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1) fiEHh

HRER 7> BERR 13 WA 362 BRI X 37 2 NM39%4 O R/NFEFH L BEMIC) 2 HIE L, 1t 4 3 H((oflo-

xacin, ciprofloxacin, tosufloxacin, sparfloxacin) & th#ggRatL 7z,

2) BENRE

fixk B 1 FhcAF] 200mg 2 BEERS L, NM394 O luEhiEes, mahEE s> HPLC 5ic THIEL
foo RBIMETER RS 2 KEE L U 4EMT0.61ug/ml, BEEETEEIIREEL4~6BET
1.21ug/ml Th Y, FHORFLZEREBITENITR SN,

3) ERREBGE

R AR EAE 16 Plioxt LAH 285 L, BRZIR, MEFOFRE L VBRI DL TRE Lz, &
REPRE (&%) 36U, [B%h) 1261, %] 180T, BHE (H2) LLE) X 93.8% & REFR Bt
BRENTz, BMRENZEWER L LTREB L BLBZNETR 1Blic, MRKREEOREELHLLT
R DS H 1 PlICFED S iz vs, FRRGETHREPHICHEL, FHOREUSER SN,
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NM441 iZ BAFREEASH EHERERASH L THE
POFa R 7y 7BOX /7 ayRERIEETH Y, MEE
ML ORINE L NM394 & L THEEE 2R T, HEEER
KD NM3% i3, 77 LBHES LV 7 4BME LT
BIEWHEARZ MV ERT,

SEIFLZ I EBEARS L LT, BREREICS W TEE
ERbh 2 REME KT 2XFONENB L UBE~DH
TBEZREL 72, 72, BBRARE & U CRBRIERE
16 FlicEH 225, % OBKRIER, MEZORER S
BIfERIC DWW THRE Lz,

I #ELELUTICHEE
1. BRSEERIC T 2908

It RE RIS ERER A K> & 4B U 72 methicillin-sensi-
tive Staphylococcus aureus (MSSA) 208k, methicillin-
resistant S. aureus (MRSA) 238k, Streptococcus pneu-
moniae 25¥k, Streptococcus milleri group 188k, Entero-
coccus faecalis 318k, Escherichia coli 25%, Klebsiella
pneumoniae 35%K, Enterobacter cloacae 27#k, Serratia
marcescens 26 ¥k, Pseudomonas aeruginosa 32 ¥k,
Acinetobacter calcoaceticus 25¥%, Haemophilus influ-
enzae 23k, Moraxella catarrhalis 30 %, Citrobacter
Sfreundii 22 BRDEET 13 B 362 HRic DWW T, BAR{L%
By SERE U THEBREFREC L DB/
FEMHEBE (MIC) 28IZEL7,

2 (EREE

FOXRFABRICOVTHEL, SMORENEL I
REBE 1H(78 K BH)ic NM441 200mg 2 EEEO
BE5L, 6RM%: CORMEBEEBTL .

ZhsMERB X UHEE G D NM39%4 & 13 HPLC
EEAWTHELZ,

3. ERIREIMET

RN LR L R IBEMRR i ABE £ - I3 RBL,
FERBENCRABEOE SN BETH, i f, F&
13 52~84 BT, FIYFR67.9 K ThHo 7,

®5H%EE 1B 2EE - YRE L IRATRET, B
5813 18 100mg #5 4 4, 1 [E 200mg &5 94, 1
300mg #:5 2 i, 1[E 100mg £S5 5 1 H 200mg &5
WERELZGH 16, %58 7~14 BT, B8RS
Bix1l.4~5.6gThHo7,

BRRR OB I FHRELBIT o1, ZOEXER, Ki
DR, BEOR LR, EWOBE R & OFREEE
WED L BRER, Ak, Kk, CRP % & OREM
R, BEROBAEHOHES» >, BEKIC [E¥, [F
l, TR0BERh], [HRh] O 4BkEB XU [HIETRE]
XSG LU THEEfTo 72,

HERORIIELABEOMES b Lic THE], WP
2 d k], TERR), [RE]D 4 BiEs X UTH
EARE] THEL 2,
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BER B & VERRREERE LB OHE KKK S5

goBMEER, BRAREEOEE LR L TITo7,
II. B i

1. BERDEERICS T 208N

Be R4 BERE 13 ERE 362 BRIC XT3 5 NM394 8 & UMt
LRIDHEEY O RIE % MICs, MIC,, fES & U MIC
8 Table 1 R L7z,

75 hABUKEDS B, S. aureus (MSSA) 3 2
MIC %1% 0.25~2ug/ml TH Y, MIC,, i 0.54g/ml,
MICq i lug/ml T hHotzo LU TREB W, S aureus
(MRSA) T MIC 8 i% 0.125~ > 64g/ml, MICs, i3
dpg/ml, MICy, i3 32ug/ml, S. prneumoniae T MIC 8
i1 0.5~2ug/ml, MICs, i 1ug/ml, MICy, i3 2ug/ml
ThHholze

77 ABMEERE IS 3 NM394 O HE /7 1d tosuflo-

xacin (TFLX) £ X UFsparfloxacin (SPFX) it 1 ~ 3
B4 5 H DD, ofloxacin(OFLX) B X Uciprofloxacin
(CPFX) L AP RBENIKETH > 120

75 ARUEBEDS B, E. coli cBWwW Tk MIC Bk
0.031~0.063xg/ml, MICs, i% 0.031xg/ml, MICy, 53
0.031ug/ml TH o7z, LATEKRIZ, K. preumoniae T
& MIC 813 0.031~0.5ug/ml, MICs, i 0.031xg/ml,
MICqo 1% 0.063g/ml, P. aeruginosa T i MIC i iZ
0.031~64xg/ml, MICs, 1% 0.125¢g/ml, MICyo 8 2ug/
ml, H. influenzae Tix MIC 813 0.016~0.031xg/ml,
MICs, 1 0.016xg/ml, MIC,, iZ 0.016xg/ml TH o7z,

75 ARRHRE I 2 NM394 O E#11k OFLX
L hEh, CPFX, TFLX B X 'SPFX L T A.
calcoaceticus TRERRE B L DD, FZENPPENIK
ETholz

Table 1. Comparative in vitro activity of NM394, ofloxacin, ciprofloxacin,
tosufloxacin tosilate and sparfloxacin against isolates
Organism Dru MIC (ug/ml)
(ﬂO. of strains) g range 50% 90%
NM394 0.25 ~ 2 0.5 1
Methicillin-sensitive ofloxacin 0.25 ~ 16 0.5 2
Staphylococcus aureus ciprofloxacin 0.25 ~ 4 0.5 2
(20) tosufloxacin 0.031~ 8 0.063 0.25
sparfloxacin 0.031~ 2 0.125 0.5
NM394 0.125~>64 4 32
Methicillin-resistant ofloxacin 0.25 ~>64 8 32
Staphylococcus aureus ciprofloxacin 0.25 ~>64 8 64
(23) tosufloxacin 0.031~>64 2 16
sparfloxacin 0.031~ 16 2 16
NM394 0.5 ~ 2 1 2
Streptococcus pneumoniae o.floxacm . L ~ 2 2 2
25) ciprofloxacin 0.5 ~ 2 1 2
tosufloxacin 0.063~ 0.25 0.125 0.25
sparfloxacin 0.063~ 0.25 0.125 0.25
NM394 0.125~ 16 1 4
U ofloxacin 1 ~ 8 4 8
Streptocz;lc;;ts milleri group ciprofloxacin 0.5 ~ 16 2 8
tosufloxacin 0.125~ 1 0.5 1
sparfloxacin 0.25 ~ 2 1 1
NM394 0.5 ~ 64 1 2
. ofloxacin 1 ~ 64 2 4
E"t”“‘(’gg‘s Jaecalis ciprofloxacin 0.25 ~ 64 1 1
tosufloxacin 0.125~>64 0.25 0.5
sparfloxacin 0.25 ~ 16 0.25 0.5
NM394 0.031~ 0.063 0.031 0.031
Escherichia coli ofloxacin 0.031~ 0.125 0.063 0.063
. "C(z’;‘) cot ciprofloxacin 0.031~  0.031 0.031 0.031
tosufloxacin 0.031~ 0.031 0.031 0.031
sparfloxacin 0.031~ 0.031 0.031 0.031
NM394 0.031~ 0.5 0.031 0.063
. . ofloxacin 0.031~ 4 0.063 0.25
Klebszelgsj)hneumomae ciprofloxacin 0.031~ 1 0.031 0.063
tosufloxacin 0.031~ 0.5 0.031 0.063
sparfloxacin 0.031~ 1 0.031 0.063
NM394 0.031~ 4 0.031 0.25
Enterobacter cloacae ofloxacin 0.065~ 16 0.125 2
@7 ciprofloxacin 0.031~ 4 0.031 0.5
tosufloxacin 0.031~ 4 0.031 1
sparfloxacin 0.031~ 4 0.031 2
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Table 1.  (Continued)
Organism MIC (ug/ml)
. Drug
(no. of strains) range 50% 90%
NM394 0.031~ 2 0.031 1
Servatia marcescens ofloxacin 0.031~ 16 0.25 2
26) ciprofloxacin 0.031~ 16 0.125 1
tosufloxacin 0.031~ 8 0.125 1
sparfloxacin 0.031~ 16 0.5 1
NM394 0.031~ 64 0.125 2
Preudomonas aeruginosa ofloxacin 0.063~>64 1 16
(32) € ciprofloxacin 0.031~ 64 0.125 2
tosufloxacin 0.031~>64 0.25 2
sparfloxacin 0.031~>64 0.5 8
NM394 0.25 ~ 2 1 2
. . floxacin 0.25 ~ 2 0.25 1
Acinetobacter call °
s coaceticus ciprofloxacin 0.125~ 1 0.25 1
tosufloxacin 0.031~ 0.25 0.031 0.25
sparfloxacin 0.031~ 0.25 0.031 0.125
NM394 0.016~ 0.031 0.016 0.016
. . floxacin 0.016~ 0.063 0.031 0.031
H hil ©
aemop (2’3';5 mfluenzae ciprofloxacin 0.016~ 0.016 0.016 0.016
tosufloxacin 0.016~ 0.016 0.016 0.016
sparfloxacin 0.016~ 0.016 0.016 0.016
NM394 0.031~ 0.063 0.031 0.031
. ofloxacin 0.031~ 0.125 0.063 0.125
M lla cat /
oraxe (‘;0;“ arrhalis ciprofloxacin 0.031~  0.063 0.031 0.031
tosufloxacin 0.031~ 0.031 0.031 0.031
sparfloxacin 0.031~ 0.031 0.031 0.031
NM394 0.031~ 1 0.031 0.5
. .. ofloxacin 0.031~ 16 0.125 2
Citrobacter
e ”‘(Ze;)f reundii ciprofloxacin 0.031~ 2 0.031 0.25
tosufloxacin 0.031~ 8 0.031 0.25
sparfloxacin 0.031~ 32 0.031 1
2 HEAEE
78 WL B Y D B 4 18 % 12 A 200mg & HE OB S
L, NM394 0IEFEE S L UK EE » HPLC &
CTRE L2 (Fig. 1), SBT3 56 2 B sl
B XU ABRIT0.61ug/ml Th D, BEEHE T EE —®— Sputum
«+O=+ Serum

5% 4~ 6BEIOEE T 1.21ug/ml TH o717,

MFEFEE T 5013 198% TH > 72,

3 HRHE, BWEASB L UBKREEO RELE

WEOR SR RAE (0 T B ERIRZNE, MR %R, BIfE
R o NCERREBEOREZXE % Table 2 1R L7,
S5 IKHBRREMBEOHS = Table 3 TR LTz,

BRRZNR G (&%) 361, [B%1] 1260, [#E%] 14
T, B¥EIL93.8% Thol:, KBAITHS &, ki
4Bk 3BT [BR), 16T [EX], AERHkAH 2
BT (%), AUEKEILS 1T (B3], BERE
IR SHIF1BIT [ER], 48T [B%), [REXT
RIEDAMEEL 1 BITIER], BRIBEMEKORBRLES
BEGUH 2 BT [BRY], FARHERE ORBEEHMS 1BITIH
hl Thotlz,

(%D ] Th oz 1 BlIEREEBIIEMSERIE ) v~ F,
ftis M EAESE >, Wi SRS MEPAZE MR B 2B T 5 68 &%
DBEMT, WREE, BEEEINE L VCLEEERSH

Concentration (xg/ml)

Time after administration (h)

Fig. 1  Concentration of NM394 in sputum and serum after
200mg p.o.
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BlLizle, URIRBLARE L STHERTH 5, £F| 7 BRI 512 TS. pneumoniae »5 10 CFU/ml B2 H &
1 200mg 1 H 2 EHRSZBE L 7228, AR SR Wi oBERRELEZ [EH] CHEL, ceftazizime
L, BImERE, 7, CRP DITEDOKENED 5T, B Fclindamycin B 5w EE L TERKEL T D 12,

Table 2. Clinical and bacteriological effects of NM441

. i Evaluation i
Case | 8207 Diagnosis (Dose) Isolated | BT*| WBC* | CRP* | ESR* , Sf'?e
Sex ; ; days organisms* (*C) | (/mm?3) | (mg/dl) | (mm/h) bacterio- ini effects
N0 |BW (kg) Underlying disease Total (g) Jogical clinical | Remarks
Pneumonia ;
78 - 200mg ¥ 2 51-1’”.”/”7’”0”’“" 38.4| 6,800 | 3.83 62
1 M Hypertension (12) - luenzae ! ! ! [ eradicated | good —
57.0 Renal insufficiency 4.8 36.6 | 7,200 | 0.39 70
Bronchiectasis normal flora
62 Pneumonia 200mg X2 | normal flora |37.9| 7,700 5.56 35 eosinophil
2 M Pulmonary tuberculosis (14) l ! 1 ! 1 unevaluable | good (/mm?) 1
62.5 Bronchial asthma 5.6 normal flora | 37.0| 6,800 2.33 46
Pneumonia
68 Rheumatoid arthritis 200mg X2 | normal flora |36.3| 15,700 | 3.78 56
3 M Hypertension pulmonary (7 ! ! 1 ! 1 unevaluable | poor -
56.0 (suspition) 2.8 S. pneumoniae | 36.4 | 10,300 | 6.86 68
COPD with asthmatic
component
55 Pneumonia 200mg xX2 | H. influenzae | 36.3| 5,600 0.12 10
4 F — (7 ! ! ! ! l eradicated | good —
59.0 Allergic rhinitis 2.8 sputum(—) |35.6 | 4,100 | 0.12 8
67 Tonsillitis 200mg <2 S. pyogenes 36.2| 8,800 | 17.5 72
5 F (7 i i ! ! | eradicated |excellent -
46.0 - 2.8 normal flora | 36.7| 5,800 0.6 37
65 Tonsillitis 200mg <2 | S. pyogenes | 37.6| 20,300 | 16.5 65
6 F 7 ! ! ! ! l eradicated |excellent| eruption
59.8 - 2.8 normal flora |35.9 | 8,890 1.90 59
Acute bronchitis .
52 - - 200mg X2 | H. influenzae | 38.5| 2,500 | 12.0 64
7 M HIV infection (7 ! ! ! ! i eradicated | good -
52.5 Angitis (left papilla) 2.8 sputum(—) |36.8| 1,800 | 0.66 51
Lower limb radiculitis
79 Chronic bronchitis 300mg <2 | P. aeruginosa | 38.4| 9,200 5.77 103
8 M - - (8) 1 i { l ! eradicated | good —
60.0 Respiratory failure 4.5 normal flora |37.6| 5,100 | 2.64 73
54 Chronic bronchitis 100mg <2 | normal flora |36.6 | 7,220 0.20 5
9 F (7 ! 1 ! ! 1) unevaluable |excellent -
72.0 - 1.4 sputum (—) 36.3 | 4,510 0.10 19
84 Chronic bronchitis 100mgx2 | o o moniae | 38.2| 6,720 | 9.90 | 68°*
200mg <2 ‘
10 F Osteoporosis 7 1 | ! I i replaced good nausea
38.5 Lumbago 25 Pseudomonas sp.| 36.5| 3,500 0.30 24
Chronic bronchitis .
75 - 200mg X2 | P. aeruginosa | 38.4 | 14,000 3.4 19°*
11 F Hypertension (14) ! i ! ! i eradicated | good —
41.0 Rheumatoid arthritis 5.6 normal flora |36.9| 8,600 | 0.0 6
Hepatitis C
S. pneumoniae
73 Chroni hiti 100mg X 2 . 36.8| 6,470 | 0.20 | 10
12 F ronic bronchitis (14) H. pamzl’ﬂ“emaﬂ ! 1] ! | eradicated | good —
57.2 - 2.8 36.2 | 5,700 0.10 10
normal flora
C. freundii
62 H i 300mg X2 . 36.8 | 11,100 1.07 48
13 M Bronchiectasis (m 7g) A. calaiacetu‘us | ! | i eradicated | good —
49.0 Lung cancer 4.2 normal flora | 36-6 | 4300 | 0.77 33
65 Old pulmonary 100mg X2 | normal flora |36.8| 7,300 | 1.76 | 71
14 M tuberculosis +infection (8 ! ! ! ! ! unevaluable | good —
47.5 _ 1.6 sputum(—) |36.5| 6,300 | 0.10 40
75 Old pulmonary 100mg <2 | P. aeruginosa |36.4| 6,110 | 0.10 | 5
15 F tuberculosis +infection &) ! ! i i ! eradicated | good —
41.6 Cor pulmonale 1.4 sputum(—) [36.8| 4,800 | 0.40 | NT
72 |Pulmonary fibrosis+infection| 200mg X2 | M. catarrhalis | 38.0| 5,100 | 6.05 135 )
16 F — (14) ! ! | l ! eradicated | good -
47.0 Hypothyroidism 5.6 normal flora |36.6| 4,800 | 4.04 129
pa—
BW: body weight, BT : body temperature, *before **during therapy
COPD: chronic obstructive pulmonary disease ! NT - not tested

after
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Table 3. Laboratory findings before and after treatment with NM441
Case RBC Hb Ht WBC |Eosino.| Platelets GOT | GPT | ALP | LDH |y-GTP} T-Bil BUN Cr
no. (x10¢/mm?) | (g/d) | (%) | (/mm? | (%) |(x10¢/mm?)| (IU/D) | (1U/D) | (AU/D | XU/D | AU/D | (mg/dl) | (mg/dl) (mg/d1)
1 B 316 10.2 30.0 6,800 4.0 22.7 28 21 204 425 9 0.5 44 2.47
A 280 8.8 | 26.1 7,200 3.0 28.7 21 17 146 407 8 0.5 47 2.30
2 B 449 13.7 | 40.2 7,700 1.0 29.5 27 18 273 452 69 0.8 10 0.87
A 448 13.8 | 40.2 6,800 5.0 40.0 24 16 207 480 42 0.4 14 0.97
3 B 448 12.0 36.4 | 15,700 5.0 55.3 14 12 218 441 34 0.3 18 1.01
A 386 10.2 31.0 | 10,300 | 13.0 46.9 12 5 179 393 30 0.3 14 1.02
4 B 421 13.4 39.3 5,600 1.0 23.4 24 25 264 533 10 NT 22 0.97
A 416 13.3 | 39.0 4,100 0.0 21.0 22 19 254 420 13 NT 19 0.80
5 B 441 12.4 40.4 8,800 0.0 12.6 33 35 217 400 25 0.5 16.2 | 0.9
A 414 11.5 | 36.6 5,800 3.0 23.9 22 23 218 325 27 0.3 15.3 0.8
6 B 519 15.3 45.3 | 20,300 1.0 20.9 33 32 216 393 39 0.9 13.3 0.8
A 448 13.5 40.4 8,890 3.0 30.9 25 50 241 321 71 0.3 10.0 0.8
7 B 284 9.4 27.6 2,500 0.0 NT 19 19 165 307 19 0.4 14 1.26
A 304 10.0 28.6 1,800 0.0 NT 26 24 188 314 22 0.3 14 1.25
3 B 216 6.8 | 20.5 9,200 5.0 14.4 38 42 631 553 127 0.8 18 0.65
A 220 6.9 21.2 5,100 4.0 19.3 35 62 643 483 134 0.6 18 0.72
9 B 400 12.1 35.6 7,220 1.1 32.0 23 30 117 548 17 0.4 13.4 0.6
A 421 12.5 38.7 4,510 1.6 29.8 24 31 116 415 16 0.4 11.5 NT
10 B 386 13.6 | 39.5 6,720 0.9 NT 19 13 198 318 20 1.8 12.5 0.7
A 376 12.7 | 39.5 3,500 3.0 30.1 26 16 186 356 20 0.4 7.3 0.7
1 B 477 14.4 45.6 14,000 1.0 29.1 101 110 144 359 29 0.5 29.3 0.8
A 462 13.5 43.7 8,600 2.0 34.2 88 64 117 542 54 0.6 13.3 0.8
12 B 464 14.6 42.0 6,470 3.1 18.9 25 26 171 438 17 0.6 12.9 NT
A 421 13.1 39.7 5,700 3.5 17.2 21 21 174 406 16 0.4 16.0 0.7
13 B 412 13.4 38.2 | 11,100 0.0 49.5 23 23 166 449 22 0.9 8 0.75
A 420 13.7 | 38.9 4,300 1.0 36.8 22 15 163 412+ 18 1.2 8 0.77
14 B 452 13.4 39.8 7,300 | 11.0 NT 16 15 185 356 37 0.5 27 1.00
A 448 13.4 | 39.5 6,300 | 15.0 NT 33 25 NT 434 NT 0.4 24 0.99
15 B 412 12.5 | 39.9 6,110 1.5 29.1 72 94 234 448 28 0.7 15.6 0.7
A 449 13.4 43.2 4,800 8.5 27.3 23 25 181 421 19 0.9 15.9 0.5
16 B 397 11.7 34.4 5,100 5.0 20.4 26 12 184 528 10 0.4 16 0.89
A 394 11.3 33.7 4,800 3.0 22.5 24 14 173 407 12 0.3 14 0.85
B: Before, A: After, NT: not tested, *: during therapy
BAEEHETE RO 126T, HEMEIHAI S m. # 3

prneumoniae 18, H. influenzae 2%, P. aeruginosa 3
B, Streptococcus pyogenes 2 B, M. catarrhalis 15D
9 B, WIS BEGNIZ S. preumoniae ¥ Haemophilus para-
influenzae 1 B, C. freundii £ A. calcoaceticus 1 1,
S. preumoniae & H. influenzae 1D 3FTH -7z,

MEZRER I [HE] 11, [ERR] 180T, &l
£FIZ 100% TH > 12, 5512 P. aeruginosa DS3BEI NIz
3Pl wIFnbERL, BRBRG (A% T°hHY,
NM44l DR ERBRLUIZRETH - 12, 28, RERNIC
BAREIHETE T, /5% S pneumoniae HSHIE L 72
D 1 BIFRD 5 iz,

Table 2 DEHDH T 5T, BEFIOBWERB L VK
KREERELEOEE 2R LIz, BREERTCEBEOR
B SNTAERID 1 BI(FER 6 ), BoLDOTBSD & NIzfFERFHS
1 B GER 10), EERBEEIC B W TIXIFMRERELS DI
SNIZEFID 18] GEFI2) Tholds, wiFhbEH
DR ERTHRBER LU Il DFFOREELI R S iz,

NM#4lixz7a RSy 7BDF /o RERTEE
T, BOBNMNEGEHC TEREATIBEEELED
NM394 & L THWNIZHHL, 77 LBBEBI VST
LML TRIEWHEARZ b 42ET 5. B
2 P. aeruginosa #&te 75 ARME I L TREVH
ENERL, ERE~ Y ZABH T VIcHL T HERTL
WERERT,

SEORFBETIE, BRIMRICNT 2 FFOHE
N7 7 ABMEICH L Tk OFLX & iZI2FE%» RIF
ZREERL, 77 sRME L Tik TFLX, CPFX
LEIENRIFRBEE TR LTz, P. aeruginosa WY %
PUE /11, MIC,, TH# T 3 & OFLX, TFLX B& U
SPFX kv 1~ 3%#Eh, CPFX Lt A% TH -7z, ML
DEMED S BRI OB 2BIET 3 £, OFLX X D&
., CPFX tAELPRPENTHE EHELO6NS,

7z, BEPEECNT2RHNZSEL1FIDATHS
Tehs, MEFEED 198% & v > RIFRBTHRD 5N
720 ‘
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R 23 REHRE 1T 319 2 NM441 o BRERER R B9 ET 361

TR SRR HYE 16 BIC B 2 REIDEERZNE 12 3 o8
(g%, 2B BRIFITHD, [BR] UEOBEER
1193.8% LBRETELRETH -T2,

HEFRMRCOVLTR, BREDHES N 12 flh
NEARIEEITHY, 1FBERRITH -7, 8k
SEXRKTS. pneumoniae BERELEZ SNl 14l
(fEFI10) T Pseudomonas sp. ~DELXRHBHD &tz
», BREREIEELTBY (B HITho72, £77,
HORLELAF TR INLRE S h, BERER D%
ZLTBY, B P aeruginosa D5BEX 1L7- 3 5ERIL
VTR LEBEEAL, BREROHESZD SN TEY,
FROVMBEHERBLUI:BETH 2 L Bbhi, $77,
EAETHEAIZ 4T, 55 2HIFEEHE, 18
normal flora » & normal flora TH - 7253, EEFRZHE 13
[(B¥]TH -7, %% 16l normal flora 25 S. pneu-
monige ~DHERLRIELFRD S, ERFE S [ERX] T
Hote, I DEFNIERER B SRS HEAZEMIE S
ko N EMERESRE, Vo=F2FL, MAICTA
Bre 2o IERIT, FFID & O BEOFIC L 2EEDOR

REWHEBLIERTH -1z £ Bbhiz,
¥/, BEAB L VBKREBEREELEFIC OV TIE
BEZLDORED SN TEFORERTHERL»ICHE
LT3 ZELDEROESWEDPERTE 2,
UE&D, BREMCEAIIREBBAFEICEHTHER
REHENEITLIENTEL LD LB,
X [
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Basic and clinical studies on NM441 in respiratory infection

Michihiro Gaja®, Hiroshi Fukuhara, Jun Inadome", Yukino Hisagai", Mitsuyuki Aragaki?,
Atsushi Saito?, Nobuchika Kusano?, Masao Tateyama® and Hajime Uema?®
YFirst Department of Internal Medicine, Faculty of Medicine, University of the Ryukyus
207 Uehara, Nishihara-cho, Nakagami-gun, Okinawa 903-01, Japan
2Central Clinical Laboratory, University of the Ryukyus Hospital
$Hokubuchiku Ishikai Hospital, Okinawa

We performed basic and clinical studies on a new quinolone antibiotic, NM441, and the following results

were obtained.
1) Antimicrobial activity

The minimum inhibitory concentrations (MICs) of NM394, an active form of NM441, against a total of
362 clinical isolated strains of 13 species were measured and compared with those of other 4 drugs
(ofloxacin, ciprofloxacin, tosufloxacin and sparfloxacin).

2) Concentrations in serum and sputum

NM441 was administered to 1 patient with pneumonia at a dose of 200mg once, and the serum and
sputum concentrations of NM394 were measured by HPLC method. The maximum serum concentration
was 0.61xg/ml at 2h and 4h after administration, and the maximum sputum concentration was 1.21ug/
ml at 4~6h after administration. These results suggested the favorable penetration of NM441 into lungs.

3) Clinical study results

NM441 was administered to 16 patients with respiratory infections, and its clinical efficacy, bacteriolog-
ical efficacy and side effects were investigated. Clinical response was excellent in 3 cases, good in 12 and
poor in 1, and the efficacy rate was 93.8%, showing a favorable response. As for side effects and abnormal
laboratory findings, eruption in 1 case, nausea in 1 and increase of eosinophil in 1 were observed. However,
all of these cases improved immediately after termination of NM441 treatment, and the safety of NM441

was confirmed.



