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RN BE-FHRE 0 F-B  EF
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KA

NM441 DERER B & UERIKIIBRE 21T, UTOMR 287,

HEBREI Tk, FFED S5 ABME (methicillin-susceptible Staphylococcus aureus, methicillin-
resistant S. aureus, Staphylococcus epidermidis, Enterococcus faecalis, Streptococcus pyogenes, Strepto-
coccus pneumoniae) B LU 5 LBYE (Escherichia coli, Klebsiella pneumoniae, Proteus mirabilis,
4 ¥ F — WG Proteus spp., Citrobacter freundii, Enterobacter cloacae, Pseudomonas aeruginosa,
gentamicin fif ¥ P. aeruginosa, imipenem it ¥ P. aeruginosa, Haemophilus influenzae, Moraxella
catarrhalis) 3 2HE %, o= .. —F o % (ofloxacin, ciprofloxacin, tosufloxacin (TFLX))
B & U cefdinir, minocycline, amoxicillin & LB LTz, 77 ABME I L TROERK & 1312
RIFOHEN 2 RL, 77 ARMEINL Tk TFLX tAZ -3 #hU ELOHEHER LT,

ERAREIRAY T, BEKEXX 1361, SEMWEEX 9 8, SERAL 3H, BEEHES KEZWE 34,
BEEBR 1A (B 118, &t 1841, £ 16~78 1) ot LA % 200~400mg 5> 2 T 3 ~10 HRE#E
5L, 2298 (&3] 561, [Bz1]1961, [R06%] 46, [#5] 16T, BLK82.8% (24/29)
ThHolz, BWFRRZD Sh T, BRREBEOERELEIIEE DFBEROMIMNL 2 FlcED ShizDs

MAR. 1996

Thoiz,

BEwwk b, NM441 i3 EEORSYEIC L CEARTER L Bbihl,
Key words: NM441, —a—% /o>, MIC, EEKRER

NM441 Z HEFEERSHETHFRICER I F /o>
FREBRMEETCH B, XK/ UV VBEEO 16IL 241%
SEMLTARBBEC LB E2EY, S5 THOE~
FYVBEAFYIIFIVINAFANEEPETEILICE
DRINSED SNz T RSy 7HDEEMTH D, KEIX
BERLOVRREN, FFVYIFFV VN RAFVEDER
LIeHUEEME NM394 & 22, ZOEMMEIR S LABNE
BLUY 7 ARMECH L TLBEROARZ PVERFLTL
%, IFICRIBE, oM S ABREELR EOERY~ Y AR
PRI L CEOWHENETRT, 2/, SEEHERR, —8
BEAER, BERFE IMERCIBFCHEEZ3mMRIRRL,
Z2BENF I EPERENT B,

SE, B2 IEFEOEBEH S X UBKRRN 21TV, EF
DHREEEBILDTHRET 5,

I. % & pa)
1. AIEEH%RB & UHIE A5

LB B 1T 2 BER > BERTERR (methicillin-susceptible
Staphylococcus aureus (MSSA) (20 #), methicillin-
resistant S. auwreus (MRSA) (20 #k), Staphylococcus
epidermidis (20 ¥%), Entevococcus faecalis (20 #%),
Streptococcus pyogenes (208) , Streptococcus pnewmoniae
(20%%), Escherichia coli (208%), Klebsiella pneumoniae
(20 #%), Proteus mirabilis (20%8), 4 > F — VB #
Proteus spp. (20#F), Citrobacter freundii (20 #%),
Enterobacter cloacae (208), Pseudomonas aeruginosa

(20#k), gentamicin (GM) fit¥: P. aeruginosa (20#%),
imipenem (IPM) itk P. aeruginosa (208%), Haemophilus
influenzae (20 ¥k), Moraxella catarrhalis (20 ¥k) *H
v, KPHMEERRNSHF B ERBRZHERERC T,
NM394 & & U'IHHEEE [ofloxacin (OFLX) ciprofloxacin
(CPFX), tosufloxacin (TFLX), cefdinir (CFDN),
minocycline (MINO), amoxicillin(AMPC) iz 2WwT,
HARLZREZLRAELD (BEEE 10°cell/ml) i2f-
TREMHEEIT- 12,
II. B& &R 9 %% &

1. MR

MRIZFRK 4 12 B &5 FEL 5 4 2 A % T %4beN
B2RZL, AEOHES W MERERRE 28 Fl8 LU
REBAIE 1BITH - 1z, EFIDONTRIE, FAUIEIR
136, BMEEL 9B, 2Rk 3, BHREHEIR
EXWHE I, BEBL 1HITHo 2. KISk 11H,
M 18 BT, FERIX16~T8 5% (FY45.1%) THholz

2. Ftk

FEORE - AKX 1 H 200~400mg 25 2 TH, ¥
RERAL, RS8R 3~10 BRTH -7,

3. RHEHENE

HRARAER, REEME, HWRMR, BRE, ROEB, €
REOHR, WE X SR, BREME, BCRERS (B0
HH, ks LU CRP) OHBERBAICHNL, [F

* T 300 LT TR 2-7-14
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), (B, [RPER], ], HETE] O5 B
Fez CHIE L 720

BWEEIZ OV TIE, 7VF—ER, MESRERL E
CEEL, BRBEEL, BERREL L TiE, —KRmE
(FRMBkE, ~E70Ey, ~= b7 )y ME, AMKE,
MMz Y), FFgsE (GOT, GPT, ALP % ¥), B
#ae (BUN, 2Vv7F=il), RREZEOKRE%
FEREHIHBICERL, REXHIAD SNIS55 )
BHRAEEZITV, ZOHREEREL .

m. # S

1. HEH

NM39% 07 7 ABGHHE, BEE I3 % MIC range,
MICso, MICs ZXHREE & & H i Table 11Z/R L7,

MSSA Tix TFLX & b & h, KX CPFX &£ [
BEORETHY, MRSA Tiz MINO &b Eh, &
# D MICytx 50ug/ml T, OFLX, CPFX X hEn
BETH -7

S. epidermidis B & U E. faecalis T3, &3z TFLX
%5 bDD OFLX & b &Eh, CPFX L REEOME
%R, S. pyogenes B L U S. preumoniae Tl AMPC,
CFDN &% b Bh, RWwT TFLX, XEDIETH Y,
CPFX X O ENI:BETH > 7,

E. coli B X U K. pneumoniae Tix TFLX & BREE
T, OFLX X W Eh Tz, P. mirabilis, 4 > F—)v
B Proteus spp., C. freundii 8 & ' E. cloacae T %
CPFX LA TENIBRETH > 72,

P. aeruginosa, GM Ttttk P. aeruginosa, 1PM fitE P.
aeruginosa, H. influenzae T3 CPFX, TFLX L [RIREE
DRIFZBETH > 72o M. catarrhalis Tix OFLX LA
BEORETH > 72,

2 . ERIRAYRREY

fEBID—E % Table 2 12" L1,

EFIORNFIZ, AaMKEXL 136, [MEEEEL I,
BURML 3B, BEEMHE REXWE 3, BRBER
1805 29 BT, ABE3H, 413k 256, Abgw o5tk
1BITH o1z, 10, BSAED BEEIIRIE 24 §, FF
ESBITHoT,

ERERBNSR I 29 BT, (%) 561, [H%]) 196, [®
LB 4B, [HES]) 18IThH -1, (B LDRES
i3, AUSEXATIE 138G 116, SHEMWERKTIEI
Bih 8 Bl, AMRkLETIXIBT 16, BEEHEIIE
XWHE(3P) B L UBEBEA(16) Ciaefl B8] KU
ETH-7 (Table 3),

ER 1 ~13 BAMREXATH S, EF 11355 KK
MTHRE L BEOMAL L UAERIGOERELLY [F
Utz fEGI2 13 61 A CRERGITHTDH S
b, MR EEOMEKICED (B &L, ERI3I’
RBEMETEEDOWEEB L US. aureus DEKIT LD

[B%] & Uiz, 41 18U CHAB LU S an

veus DML B 1205, CRPIPRBETLEZDOAT
Hottd [RRBR] & L, FERS 350 RBEMETHE
BOWMEIZ LD [BR] & Uiz, ERI6 & 37 REHETH
BB L UBEOREAIC LD (B3] & Liz, ER 71X 47
BT H. influenzae DK LD [B#] & L, E
51813 53 EBU THEDOHEICL D [BR] & LT fE
B9 i3 67 FBM TR, WEOWHKICLY [ER] L
tzo FEBI10 13 78 BB M TER B L URERGHTED
7z [HFN] & U7z, fER 1113 64 BN THEEDIHEE
& Klebsiella oxytoca, S. aureus DIEFIZL D [H%]
E LT, fER12 13 31 AU THRBB L U CRPETO
fesd [B%h] & Uiz, fEf 13 13 54 MBUTHRAB LU
BHEOMERIZELY [BR) &L,

FEM14~22 3 AMHEEL TH 5, EFI4IF20K K
Y CREE L UCRPOETIWC LD (B L L, EH
1516t THeh, BE, WiEm, BHELEL Tk
Bel, fB#EB L UHEBDHEKICLD BRI &L,
FEBI161X25m Lot CTHRE, B, MRERREC & VXKL,
AEZS L > TEEEROSEELAON [BR] &L
Too FEBI 17 X 3T RAMETEPL L ZEREEROKESL &
U'CRP ot bz » [F#) & Lz, fER 18 i3 30 &
ZHTHRESB L VORERBOEKIC LD (B2 &L,
FEF 19 13 64 At TEERR DK & CRP o#ibic &
D [ER] & Uiz, FERN20 13 74 BRACHTHRE, BOWK,
TR %R 2 TRBEL, AERSICIVEDIICINS
DIERDBEER L7 [BR] & Liz, ER 211 74 5%
M CIREERDOHKL L RERGOIEE LD [H2)
EL T, ERH2ITRBETERIZHERL 7228,
CRP iz LR L, S preumoniae H3iERL T iz
[RRER] & LT,

FER 23~25 ZAUREKTH %, EHF 23 13 47TRE
MTEROMEEB X O H influenzae DIEERICE D [H
Sk LTz, RER 24 1 21 M TEERIZE K L7253,
CRP i35 ikt 37 [RRBER] & Liz, fER 25
E B EESTCHREB LU CRPDETIEA S D8,
THGESE & IR E L 2o Ttz [RRER] & Lz,

FEBI 26~28 IR A I REXMETH 5, fiEH 26
1320 RAMETIERMPHEEL, RERGHHES HIZET
LTwalew [EFR] & L, ER27 13 37 R TiE
ROWEICEY (B &L, ERI2813 67 REMT
FERDEK & CRP oM bic & [B%] L Lz,

FERI 29 IXB LB R D 1R THRE, BROMXK,
CRP ot b8 L U E. coli (10' CFU/ml B%) Ok
Dl [FER] &L,

3. ElIfEA

SEBL PR LB WT, B, tENLEIE
R shishrol, BRBRECBWT, BE5H1HKIC
REDEBS NFEG TRER TRICEEBE 2R UIE
Bk 23 B 2 Bl & & Lz (Table 2), FER 25 TIAEF
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Table 1-1. Antibacterial activity of NM394 and reference compounds
Organism Dru MIC (ug/ml)

(no. of isolates) g range 50% 90%
methicillin-susceptible NM394 0.2 ~ 3.13 0.39 3.13
Staphylococcus aureus (MSSA) ofloxacin 0.2 ~ 1.56 0.39 0.78

(20) ciprofloxacin 0.2 ~ 3.13 0.78 3.13
tosufloxacin =0.025~ 0.2 =0.025 0.1
cefdinir 0.2 ~ 0.78 0.39 0.39
minocycline 0.2 ~ 0.78 0.2 0.78
amoxicillin 0.1 ~ 12.5 0.2 1.56
methicillin-resistant NM394 0.39 ~ 50 25 50
Staphylococcus aureus (MRSA) ofloxacin 0.39 ~>100 100 100
(20 ciprofloxacin 0.39 ~ 100 100 100
tosufloxacin =0.026~ 25 25 25
cefdinir 25 ~>100 >100 >100
minocycline 0.2 ~ 25 0.78 25
amoxicillin 0.78 ~ 50 50 50
Staphylococcus epidermidis NM394 0.1 ~ 0.39 0.2 0.39
(20) ofloxacin 0.39 ~ 1.56 0.39 0.78
ciprofloxacin 0.1 ~ 0.78 0.2 0.39
tosufloxacin <0.025~ 0.39 0.05 0.05
cefdinir <0.025~>100 0.05 25
minocycline 0.1 ~ 6.25 0.2 1.56
amoxicillin 0.2 ~ 50 1.56 25
Enterococcus faecalis NM394 0.39 ~ 3.13 0.78 1.56
(20) ofloxacin 0.78 ~ 3.13 3.13 3.13
ciprofloxacin 0.39 ~ 6.25 1.56 1.56
tosufloxacin 0.1 ~ 0.39 0.2 0.39
cefdinir 3.13 ~ 100 25 50
minocycline 0.2 ~ 50 25 50
amoxicillin 0.39 ~ 1.56 0.78 1.56
Streptococcus pyogenes NM394 0.1 ~ 0.2 0.2 0.2
20) ofloxacin 0.39 ~ 1.56 0.78 1.56
ciprofloxacin 0.1 ~ 0.78 0.39 0.78
tosufloxacin =0.025~ 0.2 0.1 0.1
cefdinir =0.025 =0.025 =0.025
minocycline 0.1 ~ 25 0.1 6.25
amoxicillin =0.025 =0.025 <0.025
Streptococcus pneumoniae NM394 0.39 ~ 1.56 0.78 1.56
(20) ofloxacin 1.56 ~ 3.13 1.56 3.13
ciprofloxacin 0.78 ~ 1.56 1.56 1.56
tosufloxacin 0.05 ~ 0.2 0.1 0.2
cefdinir =0.025~ 3.13 0.05 0.2
minocycline 0.056 ~ 25 6.25 25
amoxicillin <0.025 <0.025 <0.025
Escherichia coli NM394 <0.025~ 0.1 <0.025 =0.025
(20) ofloxacin <0.025~  0.78 0.1 0.2
ciprofloxacin =0.025~ 0.2 =0.025 =0.025
tosufloxacin <0.025~  0.39 <0.025 <0.025
cefdinir 0.05 ~ 0.78 0.39 0.78
minocycline =0.025~ 6.25 0.78 3.138
amoxicillin 3.13 ~>100 6.25 >100
Klebsiella pneumoniae NM394 =0.025~ 0.39 0.05 0.39
(20) ofloxacin 0.1 ~ 3.13 0.2 0.78
ciprofloxacin £0.025~  6.25 0.1 0.39
tosufloxacin £0.0256~  0.78 0.05 0.2
cefdinir 0.2 ~ 0.78 0.39 0.39
minocycline 1.56 ~ 12.5 6.25 6.25
amoxicillin 25 ~>100 100 >100
Proteus mirabilis NM394 =0.025~ 0.1 <0.025 0.05
(20) ofloxacin 0.1 ~ 156 0.1 0.39
ciprofloxacin =0.025~ 0.2 <0.025 0.05
tosufloxacin <0.025~ 0.2 0.1 0.1
cefdinir 0.1 ~ 0.2 0.1 0.1
minocycline 12.5 ~ 100 50 50
amoxicillin 0.78 ~>100 0.78 1.56




VOL. 44 S-1

NM441 &R B & UBRRIIRES 259
Table 1-2.  Antibacterial activity of NM394 and reference compounds
Organism MIC (ug/ml)
. Drug
(no. of isolates) range 50% 90%
Indole (+) Proteus spp. NM394 <0.025~ 0.1 <0.025 0.1
(20) ofloxacin <0.025~ 0.78 0.1 0.39
ciprofloxacin <0.025~ 0.2 <0.025 0.1
tosufloxacin <0.025~ 0.2 0.05 0.1
cefdinir 0.2 ~ 50 6.25 25
minocycline 0.78 ~>100 12.5 25
amoxicillin >100 >100 >100
Citrobacter freundii NM394 <0.025~ 0.1 <0.025 0.1
(20) ofloxacin 0.1 ~ 0.78 0.2 0.78
ciprofloxacin <0.025~ 0.2 =0.025 0.2
tosufloxacin <0.025~ 0.39 0.05 0.39
cefdinir 6.25 ~>100 100 >100
minocycline 0.78 ~ 100 12.5 100
amoxicillin 25 ~>100 >100 >100
Enterobacter cloacae NM394 =0.025~. 3.13 0.05 0.39
(20) ofloxacin 0.1 ~ 125 0.2 0.78
ciprofloxacin <0.025~ 6.25 0.05 0.2
tosufloxacin =0.025~ 1.56 0.05 0.39
cefdinir 0.78 ~>100 >100 >100
minocycline 3.13 ~>100 6.25 50
amoxicillin 2100 >100 >100
Pseudomonas aeruginosa NM394 0.1 ~ 3.13 0.2 0.39
(20) ofloxacin 0.78 ~ 6.25 1.56 1.56
ciprofloxacin 0.2 ~ 3.13 0.39 0.39
tosufloxacin 0.2 ~ 1.56 0.39 0.39
cefdinir >100 >100 >100
minocycline 25 ~ 50 25 25
amoxicillin >100 >100 >100
gentamicin-resistant NM394 0.1 ~ 6.25 0.39 0.78
Pseudomonas aeruginosa ofloxacin 0.39 ~ 25 1.56 6.25
(20) ciprofloxacin 0.1 ~ 6.25 0.39 1.56
tosufloxacin 0.1 ~ 6.25 0.39 1.56
cefdinir >100 >100 >100
minocycline 1.56 ~ 50 25 50
amoxicillin >100 >100 >100
imipenem-resistant NM394 0.2 ~ 12.5 0.78 6.25
Pseudomonas aeruginosa ofloxacin 0.78 ~ 100 3.13 25
(20) ciprofloxacin 0.2 ~ 25 1.56 6.25
tosufloxacin 0.2 ~ 50 0.78 6.25
cefdinir >100 >100 >100
minocycline 12.5 ~ 50 50 50
amoxicillin >100 >100 >100
Haemophilus influenzae NM394 <0.025~ 0.05 <0.025 0.05
(20) ofloxacin <0.025~ 0.1 0.05 0.05
ciprofloxacin <0.025 <0.025 <0.025
tosufloxacin <0.025 <0.025 <0.025
cefdinir 0.2 ~ 0.39 0.39 0.39
minocycline 0.78 ~ 3.13 1.56 1.56
amoxicillin 0.2 ~ 12.5 0.39 0.39
Movraxella catarrhalis NM394 0.05 ~ 0.1 0.1 0.1
(20) ofloxacin 0.1 0.1 0.1
ciprofloxacin £0.025~ 0.05 0.05 0.05
tosufloxacin <0.025 =0.025 =0.025
cefdinir 0.1 ~ 0.39 0.2 0.39
minocycline 0.2 ~ 0.78 0.39 0.78
amoxicillin 0.05 ~ 6.25 3.13 3.13
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Table 2-1. Clinical summary of 29 patients treated with NM441
Out- Daily dose .
Case Age|™ patient . . | Underlying ... | and duration | Organism |Fever| WBC CRP Clinical | Side Bact.eno-
. Diagnosis : Severity . . o | (mg/ | Sputum logical
no. | ¢ or disease (mg X times isolated | (*C) [(/mm?) ab effect | effects &
€X |in-patient, X days) eltect
55 " N.F. 37.2| 8,500 0.23 +
1] -] out br““h‘?ti - + | 200x2x 7 ! | ! ! ! good | — | unknown
F onchitis NF.  [36.0| 6,200 0.04f ~—
61 acute N.F. 37.0| 5,100 0.73| 2+
2 . out bronchitis - + 100x2X 7 I 1) 1 ! ) good — | unknown
F N.D. 36.0 N.D. [N.D -
19 acute S. aureus | 37.8| 3,200| 7.261 2+
3 . out bronchitis - + 100x2x 7 1) ! [ ! I good — |eradicated
M - N.D.| N.D. |ND. -
18 acute S. aureus |37.0 8,500 | 7.40 -
4 . out bronchitis - + 200X2X 6 ! i ! l ! fair — [eradicated
F N.F. 36.4| 5,600 5.36 -
50 acute N.D. 36.8| 5,600 0.42( 2+
5 | ¢ out bronchitis hypertension + 100x2x 7 ) 1) I ) ! good — | unknown
M N.D. N.D.| N.D. |ND. -
37 acute N.F. 38.2| 5,400 | 1.44| 2+
6 . out bronchitis — + 100x2X 7 1 ! ! l l good — unknown
F N.D. N.D.| ND. [N.D. +
47 acute diabetes H. influenzae| 36.7 | 4,800 | 0.04| 2+
7 . out bronchitis|  mellitus + 100x2X 7 | 1) ! l 1 good — |eradicated
F N.F. 36.3| 5,100 0.04( 2+
53 acute N.D. 36.5| 5,800 0.77( 2+
8 . out bronchitis - + 100x2x 7 ! ! 1 l 1 good — unknown
M N.D. 36.0| N.D. |N.D. -
67 acute | hypertension N.F. 37.3(10,000 | 8.86( 2+
9 ’ out bronchitis| protein uria + 100x2x10 \ ¢ y ¢ L excellent)  — unknown
M N.D. N.D.| ND. [ N.D. -
diabetes
B acute | ittt NF. [36.4]| 4,400 | 2.22| 2+
10| - In o onchitis atrial + 100x2% 5 i H i i i poor — | unknown
M fbeillstion NF. [36.6] 3,900 | 2.43] 2+
64 hyperthyroidism K. oxytoca | 35.9| 9,500 | 6.37] 2+
. acute diabetes S. aureus ! 1 1 i
| - + x — i
! M ™ lbronchitis|  mellitus 100%2x 7 l 35.6| 7,000 1.85| - | £°°¢ eradicated
heart failure N.F.
31 acute N.F. 38.4¢ 8,700 5.59| 2+
12| - out | nchitis — + 100x2x 7 N ! i i 1) good — | unknown
F S. pneumoniae | 36.2 | 9,200 | 1.59 +
54 acute N.D. 37.11 9,300 1.99 +
13 | - out . - + 100%x2x 7 i i l i i good — | unknown
bronchitis
M N.D. N.D.| ND. | ND. -
20 acute S. pyogenes | 38.7 | 5,300 | 5.59 -
14 | - out pharyngitis — + 200%x2X 7 ! ! 1 ! l good - persisted
F S. pyogenes | 36.2 | 8,400 | 0.60 -
16 —  |37.0] 4,700 0.00] -
acute ' .
15| - out pharyngitis —_ + 100x2X%X 7 ! ! | l ! good — unknown
F N.D. 36.0| N.D. |[ND. -
25 acute N.F. 37.0( 5,500 | 0.34 -
16 | - out pharyngitis - + 100X2X 6 { i I i ) good — | unknown
F N.F. 36.8| 4,500 0.17 -
37 . N.F. 36.9| 6,800) 1.63 +
acute chronic ’ N
17 | - out pharyngitis|  nephritis + 100x2%x 7 i } ! 1) | lexcellentf — | unknown
F N.D. N.D.| N.D. |N.D. -
30 acute H. influenzae | 37.6 | 5,200 | 3.16 -
18 - out pharyngitis - * 100x2x 3 l | l l l good - unknown
F N.D. 36.0 | N.D. | N.D -
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Table 2-2.  Clinical summary of 29 patients treated with NM441
Out- Daily dose Bacterio-
Case Age patient| . | Underlying .. | and duration | Organism |Fever| WBC CRP Clinical | Side acten
. Diagnosis . Severity . iy (mg/ | Sputum logical
no. or disease mg X times isolated | (°C) |[(/mm?) ) effect | effects ffect
Sex in-patient X days) dl ertec
64 acute N.F. 38.5( 3,700 | 1.50 -
9] - out ... | hypertension + 100x2x 5 ! | ! | | |excellentf — | unknown
pharyngitis
F N.F. N.D.| 7,400 | 0.26 -
74 acute N.F. 37.6 | 3,300| 0.42 -
20| ¢ out haryngitis - * 100x2x 7 ! | ! | ! good — | unknown
F pRaryng NF. |36.2] 4,80 0.5 -
74 acute | hypertension N.F. 37.8| 9,100 6.14 -
21| - out haryngitis pastritis + 100X2x 5 ! 1 | i ! good - unknown
F pranynelts) & NF.  |37.2] 6,100| 1.76] -
75 acute | NyPpertension S. pneumoniae | 38.3 | 9,600 | 7.44| —
2| - in haryngitis cerebral + 100x2x 4 ! ! ! ! ! fair — persisted
M PRAYIBIS)  infarction S. pmewmoniae | 36.2 | 7,200 |11.83]
47 acute ned;l‘"’rze:ih H. influenzae | 38.0 | 6,600 | 6.25| —
23| - | out | FCE D perte‘:lsioill + | 200x2x 7 | | ! ! ! good | — |eradicated
M P NF.  |36.4| 4,500] 2.67| —
gout
21 acute S. pyogenes | 39.7 | 11,300| 4.72 -
24| - out tonsillitis — + 200x2x 7 | 1 I ! ! fair — unknown
F N.D. N.D.| N.D. |N.D. -
35 acute N.F. 38.2 11,600 | 5.72 - eosino-
B - | out | 0 C - + | 200x2x 7 ! l ! ! ! fair | phile | unknown
M onstiitis NF.  [36.3| 7.200] 1.03] — (2-13)
20 in bronchial N.F. 38.7 | 23,300 |19.67 - eosino-
26 | ¢ 1) athma — + 100x2X 5 1 ! | 1 ! excellent| phile | unknown
F out +infection S. agalactiae| 36.0 | 7,200 | 1.48 - (2—13)
37 bronchial |, deficien N.F. 37.21 7,900 0.00 -
27| - out athma | 'TOR Geticieney + 100x2X%x 7 [ ! i | ! good - unknown
F +infection| oo NF. [36.0| ND. |[ND.| -
67 bronchial N.F. 36.5| 6,500| 0.77 -
28| - out athma | hypertension + 100x2X 5 1) | | 1 | good — unknown
M +infection N.F. 36.0 | 7,800 0.42 +
31 acute E. coli 38.2| 4,900 | 1.97
29 | - out pyelone- — + 100x2% 7 | ) | l excellent| — |eradicated
F phritis — 36.2| 6,600 0.17
N.D.: not done N.F.: normal flora Severity *: mild, +: moderate
Table 3. Clinical results of NM441 treatment of 29 patients
) ) no. of clinical effect clinical
diagnosis cases | excellent good fair poor effectiveness (%)
acute bronchitis 13 1 10 1 1 11/13
acute pharyngitis 9 2 6 1 8/9
acute tonsillitis 3 1 2 1/3
bronchial athma with infection 3 1 2 3/3
acute pyelonephritis 1 1 1/1
total 29 5 19 4 1 24/29 ( 82.8)

BRI 2% 13% 1 LR L7z, FER26 T EFRIRD

2% 13%ic LR LT, NM44l & DERREEFRICDOWVT
B BfgEbznb L] LT,
v. # =

NM441 3BLWHEA~RZ PV 2B L, B r 7 A

BEECH LBOAEN 2R TY. Bx OBRKSERT

KIS 2HENAEORERICBL Y, ftho=a2—*
JarRAEELRIELZ U EOREEEEEL TV
120 BRI P. aeruginosa W23t LU TlE, MIC, i B W T
CPFX, TFLX & D 1E&Eh, MICy, ¥ 0.39 ug/ml &
BETH-TZLRFEINIREZLEEZ SN,

LLED in vitro DBENI:FIEEE #2772 B E
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BICHRBENTE DY, £/, SEOERIREDRE
KBOVTH, HREFH29FTHD, BEBEHNS
hoteZtbdHotzd, Table 3D T &L, SERPIE
WS 5B, [B%1I196, [R2B%] 461, &R
18T, B%1E 82.8%(24/29) 2R L, AEDEFZLEDS
BEEIni-bDOEEZ 3,
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Basic and clinical studies on NM441

Akira Ohishi, Michihiro Sakauchi*, Noboru Aosaki and Masataka Katsu
Department of Internal Medicine, Kasumigaura National Hospital
2-7-14 Shimotakatsu, Tsuchiura, Ibaraki 300, Japan
(* Present address: Mito Red Cross Hospital)

We carried out basic and clinical studies on NM441, and obtained the following results.

In the in wvitro antibacterial activities, MICs of NM394 (the active form of NM441) were examined
against gram-positive bacteria (methicillin-susceptible Staphylococcus aureus, methicillin-resistant S.
aureus, Staphylococcus epidermidis, Enterococcus faecalis, Streptococcus pyogenes, and Streptococcus
pneumoniae) and gram-negative bacteria (Escherichia coli, Klebsiella pneumoniae, Proteus wmirabilis,
indole-positive Profeus spp., Citrobacter freundii, Enterobacter cloacae, Pseudomonas aeruginosa,
gentamicin-resistant P. aeruginosa, imipenem-resistant P. aeruginosa, Haemophilus influenzae and
Moraxella catarrhalis) and compared with those of other new-quinolones (ofloxacin, ciprofloxacin and
tosufloxacin (TFLX)), cefdinir, minocycline and amoxicillin. The activities of NM394 against gram-
positive bacteria were almost equal to those of the other drugs, and the activities of NM394 against gram-
negative bacteria were equal to or better than those of TFLX.

In the clinical study, NM441 was administered to 29 patients, 13 cases with acute bronchitis, 9 with acute
pharyngitis, 3 with acute tonsillitis, 3 with bronchial athma+infection and 1 with acute pyelonephritis
(male: 11; female: 18; age: 16~78 years old), at a dose 100~200mg twice a day for 3~10 days. Clinical
response was excellent in 5 cases, good in 19, fair in 4 and poor in 1. No side effects were observed, and
abnormal laboratory findings were observed with slight increases in eosinophile in 2 cases.



