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NM394 OFEBENHLE /T & NM441 OERREIFRICEE S % et

T B TA HED - hEEAMY - Bk EF - FE AR
L ERY - EEOEO - 1 B2 WE BT TR KT
EH MO WE S0 R - ENEAKRY
VENEREENE, YEERRRETHREL YEMARRRERR,

YENSRBEERRER, YE LSRR RTTEER

HLARES N =2—F /0 U REIEF NM441 OiEERITH 5 NM394 OFE 1 &, NM441 O
IR BRI 1T B IR D W TRET 21T 2,

ERT SRR B WL TR > & B s ) 24 BRE, 378 BRiZ DV T NM394, ofloxacin (OFLX),
ciprofloxacin (CPFX), fleroxacin (FLRX) @ MIC 28I L, BT L /2, Staphylococcus aureus
o methicillin TR L Tid 4 Bl & bHE 135 <, methicillin BRI L Tid NM39%4 O
BHHRt3F & IZIZEET, £EH L bRMEHELA S Tz, Streptococcus pyogenes, Streptococcus
agalactiae \x3 L C NM394 ENREN R LI, L L, Streptococcus pneumoniae \ZXF3 B E
J3E NM394 S8 b4 > Tniz, BAMERNCE T 2B L T NM394 OHiE 11E CPFX L & i
o 2FE D LB T2, Pseudomonas aeruginosa =3 L Tk NM3%4 OHE MR LEL TV,
Stenotrophomonas maltophilia \=xXt4 2HE 71X 4 F & 55 o 12938, Vibrio parahaemolyticus, Vibrio
alginolyticus, Aevomonas hydrophila, Haemophilus influenzae, Moraxella catarrhalis 12t L T NM394
FENHENER L,

BRRZHR 3 9 Bl OMREBRBEE W DV THRET LTz, EFIDOWIRIZ, SHEMEK 26, BHESEILXOR
HIEE 24, BREEPESMTIEZH, REKEIZR I TH -7, 1EREEIZ 100mg 25 4 #i, 200mg
BofT, 1H2HEBES L, REHBIZ7TE25 14 HTHo72o NMUI B ERTCEE LD, S
pneumoniae B3 1 B, Haemophilus parahaemolyticus 5 1B, S. aureus & S. pneumoniae 55 1 Fl> 5
SHEs Iz, (%) 268, (B3] 66, [E®] 1FTholz, HEINIERIITRTRESING,
BIER L LTIk 1 BICTHBRERE 2 VRESHAL 2,

Key words: NM441, NM394, HiE/I, BERZE

NM44l - wEEanizprodrug D =2 —F /o v
RHERITH 2, BERLVBRNS N THEEEERETH S
NM394 L %2b, 75 LsBHEE»S 77 ABREECH T TIE
EL BN BN 2RV,

SEFE ik NM394 O & NM441 DERRZIRIC DOV
TRIALEOT, Boh@BREYRET 2,

I ;1 H h
1. W&

EERRICERES N TWAEKRSBROT NS, T
RO 24 BiFE, 378 HkENIRE L, BMETICH LT,

Methicillin B2 Staphylococcus aureus (MSSA) 15
B, methicillinfift4S. aureus (MRSA) 158k, coagulase-
negative Staphylococcus (CNS) 158k, Streptococcus pneu-
moniae 15 ¥k , Streptococcus pyogemes 15 £k, Strepto-
coccus agalactiae 15 # , Enterococcus faecalis 15 1 ,
Escherichia coli 158k, Citrobacter freundii 15%k, Kleb-
siella pneumoniae 158k, Sabmonella typhi 158, Sal-
monella spp. 158k, Shigella spp. 158k, Enterobacter

cloacae 158k, Proteus vulgaris 158k, Proteus mirabi-
lis 158k, Morganella morganii 15%, Hafnia alvei 14
¥k, Pseudomonas aevuginosa 158k, Stemnotrophomonas
wmaltophilia 158k, Vibrio parahaemolyticus 15 #&,
Vibrio alginolyticus 12 ¥k , Aeromonas hydrophila 15
¥, Haemophilus influenzae 24 ¥, Moraxella catarr-
halis 13%k, S. aureus (3538 1 ., S. pneumoniae
1Z 5> Streptococcus spp. B X U H. influenzae 135 EER 3
2 BUROW)EER LIS, Z0MoEEILEEHE
iz h, BEISRTORKROT D S EBIEL R
L7z,

2 H

CFEREFSFEERD T, FIREREC LY
NM394 DE/NEBEIERE (MIC) 28IE L7, K2
Rzt disc FEEH CRBT) 26EH L, MIEEREEHE &
U a2 T v — MEREEHNCIZ 3 %O ERMMBRE N T2,
HEERIZ 10°CFU/ml, 37°C TREL, UBEEB LV
BEHRHBICERDEELBEL 72, FEFIC ofloxacin
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(OFLX), ciprofloxacin (CPFX), fleroxacin (FLRX)
oWTH MIC Z/ZEL, HEREL 72,

3. BE

NM394, OFLX, CPFX, FLRX © 7 7 A& Xt
323 MICH%i% Table 112, 77 ABBHEINT 2
MIC 4345 % Table 2 B8 & tf Table 3 ic/RL 7z, MSSA
s 5 NM394 0 MIC i3 0.39~25ug/ml 25346 L,
MIC;, 1& 0.78ug/ml, MICy, i 3.13ug/ml T H o720
D 3 FD MICs,, MIC,, i& NM394 & iZIREE D, P
FEoTwizns, s 3FNTBVTSH 12.50g/ml LA ED
MIC %R tEdRd3 A4 5z, MRSA xf LT 4 FD
HEHRwWTIh b5 o7z, CNS XL T NM3% @
MIC 13 0.2~12.5ug/ml i34 LU, MICs, i% 0.39ug/
ml, MIC,, i 6.25ug/ml T, CPFX & ZIZEIEDOIHEH
FERL, D 2H X DRRBNT W, S pnawmoniae
23t LT NM394 @ MIC i 0.78~100ug/ml iZ534R L,
MIC,, 1 6.25ug/ml, MICy, i& 100ug/ml TH - /2,
ftd 3 FD MICyo 1, OFLX #%3.13ug/ml, CPFX %%
6.25ug/ml, FLRX 2% 25ug/ml T, NM3% OHiE 148
BbE->TWwiz, S pyogenes ixt$ 3 NM394 @ MIC

120.2~0.39¢g/ml 254 L, MICs, MICy & & iz
0.39ug/ml THotz, flid 3 F D MICy X Fh2h
OFLX #% 3.13ug/ml, CPFX #%0.78ug/ml, FLRX 3t
12.5ug/ml TH Y, NM394 DHEHHR S BEL T,
S. agalactiae \23xF L NM394 @ MIC i 0.39~0.78xg/
mliz 345 L, MICs, MICs 12 & H1Z 0.78ug/ml Th-
7z fad> 3 # D > H OFLX, CPFX o MIC it NM394
LiZiIZEI%E T, FLRX B b L > TWwic, E. faecalis iz
% L NM394 © MIC i 1.56~6.25ug/ml iZ 345 L,
MICso, MICq, & L F 41 3.13ug/ml, 6.254g/ml T
Hotzo D 3FOFESIE NM394 OHE S & iZiZE
ETholz,

Table 2iICBEAMERICE T 2 BEICK T 3 MIC
S5F %R L Jze E. coli i3t L T NM39%4 0 MIC it
0.025~0.39ug/ml 2434 L, MICs, MICs i3 & b iZ
0.05ug/ml T# -7z, OFLX, FLRX 0 MIC;,, MIC,,
b 0.1ug/ml B X T°0.2ug/ml THH, NM394
XD R®% 5%, CPFX ® MICs, MIC,, X ZhZH
0.0125¢g/ml, 0.05ug/ml THY, BHEL TV, C
Sfreundii w34 L T NM394 ® MIC i 0.025~0.2ug/ml

Table 1. Susceptibility of clinical isolates to NM394, ofloxacin, ciprofloxacin and fleroxacin
Inoculum size: 10®° CFU/ml
Organism Drug MIC (ug/ml)
(no. of strains) Range MIC,, MIC,,
thicillin- iti NM394 0.39~ 25 0.78 3.13
‘;‘e h’cl’ n se“i' ’r‘;s ofloxacin 0.39~ 12.5 0.39 0.78
"’p(f’s"‘;’;‘,"s) " ciprofloxacin 0.3~ 12.5 0.39 1.56
strains, fleroxacin 0.39~ 25 0.78 1.56
thicillin-resistant NM394 12.5 ~>100 25 >100
’;;ph Ioc:c;is‘:mus ofloxacin 6.25~ 100 25 100
(1"5 straing) ciprofloxacin 12.5 ~>100 25 100
fleroxacin 12.5 ~>100 50 >100
NM394 0.2~ 12.5 0.39 6.25
coagulase-negative Staphylococcus  ofloxacin 0.39~ 12,5 0.78 12.5
(15 strains) ciprofloxacin 0.2~ 125 0.39 12.5
fleroxacin 0.78~ 50 0.78 25
NM394 0.78~ 100 6.25 100
Streptococcus pneumoniae ofloxacin 1.56~ 6.25 3.13 3.13
(15 strains) ciprofloxacin 1.56~ 12.5 3.13 6.25
fleroxacin 6.25~ 25 12.5 25
NM394 0.2~ 0.39 0.39 0.39
Streptococcus pyogenes ofloxacin 0.78~ 3.13 1.56 3.13
(15 strains) ciprofloxacin 0.2 ~ 0.78 0.78 0.78
fleroxacin 1.56~ 12.5 6.25 12.5
NM394 0.39~ 0.78 0.78 0.78
Streptococcus agalactiae ofloxacin 1.56~ 3.13 1.56 1.56
(15 strains) ciprofloxacin 0.78~ 1.56 0.78 0.78
fleroxacin 6.26~ 25 6.25 6.25
NM394 1.56~  6.25 3.13 6.25
Enterococcus faecalis ofloxacin 1.56~  3.13 3.13 3.13
(15 strains) ciprofloxacin 0.78~ 3.13 3.13 3.13
fleroxacin 3.13~ 6.25 6.25 6.25
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Table 2. Susceptibility of clinical isolates to NM394, ofloxacin, ciprofloxacin and fleroxacin
Inoculum size : 10° CFU/ml
Organism MIC (zg/ml)
(no. of strains) Drug
no. of strains Range MICs, MIC,,
NM394 0.025 ~0.39 0.05 0.05
Escherichia coli ofloxacin 0.025 ~1.56 0.1 0.2
(15 strains) ciprofloxacin =0.0062~0.39 0.0125 0.05
fleroxacin 0.05 ~1.56 0.1 0.2
NM394 0.025 ~0.2 0.05 0.1
Citrobacter freundii ofloxacin 0.05 ~0.78 0.1 0.39
(15 strains) ciprofloxacin <0.0062~0.1 0.0125 0.1
fleroxacin 0.05 ~0.78 0.1 0.39
NM394 0.05 ~0.39 0.1 0.39
Klebsiella pneumoniae ofloxacin 0.2 ~1.56 0.2 1.56
(15 strains) ciprofloxacin 0.05 ~0.78 0.1 0.78
fleroxacin 0.2 ~3.13 0.39 1.56
NM394 0.025 ~0.05 0.025 0.05
Salmonella typhi ofloxacin 0.025 ~0.1 0.05 0.05
(15 strains) ciprofloxacin <0.0062~0.025 0.0125 0.025
fleroxacin 0.05 ~0.1 0.1 0.1
NM394 0.05 ~0.1 0.05 0.1
Salmonella spp. ofloxacin 0.1 ~0.2 0.2 0.2
(15 strains) ciprofloxacin 0.025 ~0.05 0.025 0.05
fleroxacin 0.2 0.2 0.2
NM394 0.025 ~0.05 0.05 0.05
Shigella spp. ofloxacin 0.025 ~0.2 0.1 0.2
(15 strains) ciprofloxacin =0.0062~0.05 0.0125 0.025
fleroxacin 0.05 ~0.2 0.1 0.2
NM394 0.025 ~0.39 0.05 0.39
Enterobacter cloacae ofloxacin 0.05 ~1.56 0.2 1.56
(15 strains) ciprofloxacin 0.0125~0.39 0.05 0.39
fleroxacin 0.1 ~1.56 0.2 1.56
NM394 0.05 ~0.78 0.05 0.39
Proteus vulgaris ofloxacin 0.1 ~3.13 0.2 1.56
(15 strains) ciprofloxacin 0.025 ~0.78 0.05 0.39
fleroxacin 0.1 ~3.13 0.2 1.56
NM394 0.05 ~0.39 0.1 0.39
Proteus mirabilis ofloxacin 0.2 ~0.39 0.2 0.39
(15 strains) ciprofloxacin 0.025 ~0.39 0.05 0.2
fleroxacin 0.2 ~0.78 0.2 0.39
NM394 0.05 ~0.1 0.05 0.05
Morganella morganii ofloxacin 0.1 ~0.2 0.1 0.2
(15 strains) ciprofloxacin 0.0125~0.05 0.025 0.05
fleroxacin 0.1 ~0.2 0.1 0.2
NM394 0.025 ~0.78 0.05 0.05
Hafnia alvei ofloxacin 0.05 ~1.56 0.1 0.2
(14 strains) ciprofloxacin 0.0125~1.56 0.025 0.05
fleroxacin 0.05 ~3.13 0.1 0.1

KA L, MICs, MICy 1% 24 0.05g/ml, 0.1
ug/ml TH -7z, OFLX, FLRX X & b 2 £ S FED
MIC 4 %% L, MICso, MICq i ZHZ1 0. 1xg/ml,
0.39ug/ml T#% - 72, CPFX @ MICs, 1% 0.0125¢g/ml,
MICy i3 0.1ug/ml T H D, B EN T o K.
bneumoniae W2 ¥t L T NM394 @ MIC ix 0.05~0.39

ug/mlizs3A L, MICs, MICy, i ZH#H 0.1ug/ml,
0.39ug/ml T H -7z, CPFX ® MICs, 12 0.78xg/ml
THH, NM3% LD R4 5 Twi, OFLX, FLRX
ZCPFX XD 2 51ZE 5Tz, S #yphi Xt L T
NM394 & MIC 1% 0.025~0.05xg/ml 2534 L, #&DT
ENTHENER LI, b 3FOHE N LEL T
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%3, CPFX ® MICq iZ 0.025ug/ml THRHENL T2,
Salmonella spp. 3¢ L T NM394 & MIC % 0.05~0.1
pg/mliZ 34 L, MICs, MICy i #h Z 1 0.05ug/
ml, 0.1ugg/ml CTH-7, CPFX ix NM3%4 k v {Eh -
BN 2R U8, OFLX, FLRX O#HiE /712 NM394
LD RRE 5 Twie, Shigella spp. XL T NM39%4 D
MIC iZ 0.025~0.05ug/ml 2534 L, MICs,, MIC,, i
& H1Z0.05ug/ml TH-7z, CPFX D MIC,, i3 0.025ug
/mlITHH, RLELT W, OFLX, FLRX OfiEH
X NM394 £ DR o572, E. cloacae 2353 5 NM394
@ MIC i3 0.025~0.39ug/ml 25346 L, CPFX @ MIC
DHEIFZREAETH >, OFLX, FLRX O E X
NM394 X V%> Twiz, P vulgaris Xt L T NM394
D MIC 1% 0.05~0.78ug/ml 2434 L, MICs, MICs
iXZENnZh 0.05g/ml, 0.39xg/ml ¢, CPFX OHEN
ERIRFRIETH >, OFLX, FLRX ® MIC ix NM39%4
L YW% o7, P. mirabilis \Zxt L T NM394 & MIC i
0.05~0.3%ug/ml i f L, MICs,, MICy iZFNFh
0.1ug/ml, 0.39xg/ml THh -7z, NM394 DIHE X
CPFX X 4> Twizds, OFLX, FLRX X h %

BRTWiz, M. morganii \=xt3 % NM394 © MIC i1
0.05~0.1ug/ml 24345 L, MICs, MIC, iz F'h %
0.054g/ml TH -7z, CPFX D MICs, 12 0.05¢g/ml ¢
NM39%4 & iZi2RE % T - 7258, OFLX, FLRX iz
NM394 & D %72, H alvei o33 3 NM3%4 ¢
MIC % 0.025~0.78ug/ml 25345 L, MICs,, MIC,, it
¥ %12 0.05xg/ml Th-7z, NM394 OHES7ix. CPFX
LIZIZEZETCH o208, OFLX, FLRX & D@ Tz,
Table 3 BNMEBIUAOEBCH T 2B 2%
R U720 P aeruginosa izt L T NM394DMICIZ0.1~
3.13ug/ml L B bIEfMEHIz 24 L7z, CPFX © MIC i3
NM394 i L TR RIL { 4346 L 7228, MICso, MIC,, i
AL H 12 0.39ug/ml, 0.78ug/ml TH -7, OFLX,
FLRX @ 2 #D MICso, MICy, 13 # N4 1.564g/ml,
6.25ug/ml THY, BHSH»ic NM394, CPFX k4o
720 S. maltophilia =X L TiX 4 F X bHEHIZF -
7z H3, MICsp, MICqo % 11 £ #112.5¢g/ml, 25ug/ml
R L7 NM394 23 b 55> Tz, V. parahaemoly-
ticus W25t LT NM394 ® MIC i 0.1~0.78ug/ml i 4
L, 4KfcKERERZASNE» T2, V. algino-

Table 3. Susceptibility of clinical isolates to NM394, ofloxacin, ciprofloxacin and fleroxacin
Inoculum size : 10° CFU/ml
Organism Drug MIC (ug/ml)
(no. of strains) Range MIC;, MIC,,
NM394 0.1 ~3.13 0.39 0.78
Pseudomonas aeruginosa ofloxacin 0.39 ~12.5 1.56 6.25
(15 strains) ciprofloxacin 0.2 ~6.25 0.39 0.78
fleroxacin 0.39 ~12.5 1.56 6.25
NM394 3.13 ~25 12.5 25
Stenotrophomonas maltophilia ofloxacin 1.56 ~ 6.25 6.25 6.25
(15 strains) ciprofloxacin 1.56 ~12.5 6.25 12.5
fleroxacin 1.56 ~ 6.25 6.25 6.25
NM394 0.1 ~0.78 0.2 0.78
Vibrio parahaemolyticus ofloxacin 0.2 ~ 1.56 0.39 1.56
(15 strains) ciprofloxacin 0.1 ~1.56 0.2 0.78
fleroxacin 0.2 ~0.78 0.39 0.78
NM394 0.05 ~ 0.78 0.78 0.78
Vibrio alginolyticus ofloxacin 0.05 ~ 3.13 1.56 1.56
(12 strains) ciprofloxacin 0.0125~ 1.56 0.78 1.56
fleroxacin 0.05 ~ 1.56 0.78 0.78
NM394 0.025 ~ 0.05 0.025 0.05
Aeromonas hydrophila ofloxacin 0.025 ~ 0.1 0.05 0.05
(15 strains) ciprofloxacin <0.0062~ 0.0125 0.0125 0.0125
fleroxacin 0.025 ~ 0.05 0.05 0.05
NM394 0.025 ~ 0.78 0.05 0.05
Haemophilus influenzae ofloxacin 0.025 ~ 0.78 0.05 0.1
(24 strains) ciprofloxacin 0.0125~ 0.2 0.0125 0.05
fleroxacin 0.05 ~ 3.13 0.1 0.2
NM394 0.1 ~10.78 0.2 0.2
Moraxella catarrhalis ofloxacin 0.1 ~ 1.56 0.2 0.2
(13 strains) ciprofloxacin 0.05 ~ 0.78 0.05 0.1
fleroxacin 0.2 ~3.13 0.39 0.39
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Iyticus iz 3t L T NM394 & MIC i% 0.05~0.78ug/ml
i L MICs,, MICy & b2 0.78xg/ml TdH - 72,
o 3FOMICHREKDOIm/mERL Iz, A hydro-
phila 3L T NM394 0 MIC i 0.025~0.05xg/ml i
AL, BOTEIERLU, o 3F b Rk En
eHENER Uz, H influenzae X3 L NM394 @ MIC
12 0.025~0.78ug/ml 25345 L, MICs,, MIC,, & %1
0.05ug/ml ThY, ENIHEN ERLIH, CPFX,
OFLX OHiE /1 b AR EN Tz, FLRX OHEH
BRRE 72, M. catarrhalis XL T NM394 @ MIC
120.1~0.78ug/ml iZ 53 f5 L, MICs, MICy, & ¥ 1T
0.2ug/ml THY, OFLX L ZIZRA&E TH - /223, CPFX
OHEN IR L VEN T Wz, FLRX OHE /713 NM3%4
IPRRLE o> Tz,
. B K % 8

1. W&

199342 B & W [EIE 7 B d J CEILEREEFRE
ARIEZ2 LML 2 6l BESEIROAMEHE
20, BEEMHEIMKE2 M, AUHSEXXL3IF, 59
BTholz. BE4H, L5 61T, Flid 355 S 81
Ricb7zY, 3BmOLME 1 B 2R & MOBIE T T 60
BULTH o1z I OERIC b ERFERBIZ R 0o 72,
NM441 R ERTCERFOMELRE I N DR 7THT
A, EEL > VCEBEIEROBE L E L 5N DI,
S. pneumoniae 53BEH, Haemophilus parahaemolyticus
DB, S. preumoniae & S. aureus RIFEIBEFF N F
niflchH-tz,

2. REELSVPCHRERE

NM44l # 1 H 2 B8, YyEBRCEONCERES LT,

1 E 583 100mg 2% 4 B, 200mg 235 BT, &5H
Bix7H2%), 11814, 14H6BITH> 7

3. HESAE

FEI®RSHIHRO B EER, G0k, CRPE, ik
8, MEVHRBREOHBESE L L, REMNIC, [ER]
(excellent), [H%h](good), [LABER (fair), [#ERh]
(poor), THIEFREE] (not evaluable) @ 5 KR L L7,
HE X FHRELIT> 12,

4. R

FEFOME % Table 4 12, NM441 5/ OBEKRE
Eff% Table5 KRR LTz, [FER] 28, [B%] X
661, %] X 1BITHoTz, [EFERX] STEDONID
REBUKEXAOREHE 16, L 16T, [EIH
BEBMHSEXLRDRMEED 18ITH 5, HMEEHNE
i 3EFI» S SBEIN: 3EE, 4BREITNTRER
niz,

BERE LT, ER 4 CHEEOL2GREVES 11
B HE U720 NM44l oG5 %2hikEL, X704
FHEES I TUERITo 2. BERIBREF1E»S 10H
BICHR LTz, ZOMDERICBWTIX, BWEAOHER
3RD sz olz,

BMERBEORELH IOV, FHERELRI
Bk, BE5HT - B5%H L ZREHT - EFICERR
BEEERLU SHITRINTAIGETH -2, NM44l &5
REBERE R TR LD, REOBIEAR2EBRUIE
% 4 T, BEHIARMMS OIFPER (BRER) 13 0 %, GOT
521U, GPT 471U, LDH 474IU, y-GTP 381U TH >
Je i3, BEBIZZFNTH 46%, 118IU, 1041U, 730IU,
50IU W LA LTz, 85HiEL S 10 HRIZITOWI-KRE

Table 4. Clinical efficacy of NM441 treatment
Body . R
Case L . .| Underlying Treatment €sponse Adverse
A . Isolat N .
no. | 8¢ Sex w(e;g?t Diagnosis disease solate (mgXtimesXdays) | clinical |bacteriological reaction
1170 M chromc{ ) (—) normal flora 200X 2X14 excellent unknown (—)
bronchitis
acute . .
2 16l|F - (=) H. parahaemolyticus 100X2x14 good eradicated (—)
bronchitis
37| M| sg |Pulmonary; ., S. preumoniae 200%2x 14 good | eradicated -)
emphysema
Eruption
Stab. 1
4 13| F i - t done 200X 2X11 ood unknown
pneumonia (=) no g GOT 1, GPT
LDH1, y-GTP
5 (64| F pneumonia (=) normal flora 100X2x 14 excellent unknown (=)
6 (8 | F acute .. (=) normal flora 100x2X14 good unknown (-)
bronchitis
7063 F g0 |3cute ", (-) not done 200%x2x 7 good unknown (—)
bronchitis
8 | 72| M 45 pulmonary (=) S. preumoniae 200%2x 14 good cradicated (=)
emphysema) S. aureus
91771 M 50 chromc' R (=) normal flora 100X2X 7 poor unknown (=)
bronchitis
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Table 5. Laboratory findings before and after NM441 treatment
Case| | WBC |Baso [Eosino| Neutro(3%) | S8C1 mb | e | 71%| BUN | Cr |GOT|GPT| ALP |LDH |y-GTP| T-Bil | ESR | CRP
no. (/mm®) | (%) | (%) |Stab. Seg. |/mm?) (g/dD)| (%) /o’ (mg/db) [(mg/dl) | (IU) { (IU) |(KAU)| (IU) | (IU) |(mg/d1)|(mm/h}|(mg/dI)
1 B| 6100 | 1.3 {18.2 | 0 |[44.1] 454 {15.4{44.9(19.4| 14.1 0.7 15| 7| 7.4 | 312 13 0.4 30 0.2
A 6300 | 1.0 | 10.2 | 0 57.8{ 444 [15.0 | 42.6 | 18.9 | 14.6 0.8 20 8| 6.6 | 315 27 0.5 0.1
2 B 4000 | 1.0 7.0 1.0]61.0 481 | 14.9142.921.2] 12.7 0.5 18| 13| 5.0 | 426 10 0.3 55 0.5
A| 5100 | 1.2 | 4.3 | 0 |67.2] 481 |14.8|43.2|26.5| 10.0 0.5 241 19| 5.1 | 419 36 0.4 35 0.3
3 B| 9100 | 0.9 | 0.3 | 0 |74.3|529 [15.9(47.7]41.9] 14.3 0.9 171 11| 8.3 | 323 35 0.5 1.6
A*| 6500 | 1.1 | 0.5 | 0 |72.1| 469 |14.4|42.3|42.8| 13.2 0.9 20 14| 8.3 | 258 32 0.4 0.7
B| 6000 | 0.8 | 0.8 0 |68.6| 428 | 9.0|28.9{35.8] 6.1 0.4 52| 47| 11.4 | 474 38 0.3 29 0.8
4 A 7400 | 0 3.0 {46.0(37.0| 441 | 9.2129.129.6] 10.4 0.5 |118 (104 | 12.5 | 730 50 0.4 25 1.4
F{| 4200 | 1.7 | 2.1 | 0 |44.9| 470 | 9.8 |31.5|45.1| 8.4 0.4 17| 25| 9.0 | 409 31 0.3 0.1
5 B| 4200 | 0.7 | 2.6 | 0 |61.9| 401 |12.6|36.7(18.1| 19.4 0.6 11| 8| 6.2 | 291 5 0.3 0.4
A| 4600 | 0.9 6.7 | 0 ([53.7) 403 |12.7|36.4|17.6| 20.8 0.6 21| 23| 6.4 | 296 8 0.6 0.1
6 B} 5700 | 0.9 | 3.3 | 0 |70.6| 437 |13.8{39.6(22.3| 13.1 0.9 17| 11| 7.0 | 421 10 0.7 0.8
A| 5200 (0.8 3.3 0 [61.4] 446 |14.0[39.9{32.7| 18.9 0.9 15| 9| 6.6 | 413 13 0.7 0.1
7 B[ 5200 | 06| 1.7 0 |[71.5( 430 |13.0{38.6[19.8| 9.8 0.5 15| 10 7.1 | 332 22 0.5 2.6
A 5300 (0.8 2.5| 0 [69.8] 422 |12.9(37.7]26.0| 11.9 0.4 17} 13| 6.3 | 324 22 0.3 0.3
8 B 10300 | 0 0 2.0|81.0| 471 |15.1]45.8(21.3] 18.7 0.5 7 51 12.8 | 302 12 0.8 7% 26.8
A| 82000 2.1 | 0 |74.9] 446 |14.5(43.8(30.4] 9.4 0.4 15| 7] 11.1 | 349 13 0.3 36 0.5
9 B| 730 | 0.7 | 14| 0 |75.0] 450 |14.8|42.0|17.2| 8.4 0.7 11| 8| 8.0 [ 298 14 0.5 0.5
A
B: before A: after F: follow

* showed laboratory data of 7th day of medication, because the final laboratory examinations lacked.
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We studied on antimicrobial activity of NM394, the active form of NM441, newly-developed quinolone,
and on clinical efficacy of NM441 in respiratory tract infection.

1) Antimicrobial activity

The MICs of NM394 against clinically isolated 378 strains of 24 species, were measured in inoculum size
of 10° CFU/ml and compared with those of ofloxacin (OFLX), ciprofloxacin (CPFX) and fleroxacin
(FLRX). Against methicillin-sensitive Staphylococcus aureus antimicrobial activity of NM394 was equal to
those of the other drugs, and as to methicillin-resistant S. aureus the activities of 4 drugs were weak.
Against Streptococcus pyogemes and Streptococcus agalactiae NM394 showed strong activity, but against
Streptococcus pneumoniae the activity of the drug was inferior to those of other drugs. Against Entero-
bacteriaceae NM394 and CPFX showed excellent activities and superior to those of OFLX and FLRX.
Against Pseudomonas aeruginosa the activities of NM394 was superior to those of the other drugs. Against
Vibrio spp., Aeromonas hydrophila, Haemophilus influenzae and Moraxella catarrhalis the drug showed
strong activity.

2) Clinical efficacy and adverse reaction

Two patients with pneumonia, 2 with chronic bronchitis, 2 with infected pulmonary emphysema and 3
with acute bronchitis were treated with NM441 at a daily dose of 200~400mg for 7 to 14 days. Clinical
responses were excellent in 2 patients, good in 6 and poor in 1. Two strains of S. pneumoniae, 1 of
Haemophilus parahaemolytics and 1 of S. aureus isolated from 3 patients were eradicated after NM441
treatment. Eruption with abnormality of liver function was observed in 1 patient.



