2 X —
M BPH post-ope +  |Flavobacterium sp.| 10¢ | >100 poor poor
80 CCC + S. maltophilia 106 | 12.5
5 M| oo - G-4| 200%2 5 — |moderate| good -
neurogenic bladder + — — —
61 CCC +# E. coli 105 | =0.025
6 Fl i - G-4| 100%X2 7 excellent |excellent -
neurogenic bladder - - - -

* before treatment
after treatment

**UTI: criteria proposed by the Japanese UTI Committee,
Dr: doctor’s evaluation

CCC: chronic complicated cystitis, BPH : benign prostatic hypertrophy

MIC: 10° CFU/ml
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Table 3. Continued
i Diagnosis Treatment Bacteriuria® Evaluation**
Patient |Age Catheter| UTI 1 Pyuria* MIC Side effects
no. |Sex | Underlying condition | (route) (group (mgd>(<)7§ay) d(tg:i]xg)n species %7::\?; (ug/mp| UTI Dr |andremarks
40 CCC + K. pneumoniae | 10° | <0.025
7 M - - G-4| 200x2 7 excellent |excellent -
prostatic tumor - - - -
78 CCC + E. faecalis 107 25
8 - G-4| 200x2 7 - poor poor -
M prostatic cancer + E. faecalis 107 25
63 CCC # E. coli 107 {<0.025
9 _— - G-4| 1002 9 excellent [excellent -
F | neurogenic bladder - - - -
71 ccc +++ E. coli 107 | 0.05
10 M BPH - G-4| 200x2 7 — — — — excellent | good -
polycystic kidney
68| ccC W E. coli 107 | <0.025
11 F gfugggenic ll:ladder - G-4| 200x2 7 — — — ~ excellent [excellent -
adder neck polyp
52 CCC + E. cloacae 107 | <0.025
12 _— - G-4| 100x2 7 excellent |excellent -
M | neurogenic bladder - - - -
61 CCC # E. cloacae 107 [=0.025
13 —_— - G-4| 200x3 7 excellent |excellent -
M | neurogenic bladder - - - —
3l ¢« # E. coli 10° | 0.05
RN neuroge[;,ic bladder — | G4] 200%2 5 — — — — | excellent |excellent -
rt. nephroptosis
80 CCC # K. pneumoniae | 107 | 0.05
15 - G-4| 200x2 5 excellent |excellent -
M bladder cancer - - - -
67 CCC + K. pneumoniae 107 | <0.025
16 —_— - G-4| 200x2 5 excellent |excellent -
M | neurogenic bladder - - - -
n|—_ ¢cc " E. coli 10° [<0.025
17 F | neurogenic bladder - G-4] 200x2 6 T _ — —— |moderate| good -
urethral caruncle -
69 | ¢ W E. coli 10" |<0.025
18 F neur%gerllic bladc}er - | G-4| 200x2 7 — — — — | excellent |excellent -
urethral caruncle
76 CCC H E. coli 104 |=0.025
19 —_— - G-4| 200%2 7 excellent [excellent -
F | neurogenic bladder - - -~ —
77 CCC # E. coli 107 |=0.025
2 M BPH T | G4 200x2 7 — excellent |excellent -
74 CCC 1 C. freundii 106 | 0.39
21 _ - G-4| 200x2 5 — moderate| good -
M | neurogenic bladder - P. paucimobilis | 103 -
58 CCC # E. coli 10" [=0.025
22 _— | - G-4| 200x2 7 moderate| good -
F | neurogenic bladder H# CNS <10%| 25
74 CCC # S. epidermidis 10° | 0.10
23 M - - G-4| 200%2 7 - — | — moderate| good -
prostatic cancer + S. epidermidis | <103 100
64 CCC # a-streptococci | 107 | 0.78
24 _— - G-4| 200x2 7 d excellent |excellent -
M | neurogenic bladder - _ _ _
81 CCC # K. oxytoca 107 | 0.05
25 M - - G-4| 200x2 7 4 excellent |excellent -
prostatic cancer — — — —
69 cce m S.aureus 108 25
26 - G-6| 200x2 5 E. faecalis 100 t d _
M BPH post-ope + — — — moderate|  goo
81 cce + CNS | 108 | 50
27 M BPH - | G6| 200x2 7 B. cepacia 1.56 | moderate |excellent -
B CNS <10°| 100

* before treatment
after treatment

**UTI: criteria proposed by the Japanese UTI Committee,
Dr: doctor’s evaluation

CCC : chronic complicated cystitis, BPH : benign prostatic hypertrophy
CNS: coagulase negative staphylococci

MIC: 10° CFU/ml
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Table 3. Continued
Diagnosis Treatment Bacteriuria* Evaluation** )
Patient [Age Catheter| UTI - Pyuria® Side effects
no."|S€X| Underlying condition | (route) |group|  dose | duration species  ((7unll MIC) 1 uTI Dr |and remarks
50 CCP # _ _ _ .
28 - 100X 2 5 —_—— fair -
F renal stone +# - - _
51 CCP # - — -
29 - 200%2 5 — good -
M It. ureter stone + - — -
83 CCC H# - - — )
30 - 100x2 7 e fair -
F bladder tumor +# — — —
g | P cee 2002 | 5 i — —|— d
_ x 00 -
M BPH _ _ _ _ g
cce + S. epidermidis | 10° | 0.10
32 % - 100x1 1 E. faecalis 12.5 unknown| nausea
F | neurogenic bladder

* before treatment

after treatment Dr: doctor’s evaluation

**UTI: criteria proposed by the Japanese UTI Committee,

MIC : 10° CFU/ml

CCC : chronic complicated cystitis, CCP : chronic complicated pyelonephritis, BPH : benign prostatic hypertrophy

Table 4. Bacteriological response to NM441 in acute uncomplicated UTI
Isolate No. of strains Eradicated (%) Persisted*
Staphylococcus epidermidis 1 1
Streptococcus agalactiae 1 1
Enterococcus faecalis 1 1
Escherichia coli 8 8
Total 11 11 (100%) 0

* ! regardless of bacterial count

Table 5. Overall clinical efficacy of NM441 in complicated UTI
Bacteriuria Pyuria Cleared Decreased Unchanged bEititiuor?a
Eliminated [ 15 | 3 3 21 (77.8%)
Decreased 1 1 2 (7.4%)
Replaced 1 1 2 (7.4%)
Unchanged 2 2 (7.4%)
Effect on pyuria 17 (63.0%) | 4 (14.8%) 6 (22.2%) Patient total 27

Overall efficacy rate
24/27 (88.9%)

IEI Excellent 15 (55.6%)
‘:l Moderate 9
: Poor (including failure) 3

& [B%h] TH-7 (Table 6),

28, RERHCKREBAIRE: A% L, 1H 200mg
RERTIX (%) 36, (B2 26, [#EZ) 16iT
59, 1H 400mg A EREEETIX[F%0]12 61, [HZ]
T8I, [#E%h] 28T, B%E0.5% (19/21) Thol:
(Table 7),
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Table 6. 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)
. . group 2 (post-prostatectomy) 4 (14.8%) 2 2 2/ 4
Monomicrobial
infection group 3 (upper UTI)
group 4 (lower UTI) 21 (77.8%) 15 5 1 20/21 (95.2%)
sub-total 25 (92.6%) 15 7 3 22/25 (88.0%)
Polymicrobial group 5 (indwelling catheter)
olymicrobia group 6 (no indwelling catheter) 2 (7.4%) 2 2/ 2
infection
sub-total 2 (7.4%) 0 2 0 2/ 2
Total 27 ( 100%) 15 9 3 24/27 (88.9%)
Table 7. Overall clinical efficacy of NM441 classified by daily dose in complicated UTI
(In);il(ytidrgig) No. of patients | Excellent Moderate Poor Overall efficacy rate
100%x2 6 2 1 5/ 6
200x2 20 11 7 2 18/20 (90.0%)
200%x3 1 1 1/1
Total 27 15 9 3 24/27 (88.9%)
Table 8. Bacteriological response to NM441 in complicated UTI Table 9. Strains* appearing after NM441 treatment
in complicated UTI
Isol No.of | g dicated | Persisted*
solate strains radicate ersiste Isolate No. of strains
Staphylococcus aureus 2 2 coagulase negative staphylococci 1
Staphylococcus epidermidis 1 1 Pseudomonas paucimobilis 1
coagulase negative staphylococci 1 1 Flavobacterium sp. 1
a-streptococci 1 1 Total 3
g:;;:;f:;::saﬁe calis 1(2] 1(1] ! * ! regardless of bacterial count
Citrobacter freundii 1 1
Klebsiella oxytoca 1 1
Klebsiella pneumoniae 3 3
Enterobacter cloacae 2 2
Serratia marcescens 2 2
Pseudomonas aeruginosa 1 1
Burkholderia cepacia 1 1
Stenotrophomonas maltophilia 1 1
Total 29 |25 (86.2%) |4 (13.8%)

* . regardless of bacterial count
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26)%, OFLX 91.7% (11/12)®, CPFX 80.6% (25/
31)”, LFLX 73.0%(54/74)®, TFLX 75.0% (21/
28)9, SPFX 72.0%(18/25)'* T& b, AF OHEHEY
FRESBSSE CORBE R OFLX, NFLX iZRWTHEY
BEChHotze —a—F /0 RERNIT 5MEHEINE
ZDODOHBHES, FEIOEMRL SV CHRERE, b
KENERTHELEEZOND,
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Basic and clinical studies on NM441 in urological field

Koushi Sakuramoto?, Ryuji Fujita?, Toyohiko Watanabe?, Tadasu Takenaka®,
Kouichi Monden?, Kazuhiro Hata, Noriaki Ono", Yoshitsugu Nasu?,
Masaya Tsugawa?, Hiromi Kumon®, Hiroyuki Ohmori",

Katsuichi Nanba?, Taiichiro Josen®, Satoshi Uno?,

Bunzo Suyama®, Michinao Saegusa® and Shunji Hayata®
bDepartment of Urology (Director : Prof. H. Ohmori), Okayama University Medical School

2-5-1 Shikata-cho, Okayama 700, Japan
2Department of Urology, Okayama City Hospital
9Department of Urology, Hiroshima Municipal Hospital
9Department of Urology, Mitoyo General Hospital
sDepartment of Urology, Fuchu General Hospital
9Department of Urology, Tottori City Hospital

We studied the antibacterial activity and clinical efficacy of NM441, a new oral quinolone, which is the
prodrug of the biologically active NMJ394.

1) Antibacterial activity : We measured the MICs of NM394 against 200 clinical isolates from urinary
tract infections(UTI), and compared them with those of ofloxacin(OFLX), ciprofloxacin(CPFX),
norfloxacin(NFLX), sparfloxacin(SPFX), lomefloxacin(LFLX) and tosufloxacin(TFLX).

The antibacterial activities of NM394 against gram-positive bacteria were a little inferior to those of
SPFX, LFLX or TFLX, but were comparable to those of OFLX or CPFX. On the other hand, against gram-
negative bacteria, in general, antibacterial activities of NM394 were superior to those of other new
quinolones.

2) Clinical efficacy : According to the criteria of the Japanese UTI Committee, the overall clinical
efficacy rate was 1009 (9/9) for uncomplicated UTI and was 88.9% (24/27) for chronic complicated UTI.

Bacteriologically, 25 of 29 strains (86.2%) were eradicated for chronic complicated UTIL.

3) Side effect: Nausea was observed in 1 patient (2.2%), and an abnormal laboratory finding was
observed in 1 patient (2.29%), that showed transient eosinophilia.



