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NM441 OREFHIRES

BH XY FF TV R

B0 gE

VIERERFEFMMAFLHE", YIRKEERGHRY

FR7uR Iy 7B * oL RERTIEE NM44]l OEMEERETH 5 NM394 O Staphylococcus au-
reus, methicillin-resistant S. aureus (MRSA), &EMtE MRSA, coagulase-negative staphylococci
(CNS), Streptococcus pyogenes, Streptococcus pmeumoniae, Enterococcus faecalis, Ewnterococcus
faecium, Escherichia coli CS2(R*), Klebsiella pneumoniae, Proteus mirabilis, Proteus vulgaris,
Morganella morganii, Providencia vetigeri, Citrobacter freundii, Serratia marcescens, Enterobacter
cloacae, Pseudomonas aeruginosa (1987 FE538), P. aeruginosa (1991 F£4538E), Burkholderia cepacia,
Stenotrophomonas maltophilia, Acinetobacter calcoaceticus, ampicillin-resistant Haemophilus influ-
enzae B & U Bacteroides fragilis D 21 BFE 10~66 KGR S BERRIC N4 2 MIC,, I3 FHF 25, 1.56,
100, 0.39, 0.39, 1.56, 1.56, 1.56, 0.2, 0.1, 0.1, 0.025, 0.2, 25, 0.39, 1.56, 0.39, 1.56, 1.56,
12.5, 6.25, 3.13, 0.05 B LV 25ug/ml TH o7z NM3IU IZBENHAEROBEE*SLE DT 7 Ak
MBI U CTHEBREEH (ofloxacin (OFLX), norfloxacin, ciprofloxacin, tosufloxacin, sparfloxacin
(SPFX)) HEmbBNIHEN 2R Lz, SVAKE~Y 707 7 —Y L OBINBREIER I HENTE L,
1/2 MIC BLED NM394 FAE T BWT DA E. coli {1 & { REMIL & hiz, NM394 » CHO-KI,
HeLa, IMR-32 #ifgizxtd 2 MpasgmaisifEM 12 OFLX X W5 <, SPFX rtEIEETH - /2,
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NMd4dl i BEFEEASH TER S h, HREEERRS
HEHFAFRE I NI 7O R Ty 7RO * 7 o Y REBTEE
THbH, NM4dl 3EOREH/NMG L ORI, 4 FY
VEFVVINVAFVELERT 2 L&D ESELKE
NM394 &7 2, NM394 377 LBt H, 77 ABME N
LBELOHEARZ i b b, BHICREBEICHL THELH
BAOERT I EBRE SN T3, KR TR, EEFE
NM394 OEBERF & L CEBER BRI T 2 BT
WHES, v v AEE~v 707 7 — ¥ L OB HRAREER, 8
L U BREMIGC T 3 2 EEIIHEIER I D WL TRES L 72,
I. &L UFE

1. ERZEA

NM394 i3BAEBEKRRESH - BARFERASHH» S
NEINTMEREER L 72, MEBEH L L T ofloxacin
(OFLX : &—#3), norfloxacin(NFLX : ZFksy),
ciprofloxacin(CPFX : /N 4 = )\ ¥ &), tosufloxacin
(TFLX : Bt T %), sparfloxacin(SPFX : KH&
8E) oMikEERLR,

2. WK

ERERZ I BRE P RREE B & VHRFEEAFE
it BBt RREE 0> 595 & 17z 21 BEHE 10~66 &
(1987~1991 s 43 B) 2R L 72, %8, RATFHRE
Escherichia coli 1%, E. coli CS2 \ZIEREKFN B
TRIREE DK B, 5B o5 RIET %2 YHE
TEEGEL VD TH 3,

3. EEHILEE (MIC) OfIEZE

AR EEEESEY 1L 2 FRERETHE L 72,
ThbbHRE% L-broth F T—RIRBEEEL, 7' 7 4
B 100 512, 777 AREMEIX 1,000 fZcFHRL,
% 10°CFU/ml OEBERHKE Lic, 37077~
& — (A EIEERT) 2 v, BEEE% 0.013~100pg/
ml OFEH| % & e Mueller Hinton agar (Difco) & A K v
MEEL, ITC—REER, BREOREICLY MIC
K 1z, 1272 L, Streptococcus pyogemes VX Hii 52 # 12
Heart infusion(HI) broth, MIC #7E i 5 %3 B 45 4%
Mm#AN HI agar (CEMBEERFR) 2 L7z, Strepto-
coccus pneumoniae \ZEMBRRKFRICKEKE L-EE2»
&& b, L-brothiZ 108CFU/ml £ 23 X S ciFEL 72
BRE AR L CEERK S L, MIC #IE 2 EIMKERFE
WEER U 1zo Haemophilus influenzae \3HHEEE I 5%
Fildes Extract (OXOID) sl HI broth, MIC #IE = 5 %
Fildes Extract(OXOID)fin HI agar 2/ L 7z, Bacte-
roides fragilis 13 EI¥5E I GAM broth (H7), MIC #i
EW GAM X %2HRHL, # A%y 75 (BBL) THES
BELR,

4. vUAKEE~ 0T 7 - L OB HNAREER

5B DICRIBE~ Y A DRERE % 8ml D 10% fetal
calf serum NFI2 K #h (HAK) TH-THEE~ 7 o
77—V RERLI, BEELTED, 1RGSR, &
SRSz 10° cells/ml i 2 B X 5 Wit L -, &
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IN—RA Y v FEH T 24 )R CORNING multi dish D&
well (MBI EEYE 0. 1m] (104 cells) &L, 5% CO,
FHET T30 HEER, Bt % Iml 37 oi0x, —%& CO,
BEELL, BAEM %K &% 20% L-CM(conditioned
medium L-929)® f0 F12 ###h Iml £ &Z#a L, 2 B CO,
HELXT-TCv7u77—Y2EMLE, ZhIZE
coli NIHJ JC-2 —®EEBRE*FR L bDE~ 7 O
77 =YD 50 &8 (5 x10° cells/well) L, —&0
well 1213 NM394 % 1 ~1/8MIC 2% %5 & 5z T
5% CO, GHET THRFHEERT o>/ #/N—A Vv
ZEEY H L T saline G THEL, £ 7/ =)V TCHEER
Giemsa EEZTOHRERERTE L 120

5 HErEENIHIRT XY 2 REINHI(E R OGS

HEREFED LA S —H¥Kk CHO-KI1 #ifa, HeLa i
M, bt hEEIFMAEE IMR-32 #ifg % 10% fetal calf
serum MMF128%# T, 5% CO, FEF3ITC 7 HE
CORNING culture bottle 1 THZE L /2, 3% %% 0.5mM
EDTA #00.05% trypsin T 37°C 5 4> fEI4LEE U #HAT % ix
LTz, EEE L THIfEEED, trypsin 2B\ T 10%
fetal calf serum i F12 B5ic EEHE L 72 D % 24 ]
CORNING multi dish iz 1 X 10* cells/ml/well 3° D #
L7, & welliZ Iml @ 10% fetal calf serum il F12
B, H 5005 0.2~200ug/ml O NM394, OFLX 7
& SPFX % & te[FEH# Iml 2¥bIL, 5% CO, FET
37°C 4 BRSEE LT, 35k, & well ORI - FHEHRT
2K, 0.5mM EDTA /10.05% trypsin T37°C5 43
RAALEE U CEMB %323 L 72, Trypsin 2721,

ISOTON # i1z B L T Coulter counter THIRRE %
BHETRIE L 72, 31| SRR D MRS 20 E 100 L, EH
AR D AESH RS R RO 7%
II. B #

1 NM394 OHBRENHESN

K IERE R Bk o0 5 NM394 DHBENTEN %
Table 1 2R L7, 1988 EWCTBES LT Staphylococcus
aureus 66 412t 3 5 NM394 ® MICs, (& 25ug/ml T
CPFX ¥ [F%, NFLX(=100xg/ml) &Y 4fEER TV
7> #35, OFLX(=12.54g/ml), SPFX(=12.54g/ml),
TFLX (=6.25ug/ml) & D 2~415%% A& o7z,
1981 4F | 47 B & # 7> methicillin-resistant S. aureus
(MRSA) 47 # 12 5t 3 5 NM394 ® MICy 13 1.56ug/
ml T OFLX £ [A%, CPFX & v 2%, NFLX X9 8f%
BTz, TFLX, SPFX & D 4~ 8% > Tz,
1987 &1 S B S 17 & B Tt MRSA 64 FRiC X ¥ %
NM394 @ MICy, & 100ug/ml T CPFX, NFLX & D&
nTwi-ss OFLX, SPFX, TFLX £ D 4 ~16 {45 5K
#7135 12, Coagulase-negative staphylococci (CNS)
41 BRIZX 9 5 NM394 D MICy, 13 0.39ug/ml T SPFX
kb 2fE4 3, TFLX £[FA%, CPFX, OFLX, NFLX
I ho~16fZBN T W, S pyogenes 48 BRI T 5
NM394 @ MICy, i3 0.39ug/ml T SPFX, TFLX & [A
%t CPFX, OFLX, NFLX &Y 2 ~8fFENh Tz,
S. pneumoniae 18 BRIZxF$ %5 NM394 D MIC,, 1% 1.56
ug/ml T CPFX & [@%, OFLX, NFLX &£ 9 4~ 8 f&5&
nTwizh, SPFX, TFLX £V 4 fE45 &/ -7,

Table 1. Antibacterial activities of NM394 and reference drugs against clinical isolates
Organism Antibiotic MIC (ug/mD)
(No. of strain) Range 50% 90%
Staphylococcus aureus (1988) NM394 0.39 ~ 100 1.56 25
(66) ofloxacin 0.2 ~ 50 0.78 12.5
sparfloxacin 0.05 ~ 12.5 0.1 12.5
ciprofloxacin 0.2 ~ 100 0.78 25
norfloxacin 0.78 ~>100 3.13 100
tosufloxacin 0.025~>100 0.1 6.25
Methicillin-resistant NM394 0.2 ~ 3.13 0.78 1.56
Staphylococcus aureus (1981) ofloxacin 0.05 ~ 1.56 0.78 1.56
47) sparfloxacin 0.05 ~ 0.2 0.1 0.2
ciprofloxacin 0.39 ~ 3.13 0.78 3.13
norfloxacin 0.39 ~ 25 3.13 12.5
tosufloxacin 0.05 ~ 0.39 0.05 0.39
High-level NM394 0.39 ~ 100 25 100
methicillin-resistant ofloxacin 0.39 ~ 50 6.25 25
Staphylococcus aureus (1987) sparfloxacin 0.05 ~ 12.5 6.25 12.5
(64) ciprofloxacin 0.2 ~>100 25 >100
norfloxacin 0.78 ~>100 >100 >100
tosufloxacin 0.025~ 12.5 3.13 6.25
Coagulase-negative staphylococci NM394 <0.013~ 0.39 0.2 0.39
(41) ofloxacin 0.39 ~ 6.25 1.56 3.13
sparfloxacin 0.05 ~ 0.78 0.1 0.2
ciprofloxacin 0.39 ~ 3.13 0.78 0.78
norfloxacin 0.2 ~ 6.25 3.13 6.25

tosufloxacin

<0.013~ 3.13 0.2 0.39
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Table 1. Continued

Organism Antibiotic MIC (ug/mi)
(No. of strain) Range 509 909%,
Streptococcus pyogenes NM394 0.1 ~ 1.56 0.2 0.39
(48) ofloxacin 0.2 ~ 3.13 1.56 1.56
sparfloxacin 0.2 ~ 0.78 0.39 0.39
ciprofloxacin 0.2 ~ 1.56 0.78 0.78
norfloxacin 0.39 ~ 6.25 3.13 3.13
tosufloxacin 0.05 ~ 0.78 0.2 0.39
Streptococcus pneumoniae NM394 0.39 ~ 1.56 0.78 1.56
(18) ofloxacin 0.78 ~ 6.25 1.56 6.25
sparfloxacin 0.1 ~ 0.39 0.39 0.39
ciprofloxacin 0.39 ~ 1.56 1.56 1.56
norfloxacin 1.56 ~ 12.5 6.25 12.5
tosufloxacin 0.2 ~ 0.78 0.39 0.39
Enterococcus faecalis NM394 0.39 ~ 3.13 1.56 1.56
(37) ofloxacin 0.78 ~ 3.13 3.13 3.13
sparfloxacin 0.1 ~ 0.78 0.39 0.78
ciprofloxacin 0.39 ~ 1.56 1.56 1.56
norfloxacin 1.56 ~ 50 6.25 6.25
tosufloxacin 0.1 ~ 0.78 0.39 0.78
Enterococcus faecium NM394 0.2 ~ 3.13 1.56 1.56
(41) ofloxacin 1.56 ~ 12.5 6.25 6.25
sparfloxacin 0.1 ~ 6.25 0.39 0.78
ciprofloxacin 0.2 ~ 12.5 3.13 6.25
norfloxacin 1.56 ~ 25 6.25 6.25
tosufloxacin 0.1 ~ 3.13 1.56 3.13
Escherichia coli CS2 (R*) NM394 0.05 ~ 1.56 0.1 0.2
(43) ofloxacin 0.2 ~ 0.78 0.39 0.78
sparfloxacin 0.1 ~ 0.78 0.39 0.39
ciprofloxacin 0.2 ~ 0.78 0.39 0.39
norfloxacin 0.2 ~ 0.78 0.39 0.78
tosufloxacin 0.1 ~ 0.78 0.2 0.39
Klebsiella pneumoniae NM394 <0.013~ 3.13 0.05 0.1
(47) ofloxacin 0.05 ~ 12.5 0.1 1.56
sparfloxacin <0.013~ 3.13 0.05 0.39
ciprofloxacin 0.025~ 6.25 0.1 0.39
norfloxacin 0.05 ~ 25 0.1 1.56
tosufloxacin 0.025~ 1.56 0.05 0.2
Proteus mirabilis NM394 <0.013~ 0.2 0.05 0.1
(48) ofloxacin 0.05 ~ 0.78 0.2 0.2
sparfloxacin 0.05 ~ 0.78 0.2 0.39
ciprofloxacin 0.025~ 0.39 0.05 0.1
norfloxacin 0.025~ 0.78 0.1 0.2
tosufloxacin 0.05 ~ 0.78 0.2 0.39
Proteus vulgaris NM394 <0.013~ 0.1 <0.013 0.025
(54) ofloxacin 0.05 ~ 0.39 0.1 0.39
sparfloxacin 0.05 ~ 6.25 0.2 0.78
ciprofloxacin <0.013~ 0.1 0.025 0.1
norfloxacin 0.025~ 0.2 0.05 0.1
tosufloxacin 0.05 ~ 0.78 0.2 0.39
Morganella morganii NM394 <0.013~ 0.39 0.05 0.2
(49) ofloxacin 0.05 ~ 6.25 0.1 0.78
sparfloxacin 0.1 ~ 6.25 0.2 1.56
ciprofloxacin <0.013~ 1.56 0.025 0.2
norfloxacin 0.025~ 1.56 0.05 0.39
tosufloxacin 0.1 ~ 6.25 0.2 1.56
Providencia rettgeri NM394 0.025~ 50 1.56 25
(45) ofloxacin 0.1 ~>100 6.25 100
sparfloxacin 0.1 ~ 100 6.25 50
ciprofloxacin <0.013~ 50 3.13 50
norfloxacin 0.05 ~>100 12.5 >100
tosufloxacin 0.05 ~>100 6.25 >100
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Table 1.  Continued
Organism Antibiotic MIC (/b S
(No. of strain) Range 509% 90%
Citrobacter freundii NM394 0.025~  1.56 0.1 0.39
(50) ofloxacin 0.1 ~ 12.5 0.39 3.13
sparfloxacin 0.05 ~ 12.5 0.39 1.56
ciprofloxacin 0.025~  6.25 0.2 3.13
norfloxacin 0.2 ~ 12.5 0.39 6.25
tosufloxacin 0.05 ~ 12.5 0.39 1.56
Serratia marcescens NM394 0.025~ 6.25 0.1 1.56
(50) ofloxacin 0.1 ~ 12,5 0.39 6.25
sparfloxacin 0.05 ~ 12.5 0.39 1.56
ciprofloxacin 0.025~ 12.5 0.1 1.56
norfloxacin 0.1 ~ 50 0.2 12.5
tosufloxacin 0.05 ~ 6.25 0.39 1.56
Enterobacter cloacae NM394 <0.013~ 1.56 0.05 0.39
(50) ofloxacin 0.05 ~ 25 0.39 6.25
sparfloxacin 0.025~ 25 0.1 1.56
ciprofloxacin 0.025~ 25 0.2 6.25
norfloxacin 0.05 ~ 25 0.39 12.5
tosufloxacin 0.025~ 25 0.2 1.56
Pseudomonas aeruginosa (1987) NM394 0.05 ~ 25 0.2 1.56
(50) ofloxacin 0.78 ~ 100 3.13 25
sparfloxacin 0.1 ~ 100 1.56 12.5
ciprofloxacin 0.1 ~ 25 0.39 3.13
norfloxacin 0.39 ~ 50 1.56 12.5
tosufloxacin 0.1 ~ 25 0.39 6.25
Pseudomonas aeruginosa (1991) NM394 <0.013~ 100 0.78 1.56
(32) ofloxacin 0.39 ~>100 1.56 100
sparfloxacin 0.39 ~>100 3.13 12.5
ciprofloxacin 0.05 ~>100 0.39 25
norfloxacin 0.39 ~>100 1.56 50
tosufloxacin 0.1 ~>100 0.39 25
Burkholderia cepacia NM394 1.56 ~ 12.5 6.25 12.5
(33) ofloxacin 3.13 ~ 125 6.25 6.25
sparfloxacin 0.39 ~ 1.56 1.56 1.56
ciprofloxacin 1.56 ~ 3.13 1.56 3.13
norfloxacin 3.13 ~ 25 12.5 12.5
tosufloxacin 0.39 ~ 6.25 3.13 3.13
Stenotrophomonas maltophilia NM394 0.39 ~ 12.5 1.56 6.25
(47) ofloxacin 0.2 ~ 3.13 1.56 3.13
sparfloxacin <0.013~ 0.78 0.2 0.39
ciprofloxacin 0.2 ~ 25 1.56 6.25
norfloxacin 0.78 ~ 25 6.25 12.5
tosufloxacin 0.05 ~ 1.56 0.39 0.78
Acinetobacter calcoaceticus NM394 0.2 ~ 50 0.39 3.13
(41) ofloxacin 0.05 ~ 50 0.2 1.56
sparfloxacin <0.013~ 25 0.025 0.39
ciprofloxacin 0.05 ~ 50 0.2 1.56
norfloxacin 0.1 ~>100 1.56 12.5
tosufloxacin <0.013~ 12.5 0.1 0.39
Ampicillin-resistant NM394 <0.013~ 0.05 0.025 0.05
Haemophilus influenzae ofloxacin 0.05 0.05 0.05
(10) sparfloxacin 0.025~  0.05 0.05 0.05
ciprofloxacin <0.013~ 0.025 <0.013 <0.013
norfloxacin 0.05 ~ 0.1 0.05 0.1
tosufloxacin <0.013~ 0.025 <0.013 0.025
Bacteroides fragillis NM394 3.13 ~ 50 6.25 25
(38) ofloxacin 1.56 ~ 25 3.13 6.25
sparfloxacin 0.78 ~ 12.5 1.56 3.13
ciprofloxacin 3.13 ~ 25 6.25 25
norfloxacin 12.5 ~ 100 25 50
tosufloxacin 0.39 ~ 12.5 0.78 1.56
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Enterococcus faecalis 37 #R 123 9 % NM394 @ MIC,,
1% 1.56ug/ml T CPFX & [F%, OFLX, NFLX &b 2~
L EEBL TV, SPFX, TFLX &V 2f&4%->Tw
72 Enterococcus faecium 41 8k 12 Xt 3 5 NM394 @
MICso % 1.56ug/ml T SPFX (213 2 &4 5 H3. o
HED2~4EENT VI, E coli CS2(RY) 43 £z
x4 5 NM394 @ MICyo 13 0.2ug/ml T, fliEILD b 2
~ 4 {EEN T W2, Klebsiella pneumoniae 47 BRI
% NM394 @ MICq 13 0.1ug/m] THAREK| F & b 58
¢, 2~16 fEE N Tz, Proteus mirabilis 48 #RIZXE3
3 NM394 @ MICyo 1t 0.1xg/ml T CPFX & [ &,

OFLX, NFLX @ 2 f&%, SPFX, TFLX @ 4 fZEn-H
EHuER LU, Proteus vulgaris 54 B2 x4 2 NM394
D MICy 13 0.025¢g/ml THIRER TR L EN, fBF L
D 4~32 fERWIE N 2R Uiz, Morganella morganii
49 BRI 9 5 NM394 @ MIC,, 13 0.2¢g/ml T CPFX
LE%, NFLX, OFLX, SPFX, TFLX X 2~8f%
BN C iz, Providencia retigeri 45 BRi2xt4 % NM394
D MICy i 25ug/m]l THDEHKID 2 ~ 4 EUEEN T
W 7z, Citrobacter freundii 50 £ 12 Xt 3 % NM394
MIC,, i+ 0.39ug/m] THBERIF R LEN, 4~16fF
BOWHE T 23R LTz, Serratia marcescens 50 BRIZx 3
5 NM394 @ MIC,, 1d 1.56g/ml T SPFX, CPFX,

TFLX L [F%, OFLX, NFLX L b 4 ~8fEENn T
7zo Enterobacter cloacae 50 # 12 ¥ 4 3 NM394 O
MICq 13 0.39ug/ml T, f&lIL D 4 ~32 EEN 7 iE
2otz 1987 FEIZ 3B S Tz Pseudomonas aeruginosa
50 R X3 5 NM394 @ MICy, i3 1.56ug/ml, % 7z,

1 MIC

a . without drug o

Fig. 1.

1991 FE W2 47 B & 1L 72 P aeruginosa 32 ¥k o xf § %
NM394 @ MICy, b 1.56pg/ml THEFEKIF & & &4,
FNEFNMAID 2 ~16 5, 8 ~64fZFRVHIE I E2RL
720 Burkholderia cepacia 33 £ 12 ¥ + %2 NM394
MICy & NFLX & [/ U < 12.5g/ml T, OFLX,
CPFX, TFLX, SPFX £ D b 2~ 8154 2 H4E72 - 720
Stenotrophomonas maltophilia 47 £ 1Z Xt 4 3 NM394
D MICq 1% 6.25ug/m]l T CPFX L [E%, NFLX @ 2 fZ
#En, OFLX, TFLX, SPFX £ b 2~161%4% > T\ 7z,
Acinetobacter calcoaceticus 41 ¥: 12 3 3 % NM394
MICq 1F 3.13ug/ml TNFLX k1 W b 4 fEEA T W 3
#, OFLX, CPFX X9 2f%, SPFX, TFLX £ b 8%
L BRAETS o 72 Ampicillin-resistant H. influenzae 10
BRIZXT 9 %5 NM394 D MIC,, 12 0.051g/ml T OFLX,
SPFX & [E%, NFLX &£ b 2 f##h, TFLX, CPFX X
Db 2~4fEU LS DEE 572, B. fragilis 38 Bk
X3 % NM394 D MICq, & 25ug/ml T CPFX & [A %,
NFLX £ 9 2 &, OFLX, SPFX, TFLX &k b 4
~ 16 &% > Tz,

2. xURAHEE~ 707 7 —Y L OBINAREER

E. coli NIH]J JC-2&xf3 % 1~1/8 MIC ® NM394
FHETCTOR Y AR~ 7077 —Y DREK % Fig.
la~le R L7z NM3MEFEETFT ClgE~ s 0
77—V 3EERNITIEDOREERE bz kwic®, Fig
laD LS CHIlEN TR L. E. coli IS~ 70 77—
EHIEL TOABBBEE s, IMIC(=0.013xg/ml)
~1/2 MIC ® NM394 FFE T Tid Fig. 1b, lc D & 54
BEROFBIIL>TT7 47 A MELIZE coli 3= 2

¢ 1/2 MIC

e. 1’8 MIC

Phagocytosis of Escherichia coli NIH] JC-2 by mouse cultured macrophage in the presence of NM394
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HAL2E R EKFESHES

077 —YIELBHE HbahiEsashiz, 1/4
MICHEET TR Fig. ldD LS~ r707 7 —YDEKHE
J1& E. coli DWFEHMIZIZFITLTEY, 1/8 MICH
ET Tk Fig. le DX 3T E. coli D¥EFEHBES 120,
FHIRIIE L E0R0 SN h o7z,

3. BRI T 2 ERENEER OB

B2 DBREDOEFIFEE T T CHO-K1, HeLa, IMR-32
HfE % 4 HREIEEE L7 & & OO E B & EH BRI
R DMRIECE 100 & U CEARMEF D4 2 Ko,
Fig. 2a~2c iZ;R L 7z, CHO-K1 #ifg ¥ L T ik Fig.
2a WZ/RY & 912 NM394, OFLX, SPFX & % 10ug/
ml FRIEFE TR LA CEEE 52205, 50
pg/ml ¥RHIRETix OFLX »SSEAISE SRR D #7 60% D4
fagkTh > zDict L, NM394 & SPFX TizzhEh
10%, 18% i1z L 7=, HeLa fifa izt L T it Fig. 2b iZ
RY &1, 10ug/ml AMEFCId OFLX 13 E5 1 £
w5z 7z0v08, NM394 1349 80%, SPFX 3% 65% 24
R WA L, 50ug/ml #RINEF Tid OFLX #SEEARINAS
DHI 60% DRI TH > - Dicxt L, NM394 & SPFX
12 10% LA F iz @ L7z, IMR-32 #E8w2 3 L < i Fig.
20T X Dz, 10pg/ml ks INEE T ik NM394 i3
OFLX, SPFX r[RITEE TH - 7zh3, 50ug/ml EINEET
& OFLX i3 #E A 0B D #9 40%, NM394, SPFX i3 #)

a. CHO-K1 cells

— NM394
----ofloxacin

50

Rate of living cells(%)

0 T T I
0.1 1 10

Concentration of drugs(ug/ml)

T 1
50 100

c. IMR-32 cells

50

Rate of living cells(%)

—-—sparfloxacin

10%, #15% i Igsmd L7co
m. * =

NM394 13 7 5 LBHE, 77 ABMEEIC LI <
ERI-HEHER L. 77 LEHED > B MRSA %
a7 R UEREIINL, %1z SPFX, TFLX ic2~8
=42 40D, CPFX, OFLX & 1312E% T, NFLX &
D LENTHENER L. S pyogenes T 3
NM394 ® MICs, MIC, (& TFLX FEIRAtEAIL D 2~ 8
ZENT W, S. prneumoniae, E. faecalis \CXFT BAK
%l MIC,, 1& CPFX &A%, OFLX, NFLX & b &,
SPFX, TFLX i2i3% > T\iz, E. faecium WXL TiE
SPFX 21343 b0, foEH L VENRT Y, 77
ARMERE I LT NM394 B =2 —F /v rEhict
~EWHENETRL, BCBNEEROEEICBVT,
R R b BN Tz, 1987 S BEORIRE N
2 NM394 & MICso, MICy ZHAREARF R O /NE L,
X 5 iR L7 1991 ELBORBE L TH
NM394 ® MIC,, I3 CPFX, TFLX & [F%, MIC,, i3t
D8 ~64 5L BN T I, RYARAREEY 707 77—V
r OB HAREERIZ, 1/2 MIC UL EOFFIEET IS
WTEH SN, THIERBEFEO=2—F /0 LR
%52 IIETHE»- 1, HEBYHEENHER
BELFTFWE Wb 3 OFLX icth~, SPFX & [k

b. HeLa cells

100 — NM394
S U -==-ofloxacin
> —-—sparfloxacin
E
&
S 50
B
3
'l
[

0 1 1
0.1 1 10 50 100

Concentration of drugs(ug/ml)

— NM394
ofloxacin
sparfloxacin

T
0.1

I
1

T T 1
10 50 100

Concentration of drugs(ug/ml)

Fig. 2.

Influence of NM394, ofloxacin and sparfloxacin on the growth of mammalian cultured cells
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HimpEEEZ R L7z, L L, NM394 iXBEE TEN Chemother 35: 2490~2495, 1991

- 2ET 59, BlzowT S a2 1T 4) HEMEREFES | B/IKEHIEEE (MIC) HlEZEE
BN ER e T ® ®ETIZ DWW T, Chemotherapy 29 @ 76~79, 1981

Z WERE R WIIRBB SN S 2 LHHRTE 5, 5) Nozawa R, Yokota T : Inhibition by glucocor-

X L) ticoids and choleragen of the conditional growth of

1) &HESE, BIEME | § 2 BERLEREFSHEEE poorly adherent mononuclear phagocytes of new-
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In vitro antibacterial activity of NM441
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The in vitro activity of NM394, the active form of a novel oral prodrug type fluoroquinolone NM441,
was compared with that of ofloxacin (OFLX), norfloxacin, ciprofloxacin, tosufloxacin, and sparfloxacin
(SPFX). The MICqs of NM394 against clinical isolates of Staphylococcus aureus, methicillin-resistant S.
aureus (MRSA), high-level MRSA, coagulase-negative Staphylococci, Streptococcus pyogenes, Strepto-
coccus pneumoniae, Enterococcus faecalis, Enterococcus faecium, Escherichia coli CS2(R*), Klebsiella
bneumoniae, Proteus mirabilis, Proteus vulgaris, Morganella morganii, Providencia retigeri, Citrobacter
[freundii, Serattia marcescens, Enterobacter cloacae, Pseudomonas aeruginosa(1987), P. aeruginosa(1991),
Burkholderia cepacia, Stenotrophomonas maltophilia, Acinetobacter calcoaceticus, Haemophilus influenzae,
and Bacteroides fragilis were 25, 1.56, 100, 0.39, 0.39, 1.56, 1.56, 1.56, 0.2, 0.1, 0.1, 0.025, 0.2, 25, 0.39,
1.56,0.39, 1.56,1.56, 12.5, 6.25, 3.13, 0.05, and 25xg/ml respectively. NM394 showed a broad antibacteri-
al activity against both gram-positive and gram-negative bacteria. Against most species of Enterobacteria-
ceae, NM394 showed superior activity to the other tested quinolones. The synergistic bactericidal effect
of NM394 with mouse cultured macrophages was comparatively weak ; the cells of E. coli were engulfed
and digested by mouse cultured macrophages in the presence of greater than 1/2 MIC of NM394. The
cytostatic activity of NM394 against CHO-K1, HeLa and IMR-32 mammalian cultured cells was greater
than that of OFLX, and was similar to that of SPFX.



