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HECFEREF 28R

NM441 ORGPz RESE 10 T 2 2R
E EAY KR B -HEE B - xR R
RE EFEXY- L 53X - B &
ORISASZIRHELTRRNAR, YEI R RURBIRRER, VBRI RRPIR

FLoF / orEThHsNMMUDin vitro fiEH 2D =2—% 7/ 0 > ETH % ofloxacin
(OFLX), tosufloxacin, ciprofloxacin, sparfloxacin, fleroxacin & k@ U7z, HRBERBRETH 3
Staphylococcus aureus (45 #E), Streptococcus pneumoniae (43 ¥8), Moraxella (Branhamella) catarrhalis
(43 #K), Haemophilus influenzae (44 #8), Pseudomonas aeruginosa (46 #E) i D\ TIfTo71ze MIC,, &
MICs, TH % &, S. aureus(3.13ug/ml, 50ug/ml), S. preumoniae(1.56ug/ml, 3.13pg/ml), M.
catarrhalis (0.1ug/ml, 0.1ug/ml), H. influenzae (0.025ug/ml, 0.025xg/ml), P. aeruginosa(0.39ug/
ml, 1.56ug/ml) Tholz, P. aeruginosa Ti3HbENIHEHER LIS, £DOMOEETIE OFLX
WWIEWHE N 2R LT,

NM394 07u K7 v 7/ Ths NM44l % 3 AOBE W ZnZn 1H 100mg, 200mg, 300mg, 1 H 2
EIRAR & ¥ CIEHRE & B FRE P RFMICHEL L 2 5, MBETRBEOE—2ZEIZEAETH
0.14ug/ml, 1.25pg/ml, 1.65xg/ml T, BRHOEE X 0.36ug/ml, 0.27ug/ml, 0.11ug/ml THY,
MEFREARE L BEANOBIT T o T,

HH B P IR 3R R WO 3 2 EROBERRNER X 87.5% 1238 S, MIERRIRIT in vitro HEH &
FHNOGEFBE >R L T, S. preumoniae, H. influenzae 8B X U8 M. catarrhalis 133 ~TH%k, S
aureus R P. aeruginosa TiXThd 2P 1 BROBEETH > 72, FFICEET 2 BIEAPEKRREE

MAR. 1996

REBRFAD SN, HEMEPRBRERLE N T XK OEBENTR S Nz,
Key words : NM441l, =2 —F/ o ¥, WIRSERGPE, MBEEE, BEhEE

NM441 3*x /7 VU BERD 1ML 2 S22 48R
BELLIFTENF /) BEOMREERELTW2Y,
NM441 i3OG ES» s BIRS W T, HEEERE
D NM394 & UTHRIZAMT 32, NM394 OHE Iz, Bk
BRIEE & UTEER Haemophilus influenzae, Moraxella
(Branhamelila) catarrhalis, Pseudomonas aeruginosa 7z ¥ @
77 LAEMECERD TEOWIEN 2R, %7 Staphylococcus
aureus X Streptococcus pneumoniae s ¥ D 75 ABIEERE
KHHENER T 579, RADKEEEBEOBRDBICE
WU 2728, HRBEBIVERE LD M- EEA
D in vitro L, EREEBOBRECRE LI 2 DENE)
BB, &5 ICIERBREE S & URBBSE A L TEKRLY
RER L,

1 % &
1. EEFRDBEERBHEFEE XN T 5 in vitro HEH

1991 5 1992 FiZ T T, WRRBRPFERE NS
SEEANTREETDH B S. aureus, S. pneumoniae, M.
catarrhalis, H. influenzae, P. aeruginosa X3 258
7%, ERERFREC TR/INFEBHIEEE (MIC :
minimum inhibitory concentration) & L CTHIE L7z,
5 % FR.IM# % & t» Mueller-Hinton broth iz T —Hakz
L7-E#E%® 105/ml CHEEL, 2055 10 HELEEs
&8 LT 5 %RMIE Mueller-Hinton 3Hz M L 72,

FIEEEDOBE X 100ug/ml 25D 2EREFER L LT, 18
REEBRER CARNCEOREET R A SN RV HEVE
ExMICtL7, WB*. oL LT, ofloxacin
(OFLX), tosufloxacin(TFLX), ciprofloxacin
(CPFX), sparfloxacin(SPFX), fleroxacin(FLRX) %
EUFERRCHEL 72,0

2 . NMd441 DENEhRE

BECHPEEEE LT, EEiz NM441 28501
TREOMEF B X VKb NM394 D » £W%
BFRERICLDAIE LY, Tbb 3 ADBEDOHRSE
RRAEREBAFIC 1 [ 100~300mg © NM441 2 1 H 2 [
BRE LT, SEREICHERL /2 MK L w5 2 36t Lz,
M I ERER R L i MBI HBEL T, BEL L b
—20°CIRIE L Tz, EEHERIGIERRIC B 72 o Tid, NM39%4
FHER¥EME (Consera®, HAK) w THR LIz, BREHER
Escherichia coli Kp#%® L U NIH] #ke#EH L, #E
A1y 7 TRHIEA 2L, $kbb E. coli Kp#
H %\ id NIH] Bk %49 10°/ml #5812 3% L 7 Mueller-
Hinton #4112 200ul D R —NV %2 2@EF T2 S v—1+ %
B, 7z hEEEEED NM394 8L U0MmEEik
MR DA R B VT 18 RefEsTE L TR REHAIL T

* T RITHRALITHI2E A4S
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3. NM441 OEERE B

BECHBERE G/ LT, WIRIERE 16 5 & A
BEE% 1 Bic NM441 % 1 6 100mg, 200mg % 7z i3
300mg, 1 H 2 E% 5~14 HEERA L T, MEFHRE,

ERMR & e ZeM 2 RET Lz,
R 2 R DRI R DO EI1F YR D HHEE >
729
. # 2

1. in vitro HiEE S

1991 FE> 5 1992 T i) T, FRIRBSRLERE H S
SEEE NIz S. aureus 458K, S. puneumoniae 43 ¥k, M.
catarrhalis 43 ¥k, H. influenzae 44 %, P. aeruginosa
46 #RIC DT MIC 2HIE L 72,

1) S. aureus

S. aureus 45 BRIWZX 9 2HUE S (Table 1) & OFLX
LIFIZEICT, E—2ME% 0.39ug/ml i2Eb, HIEHD
HWHIZ<0.10~>100ug/ml L LB ICS2FH L T
(MICs, : 3.13ug/ml, MICq : 50pg/ml), 2 F 3 V) it
BRI T 2PE I, A F ) UitERk 21 gk
16 Bk2526.25ug/ml T, 72 20T IR 2100ug/
ml O MIC 27~ U 72, 2100ug/ml D £ F > ) > & B
HERiEfo TFLX, CPFX icb & 5724, OFLX ®
SPFX Tix 50ug/ml BEHE W MICETH -7z, &
N= ¥ )Y T H % amoxicillin(AMPC) & MICs, 3
12.5ug/ml, MICq 3 100ug/ml & EVETH - 72,

2) S. pneumoniae

S. pneumoniae 43 BRIZN T 2 ZEEFIMONE I %
& L /72 ® 23 Table 2 TH %, NM394 ix MIC 43

0.10~6.25ug/ml DAL THY, E—7{EIZ 0.78
ug/ml CIEET %, flo=—2—F /o E L& T S
&, FLIRX k0 28BN THY, OFLX LW s 1 & T
B<, CPFX LiZiZRECho 7%, TFLX &0 b 3%
PUENIXEY, AMPCittE (Z D3%5E20.39ug/ml) &
—a—F% /0 EOHENE, BB,

3) M. catarrhalis

M. catarrhalis 43 BRWZX$ 25187 (Table 3) X 1
BR230.78ug/ml TdH 5 LU, B D 42 8K1% 0.05~0.20
ug/ml OEERC AL TRIFRTEN 2R L1z, 2O
BAHRFLRX X 1 EZEENTWT, OFLX & i3
& 72H, TFLX R SPFX 12X T 3EIZ L, CPFX i
HART1ERBETNEIMEL 572, NM394 12 0.78ug/
ml @ MIC 2R L7812, ZOfiD=2—F /o FE iz
BbEW MIC ER2HBEICR LI, 2Ok AMPC i
120.78ug/ml & BB ER LI, 12720, ZOBRD
#2, 3R 72 NORBRZRHIEL, ThZhD
MIC 1& i% cefotiam 3.13 xg/ml, cefotaxime 3.13ug/
ml, cefixime 50ug/ml TH > 7z,

4) H. influenzae

H. influenzae 44 BRiZ¥ 3 % MIC (Table 4) 2# 5
&, NM394 139 XT=<0.003~0.3%9ug/ml i3 L TH
D, REENLTENER L, —a2—F /o EEoD
HE Tk OFLX tixiZE% T, TFLX ® SPFX 2t~
LZE2BIIEBOHENEZR L 2. AEIF 20% LU EH38-
77— YELERTHY, BO=v) > ODAMPC
PREODE 7 2 LK TH 3 cefaclor (CCL) 13 MIC D&
ML <, AMPC T 0.006~25ug/ml, CCLT=0.003

Table 1. Antibacterial activity of NM394 and other drugs against clinical isolates
of Staphylococcus aureus (45 strains)
MIC (ug/ml)

range MIC,, MICy, MIC,,
NM394 <0.1 ~>100 3.13 50 >100
ofloxacin 0.2 ~ 50 3.13 25 25
tosufloxacin 0.1 ~>100 1.56 >100 >100
ciprofloxacin 0.2 ~>100 3.13 50 >100
sparfloxacin =0.1 ~ 50 1.56 12.5 25
amoxicillin 0.39~>100 12.5 100 >100
methicillin 1.56~>100 6.25 >100 >100

Table 2. Antibacterial activity of NM394 and other drugs against clinical isolates
of Streptococcus pneumoniae (43 strains)
MIC (ug/ml)

range MICs, MIC,, MIC,,
NM394 0.1 ~ 6.25 1.56 3.13 6.25
ofloxacin 0.2 ~ 6.25 1.56 1.56 3.13
tosufloxacin 0.05 ~ 0.78 0.1 0.2 0.2
ciprofloxacin 0.2 ~ 12.5 1.56 3.13 3.13
sparfloxacin 0.05 ~ 1.56 0.1 0.2 0.39
fleroxacin 0.78 ~ 50 6.25 25 25
amoxicillin <0.006~ 1.56 0.013 0.05 0.39
cefaclor 0.05 ~>100 0.2 0.78 12.5
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~25ug/ml i @A < 44 L T, MICg ik AMPC T
6.25¢g/ml, CCL T% 6.25ug/ml THo ',

5) P. aeruginosa

P. aeruginosa 46 BR 2t § 3 HiE /7 (Table 5) 1
<0.10~>100xg/ml iZH&IA < 3753 % 23, 43 ¥R (93%)
3. 13ug/m AT/ T 5, B D 38R(7 %) » MIC
B 50ug/ml LA EDOMERTH oI, KR EMD =2 —
F/urvELIEET 5L, OFLX Kt~ 3%, CPFX,
SPFX B U TFLX R 2EFREINEN TV S Z
Wb B, NM394 ik fil D ceftazidime (CAZ) %
imipenem (IPM) ¥ bERT TMEEOHEEIMEL, CAZ
@ MICs 1 3.13ug/ml T, MICq, 1 12.54g/ml, IPM
@ MICs, ¥ 3.13ug/ml T, MICq, 1& 25ug/ml TH o7z,

2. NM441 8580 MEF L BEHDOBAT

IR 22 R L E R 3 i NMd41 % 5 L T NM394
DOIEFEE &R EE 2 ERNCHIE L. (Table
6)o

1) fEH 3

T BOEUKEXLBED M. catarrhalis & P, aery-
ginosa 12 & % RRETERF I NM441 % 1[5 200mg, 1H
2 E##5 LT NM394 0miEHEE & BEHBE 2 HiE
L7z (Fig. 1), B8a#% 1 [E 200mg 285 L B s
i, FRAI%E 1 BERY, 26%RD, 3 BERE, 4BF[E, 680
M E|ML, 85KE TR, FXHO%E%
FREL L € NM394 OIMEFBRE R L CEEHRE 2 HE
Uiz, MEPBEDE—7 X 2 BREROD 1.25ug/m]
T, 6 BB TH 0.72ug/ml DEEERL T, 5
%2BECREIRLE 7T DOBEOEREE 2 HEL R
2% 0.14~0.27ug/ml OEERCH D, BEHROE -2
BECT 3MEFROE— 7 BEDHIX 0.22 (22%) T
Btz P. aeruginosa & M. catarrhalis i3 LECBOBE
WEDBEh X DEELT, BREROBHRLL,

2) fEBIS

KRBy -V ERHEE T 5 BRECREL:

Table 3. Antibacterial activity of NM394 and other drugs against clinical isolates
of Moraxella (Branhamella) catarrhalis (43 strains)

MIC (gg/ml)
range MIC;, MICso MIC,,
NM394 0.05 ~ 0.78 0.1 0.1 0.1
ofloxacin 0.05 ~ 0.39 0.1 0.1 0.1
tosufloxacin <0.006~ 0.1 0.025 0.025 0.025
ciprofloxacin 0.025~ 0.78 0.05 0.05 0.1
sparfloxacin =0.006~ 0.1 0.013 0.025 0.025
fleroxacin 0.1 ~ 3.13 0.2 0.2 0.39
amoxicillin 0.1 ~50 6.25 12.5 25
cefaclor 0.2 ~25 1.56 6.25 12.5
Table 4. Antibacterial activity of NM394 and other drugs against clinical isolates
of Haemophilus influenzae (44 strains)
MIC (ug/ml)
range MICs, MICso MIC,,
NM394 <0.003~ 0.39 0.025 0.025 0.025
ofloxacin <0.003~ 0.39 0.025 0.025 0.05
tosufloxacin <0.003~ 0.025 <0.003 0.006 0.006
sparfloxacin <0.003~ 0.1 0.006 0.013 0.013
amoxicillin 0.006~25 0.78 6.25 12.5
cefaclor <0.003~25 1.56 6.25 12.5
Table 5. Antibacterial activity of NM394 and other drugs against clinical isolates
of Pseudomonas aeruginosa (46 strains)
MIC (ug/ml)
range MIC;, MICy,o MIC,o
NM394 <0.1 ~>100 0.39 1.56 3.13
ofloxacin 0.39~>100 3.13 12.5 12.5
tosufloxacin <0.1 ~>100 1.56 12.5 25
ciprofloxacin 0.2 ~ 50 1.56 3.13 6.25
sparfloxacin 0.39~ 100 3.13 12.5 25
ceftazidime 0.39~>100 3.13 12.5 50
imipenem 0.39~>100 3.13 25 100
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ApSEXRICN L TNM441 % 1 [ 100mg 1 H 2 @
#5 LT NM394 O W25 ch i B % R B i 1 2 L 72
(Fig. 2)o 5B 4BETCOBECE TN LB 8 /K
b 3 RAELSRIERE (0.017ug/ml) LT TH -1z, #
DD 5 #efkiL 0.13~0.36ug/ml DRI L T te,
S. aureus FHEE T, BEDERORZE ZbLTHhwc L ¥
%07,

3) EHI 16

fRE B & B M RVE IR ORI ER I RA)
NM441 % 100mg 1 @E#5 L T NM394 DM i %
AEL, 0% 1E300mg 1 H 2 EESL T (7 HRE)
g & AR E 2 JIE L7 (Fig. 3-a, b), #1E

12 100mg 285 L7z L 2 0MBEPEE I, &5 3045
T0.056ug/ml, 1BFRIT 0.14ug/ml, 2 BERIT 0.08ug/
ml THo72, D% 1E300mg 1 H2EESLT, 6
B0 FEASEAIAR AT o BRA% 30 4, 1 BFhE, 2 R,
SEFM, 9RFREIICERML CTRERHIET 2 &, RARO
AR 1L 0.34ug/ml T, BEMBETREE I 1.65ug/
ml Thote, ZOMOEEDEE*Z N ZTNEBEHDER
Li:ME»SHIET S &, PO 2 HE I EERE
(0.017ug/m) LATF T - 7203, # D113 0.05~0.11ug/
ml OEFHIZ A L 72 R ME FRE O T 5 REEE
FBEOEEZ6.7%TH -1,

Table 6. Maximum antibiotic concentrations of NM394 in the sera and sputa
. . Dose Sputum Serum o
Case no. Diagnosis (mg X times/day) (A) (B) A/B (%)
3 chronic bronchitis 200%x2/7 0.27 1.25 22
5 acute bronchitis 100x2/5 0.36 not done -
16 chronic bronchitis 300x2/7 0.11 1.65 6.7
(ug/ml)
1.4
serum
1.2 1 (ug/ml)
0.4 1
1.0 4 °
0.8 0.3 1 °
0.6 L
0.2 A
0.4 4 sputum ° °
0.2 . ° 04
L .. ) ° [ ]
0.0 T T T T 0 T *— —o T T
Jan 8 9 10 11 Jul 30 31 Augl 2 3 4
Fig. 1. Serum and sputum concentrations of NM394 Fig. 2. Sputum concentrations of NM394
Chronic bronchitis, F, 55kg Acute bronchitis, F, 61kg
NM441 200mg X 2/7 days NM441 100mg x 2/5 days
(ug/mi) (ug/ml)
2.0 - 0.12 -
° °
0.10 A
300mg X 2/7 days 0.08
0.06
°
0.04
0.02
) 0.00 *—e T T r . T s
0 2 4 6 8 10(h) Jan10 11 12 13 14 15 16 17
Fig. 3-a. Serum concentrations of NM394 Fig. 3-b.  Sputum concentrations of NM394

Chronic bronchitis, M, 54kg
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3. NMd441 OEEKR/E B (87.5%) \CEERZN R 2 WD Tz, ABEHSHBIL 72D 10
1) FRORERRRSE #1(62.5%) T, MEFHIZNRILS. aureus 1/2, S. pnen

IR0 28 R GUAE 16 Blicxt L, A& 100mg % 1 H 2 [F] moniae 1/1, M. catarrhalis 4/4, H. influenzae 2/2, P.
(5 3R, 200mg # 1 H2[E (7~14 BfE), 300mg %#  aeruginosa 1/2, Enterobacter cloacae 0/1 &\ fE8
1H2E (7~10HM) # 5 L 7z (Table 7), 141 TH-o/z (Table 8), 7272L, E. cloacae DERITIZ,

Table 7. Results of NM441 treatment

Case I\ISaer:e Diagnosis Causative organisms Mic Dose Clinical
no. Age Underlying disease (ug/ml) |(mgXtimes/day)| effect
KM b hiectasi M (B). catarrhalis 6%10%/ml
) = ronchiectasis 1 200X2/7 good
51 ATL (=)
MY hronic bronchiti S. pneumoniae 3+
) M chronic bronchitis i 200%2/9 good
76 old pulmonary tuberculosis (—)
TH hronic b niti M(B). catarrhalis 4%108/ml
roni t ]
3 F chronic bronchitis P. aeruginosa l2>< 107/ml 200%2/7 good
70 (-)
NK bronchiectasis P. aeruginosa 2X%10%/ml
4 F ! 200%x2/14 good
48 P. aeruginosa 2%107/ml
UK acute bronchitis S. aureus+ .
5 F - ! 100%x2/5 fair
51 Sjégren syndrome S. aureus 3% 10%/ml
HK chronic bronchitis M(B). catarrhalis 2%10"/ml 0.025
6 F ! 200%x2/7 good
70 (-)
HK chronic bronchitis H. influenzae 107/ml 0.006
7 M 1) 200%2/7 good
68 (=)
YK chronic bronchitis
8 M unknown 200x2/7 good
73
KH bronchiectasi H. influenzae 8x10%/ml 0.013
ronchiectasis ; 3
9 M M(B). calarrlhalzs 10/ml 0.05 200X2/7 excellent
39 kartagener syndrome )
MS bronchiectasis S. aureus 2x10°/ml
10 F | 300x2/7 good
66 (=)
MT pneumonia E. cloacae 3+ 0.2
1 F old pulmonary tuberculosis i 300x2/10 good
64 respiratory failure, heart failure E. cloacae 3+ 0.2
MH chronic bronchitis
12 M - unknown 300%x2/7 good
72 bronchial asthma
KY chronic bronchitis
13 M chronic sinusitis unknown 200%2/7 good
64 bronchial asthma
HK bronchiectasis
14 M unknown 200%2/7 poor
74
NK acute bronchitis
15 M - unknown 200%2/7 good
43 fatty liver
MR chronic bronchitis 100 mg (1 dose)
16 M unknown 1) good
71 lung cancer (post ope) 300X2/7
™ acute pyelonephritis Pseudomonas sp. 10%/ml
E. cloacae 5
17 M old pulmonary tuberculosis croacac 10 /ml 100%2/5 good
83 chronic respiratory failure (=)

ATL . adult T cell leukemia
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Table 8. Bacteriological effect of NM441 on Table 9. Clinical effect of NM441 on
respiratory infections respiratory infections

Staphylococcus aureus 1/2 chronic bronchitis 8/8
Streptococcus pneumoniae 1/1 bronchiectasis 4/5
Moraxella (Branhamella) catarrhalis 4/4 acute bronchitis 1/2
Haemophilus influenzae 2/2 pneumonia 1/1
Pseudomonas aeruginosa 1/2

Enterobacter cloacae 0/1

AFNIRE L DB S NIHRIC 0.20ug/ml L HIE 0358
Do, BHHECBES o720, BRERIISES
ATWD, BREETEELEES 7, 9D H influ-
enzae O MICIZ 0.006pg/ml & 0.013xg/ml & IEE B
, &7z M. catarrhalis bEH| 6 T MIC 0.0251g/ml,
EF 9 T0.05ug/ml EENIHBETER LIz,

KERERSIR % A5 & (Table 9), 18MSERL 8/8,
SEXHRE 4/5, SESEXR 1/2, ik 1/1 T, &
EXHRED 16 & IRIEZKD 1 FILISE BEF 26
RThotz,

2) RESEGE

AMEMEETRBEARAD 1 HIiIcAF 100mg 1 H2E %
5 HRE L 7R, BKEROBERL & b ICEAET
H 2 Pseudomonas sp. B X W E. cloacae 1T H i1
kUL,

7z, BIfEA, BRREBECEL CHFEITRERIEC
BLUREBEBEORELHIZIA SN h> T2,

. = =

NM441 ZESERETH 2 NM3% 0 Fa K7 v /T
Y, BOWTERNMEE*ED D TH 259, NM394
BR¥ /O BED6MLICE %2, £ THICERT Y=L
B, 3o/ ) vBREROIIE 2{1% S 2804
BRBELLLFTEINF /) BIREBL TS, 6
ffwF2BFY2=a—F/voELL T BE
ER/REINTWwB & DFIFTH norfloxacin, OFLX,
levofloxacin, CPFX7% EMNFEET 2, ThoH5D I b,
OFLX % CPFX, ¥7:Z#0fthd=2—* /o> % TFLX,
SPFX, FLRX %# &% T in vitro Fi 11 % W0k 35 /&4
EDORKE &L U TEE % H influenzae, S. pneu-
moniae, M. catarrhalis, P. aeruginosa, S. aureus T
BL1:, Z0R, B P. aeruginosa 2\ fthdEHNIZ
BN HEHEE L T3 2 EHEAL 7245, £0
fOEKXE Ti3 OFLX L IZIRAS Ch oo =2 —F
/U CEOTENOMES L LT, S preumoniaedsH
FTonz, BRETIE S pneumoniae BN ME 5B
¥ % 7 )V — 7 (temafloxacin, SPFX, TFLX) &
N7z3%8, NM394 OHEHIE ISR 0F bR T
-7z, PAE (post-antibiotic effect) i OFLX 7 &%

BUEDELTULL =a—F /0B IZALNLWRT
H e H 5 © M B T X AUC (area under
the curve ; M EEFFEHR TERE) /MIC DL K &
WEE in vivo BIRICEF B 2B FOMAT
RENTW3EY, FFIZAREEOMPFFEAR K 8
B TH Y, AUC bELEBEHIK & v, 1275 L, KIFFET
BN RBEMEDOREXIREL B T2BETH-122 L,
FAFNIARL 7255 OMBEFBE DS & PHEEHRA
DBITH, o =—a—F /o ELEHRTELZ %
Qe8~0 (P—y MFFEE N T IEEFOE—7
REDLERIZ 6.7~22%), @K REBE O BRLIEER
WX AUCIRBHF LIS wWEBbN S,

K FRBREPFEICER L THLERE, 13T
vitro DYTENZ KR LIz b DTH > 7o P. aeruginosa,
S. pneumoniae, S. aureus \Z D\ CIFEEEFERAL B
FHHEED MIC iZBIETE R o728, H. influenzae
X M. catarrhalis \Z D W TR KEEBNIHEHERL,
M. catarrhalis 4 %, H. influenzae 2 8133+ ~NTHEL,
S. pneumoniae 1 ¥ b K LTz, P. aeruginosa i3 2 ¥k
1 RDBSEEL TV 2D, ZhEFFOTHENORE %5
PHEbLELZYDTHDENVZ D, 1272L, E. cloacae D
18I TiE MIC #30.20ug/ml E B % b 5 £
LTw3ibhrbod, BHKCES ko703,
FEOBEEBAT O ELRIME VL & LR 2 b 0 & HEH
2z,

Zo—F/urEOHRTYH TICHEHC~T o L&
BT 5 b0, enoxacin iZA SN B Tk L BEEDth
WHREEERSBE I NS, T3 KR E S
MED y-7 3 /B (GABA) OREEADESIHE
WO EEBEND D EASNT WD, 127, EBWZ
phase Il £ TOERKIEERICE T 3 NM44l DBEERE %
A5 L, 2024 FEFNCEAE S Nl BRI EE 2 DX R
RS T, KRS FI0.2%)ENEDSNIZOATH >
729 SEIOBER DERIBBRICH > T H, KFI L 2 &
Bbh 2EFACHEAREBEEE L X357, M
R ERERAE BT 2 E AN TH I iz, B
P. aeruginosa BRYHE TlIMA L b b @BN - E 25
BICRKMTE 2 L EN 3,
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Efficacy of NM441 in bacterial respiratory tract infections

Naoto Rikitomi?, Hiroaki Mitsushima?, Misao Tao", Tsuyoshi Nagatake?,
Harumi Shishido?, Hirofumi Katayama?® and Atsushi Takahashi®
YDepartment of Internal Medicine, Institute of Tropical Medicine, Nagasaki University
1-12-4 Sakamoto-machi, Nagasaki 852, Japan

2Tokyo National Hospital
% Nobozaki Town Hospital

We compared the iz vitro antimicrobial activity of NM394, a new quinolone antibiotic, with those of
other new quinolones, ofloxacin (OFLX), tosufloxacin, ciprofloxacin, sparfloxacin and fleroxacin. MICses
and MICgs of NM394 against respiratory pathogenic bacteria were 3.13xg/ml and 50ug/ml against
Staphylococcus aureus (45 strains), 1.56xg/ml and 3.13ug/ml against Streptococcus pneumoniae (43 strains),
0.1xg/ml and 0. 1xg/ml against Moraxella (Branhamella) catarrhalis (43 strains), 0.025xg/ml and 0.025ug/
ml against Haemophilus influenzae (44 strains), and 0.39ug/ml and 1.56ug/ml against Pseudomonas
aeruginosa (46 strains). The antibacterial activity of NM394 was superior to those of other drugs against
P. aeruginosa, but that of NM394 was similar to that of OFLX against the other bacteria.

NM441, a prodrug of NM394, was administered to 3 patients with respiratory tract infections each at
a dose of 100mg, 200mg or 300mg twice a day, and the serum and sputum concentrations of NM394 were
measured. The maximal serum levels of NM394 were 0.14ug/ml, 1.25¢g/ml and 1.65xg/ml, and the
maximal sputum levels were 0.36xg/ml, 0.27«g/ml and 0.11xg/ml, respectively. Thus, the penetration of
NM441 into sputum was not dependent on the serum concentration.

NM441 was administered to 16 patients with respiratory tract infections, and its clinical efficacy was
investigated. The clinical efficacy rate was 87.5%. In bacteriological efficacy, which reflects the in vitro
antibacterial activity and the sputum concentration, all of S. puneumoniae, H. influenzae and M. catarrhalis
were eradicated, while the eradication rate of S. aureus and P. aeruginosa was 50%.

No side effect nor abnormal laboratory finding caused by NM441 was observed.

From these results, we conclude that NM441 is a useful antibiotic for the treatment of respiratory tract
infections.



