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Fig. 1. Sensitivity distribution of clinical isolates of
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Fig. 2. Correlation between MICs of NM394 and ciprofloxacin(A) and MICs of NM394 and tosufloxacin(B) against 200 clinical isolates
of Pseudomonas aeruginosa
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Fig. 3. Bactericidal activity of NM394 and the other quinolones against Pseudomonas aeruginosa PRC-32
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Fig. 4. Bactericidal activity of NM394 and the other quinolones against Pseudomonas aeruginosa PRC-25 in STB
supplemented with 20% human serum



VOL. 44 §-1

NM441 OEEIEE 1= x4 2 B R Tl 93

Lz WTINDERIIBWT H,1/2MIC B £ U IMIC &
ETHEREEE 3~ dlog BA & ¢, EEIM L& T
2k, BBROBAIZINM3NY TR LERSLTH-o T,
NM39%4 iz 2MIC 5 2 WIZ4MICEE i B W T b,
OFLX 8 X U'CPFX L O RN ICEE 2B ¥,

3. PAE

P. aeruginosa PRC-32 1281} 3 PAE(h) HIERER%
Fig. 5 &R L7, NM39%4 i, 2MIC B L U 4MIC EE T
EXIERRE P CRERAUT $ CEBR AR S 12
728, PAE ZEHTRRIEETH > fo o WBETIE TFLX ©
PAE 3 HEBRIER <, 2MIC 8 & U 4MIC BE T# 3 BFR

1. 9 w3 !%%

THo1z, IMIC BEIZ B 5 NM394 @ PAE 1347 1 &
ITHY,0FLX BL U CPFX X KR, TFLX &
D RRE Do T2,

4 RFRBEE TNV 2IGER

Fig. 6~10 ® NM441 @ MIC iz, T+ XTZ OEMR
R NM39 #FHOWTHIELERER LT,

1) =7 AREEBESE TV

OFLX B2 P. aeruginosa PRC-236 8 £ tf OFLX
it P. aeruginosa PRC-234 % Fvstz, ~ 7 A FRERES
ETNIET BERBEEROME R Fig. 6 8L U Fig. 7
WWin L7z, OFLX B2 % E (OFLX © MIC : 1.56ug/

NN
\\\\\ N

X

4MIC 2MIC 1IMIC 4MIC 2MIC 1IMIC 4MIC 2MIC 1IMIC 4MIC 2MIC 1MIC

4 —
3 —
=
m -
4 2
Ay
0
NM394
(MIC; pg/ml) (0.39) (1.56)

ofloxacin

ciprofloxacin tosufloxacin
(0.20) (0.39)

Fig. 5. Postantibiotic effect (PAE) of NM394 and the other quinolones against
Pseudomonas acruginosa PRC-32
Time o et OO et e
was decreased less than the limit of detection.
10~ 10-
[ 25mg/ke T P2 150mg/kg
5 9] Hsmela mn ~ 7 .z T
HF R 1 mlp
SFT PV I IS |
3 . J_ T TZ Eﬂ 64 - % % é %
CE
: 7 L1 LA 7
- N W
7 / NN

NM441 ofloxacin  cipro- lomeflo- control

floxacin xacin

(MIC; pg/ml)  (0.20)  (1.56)  (0.20)  (1.56)

Fig. 6. Therapeutic effect of NM441 against experimental
urinary tract infections with ofloxacin-susceptible
Pseudomonas aeruginosa in mice

Strain: Pseudomonas aeruginosa PRC-236
Challenge dose : 2.5%10° CFU/mouse
mean+SD

*: p<0.05 vs control
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Fig. 7. Therapeutic effect of NM441 against experimental
urinary tract infections with ofloxacin-resistant
Pseudomonas aeruginosa in mice

Strain: Pseudomonas aeruginosa PRC-234
Challenge dose : 5.3%10° CFU/mouse

mean+SD

*: p<0.05 vs control
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Fig. 8. Therapeutic effect of NM441 against experimental
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Strain: Pseudomonas aeruginosa PRC-256

Challenge dose : 1.3X10° CFU/mouse
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Strain : Pseudomonas aeruginosa PRC-208
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Fig. 10. Therapeutic effect (A) and rocal concentration(B) of NM441 against experimental infections with
Pseudomonas aeruginosa in carboxymethyl cellulose pouch in rat

Strain: Pseudomonas aeruginosa PRC-208
Challenge dose : 4.0x10° CFU/rat
* - p<0.05 vs ciprofloxacin
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In vitro and in vivo antibacterial activity of NM441,

a new quinolone, against Pseudomonas aeruginosa

Takuji Yoshida, Tetsuro Hara, Aiko Miyata,
Minako Araake and Katsumi Kawaharajo

Pharmaceutical Research Center, Meiji Seika Kaisha, Ltd.
760 Morooka, Kohoku-ku, Yokohama 222, Japan

The in vitro and in vivo antibacterial activity of NM441 against Pseudomonas aeruginosa was compared
with that of the other quinolones. The results obtained may be summarized as follows:

1) The antibacterial activity of NM394 against clinical isolates of P. aeruginosa was equal to that of
ciprofloxacin (CPFX). However, against quinolone-resistant strains, the activity of NM394 was slightly

higher than CPFX.

2) NM394 showed bactericidal effect against P. aeruginosa at lower concentrations and more rapidly

than the other quinolones.

3) NM394 also showed more rapid bactericidal effect than the other quinolones in medium containing

human serum.

4) Postantibiotic effect (PAE) was not able to be calculated due to a strong bactericidal effect at
concentrations higher than 2MIC of NM394. At a concentration of 1 MIC, PAE of NM394 was longer than
ofloxacin (OFLX) and CPFX but shorter than tosufloxacin (TFLX).

5) NM441 showed greater therapeutic effects than OFLX, CPFX, TFLX and lomefloxacin (LFLX)
against experimental urinary and respiratory tract infections in mice, and cutaneous infection in burnt

mice.

6 ) On the subcutaneous pouch infection with P. aeruginosa in rats, the concentration of NM394 in pouch
was lower than OFLX and higher than the other. NM441 showed the most rapid reduction of viable counts

in pouch.



