VOL. 44 S-1

WK BRREEE 1T 351 5 NMdd1 D fF B 617

IR SR R 12 18 1F 2 NM441 D1 FiRER

T
A

D+ 1L

GROFIRY - @A

Bl FE? - BN OEA? - TH
B - RSP OB - B KAV - il TEY - NF ZEY
TE® - IEHAFY - BEEET

_EZ)

VEEBRFEFEE-NES, YHERE R ERRRER,
VEHBBERRBAR, OENIROE AT IRk R,
VESKRBTE R IR, CRMRELREGRMASESSEERRAR

FR70 R 7y 7BOX /0 RERTIEE NM441 % IR SERLAEBE 23 £ 5 L, 22 Fcn
LEEARZIR, MEFNZIR, BIEAS L VERREBEORELTEIC OV THRETL 72,

HROWFRIL, BEKEL AL 36, MEMERA 11 5, BEKEXA 46, [EHIRAE ORBRYEs 2§,
XD KRB 1G], <1377 XA~HE1BITH -7,

ERERZORIE (%] 6 B, [H%) 126, [RB%) 16, [#EX) 3BT, BHXIZ81.8%TH o1z,

MBEEIZIR I, 581X D Haemophilus influenzae 3 ¥k, Streptococcus pneumoniae 2 BEDE 5 #kHS

SEEE N, TNTHELK,

BIfERIE, DREPEMR L, B&KET 14, KELF HoLs 22 1#H04E83Flicash,
1Bl BEHIbt, o 2 flidRESHH 5 LIRSKTRICERIHEEL 2. BRAREEORELHI

2 Bl IFREER D%,
EEECELR,

14lic GOT OBEE LF A S5h, BIMRE T2 72 GOT LAFIRKRER TR,

PEDZ e &b, NM4dl 3BEFREBBLECH LERLRERTH S Z L 8mR Iz,

Key words: NM441, FERIFRELE, EERHVBRET

NM441 3 HEFEERASH AR S h, BHERERK
A& LB THERTDO 7o Ty 7RO F /o v RE
REETH 2, 20OHEXF /) VBEED 1L 2
fizSENLTCL4ERBECLIENEEYD, 85127
IOERS Y VBICAFYIAF Y VN AFIVEERE
BLBM 2 ED L FREMTH 5, FAIZED
BEB/NEERHEOBRINEH, AFYVLFTFYV VA
FIVEDSEER U 7 UETE AR NM394 & U TR
5, NM394 13275 ABMES L U7 7 ABMEE K
NUTLEBED A~ MVEBT 5, BICEBEZ O
75 hEMEIC X 2 EBRI~ 7 ARBRYEICH L TRV
BHERTTY,

SEE L 13 NM441 ORERIRBHAE I B T 5 BRI
HETOBESEBLOTRELHRET %,

MRk, FRAELB»oFKSETHE THHEK
REREME—ANRS L CBEGREZZL, FFARICO
WTHBHD FRBEDE S hi- 4K 12 B, ABt 8 B, 44k
R2BAB LT 186 X AR L DA kicE L2 2610
i 23 MO BERSFERE TH B, HANIHEME 11 5,
T 12BTHD, FRILIS~T8ETH D, BEHER
1[H 100mg, 200mg b L < i3 300mg % 1 H 2 B £ 721&
JEEOKE L, BRE5HMIE 3~15 TS Y, K
58130.7~8.6g TH -7,

BERZIE I, BfEERS & CRERROH#E 2151E
ELTHREHK L, FRED [Z%], (B8], [RE
%hl, [HERh] O 4RSS XU [HETEE] THEL,

HEFZRIE, BLXEAOHEER b LI, [HE), (B
Y E A E], ERR], [FE] 04BEB LUV
[HETEE] THEL .

NM#l & E5FIIBMMEERE +OBE T L b
2, BEEIERICIERE, FHEERE, BRERER Y
21T, BEMEREI LT,

®5 236105 5, 16IGER 9) 135 AR G erythro-
mycin 2 L Tz ©%hRHE, BeMOHEDL S
BRa L7,

BHEHEHAIRE T H - 72 22 BIOFKTE % Table 112,
EERREEDOHER % Table 2 1R d, [Z%]) 64, [H
#hl 1261, [R2HER) 16, [#sh] 3@iThy, %
K (MB%1] L) X 81.8% Th -, HKBERIDEKRE
% Table 31ZRd, BRUKEXZK 3FIH [#FExh] 241,
(mzh) 16, Bk 116 [Z%h]) 461, (6% 56,
[RBE%] 16, [EL] 1BITHEE81.8%, BHEK
EXR 4B [ER] 36, THEsh]) 16, [REXHRE
ORBGERE 2 Bk (B 26, MKEO KBS, <A
A7TACHRIELIFE S [B%] ThH-12,

MEFERIRET I, 581 Y Haemophilus influenzae

* T 466 £ B G X EE HEHT 65



618 BAMLFEREXSHES MAR. 1996
Table 1. Clinical summary of NM441 treatment
. . Daily Organism isolated Effect Abnormal
Case| Age Diagnosis . dose | Duration Total before Side changes on
no. | Sex Underlying di Severity (mgX | (days) dose clinical bacterio- effects laboratory
nderlying disease times) (g) after logical findings
21 acute bronchitis sputum (—)
1 mild 100 X2 4 0.7 | ——— | excellent [unevaluable — -
F — sputum (—)
o discomfort | eosinophil
acute bronchitis normal flora :
2 60 mild 100X 2 8 16 | —— poor |unevaluable in the mouth (/mm?)
F — diminished | 498 — 564
normal flora >
appetite — 1,089
18 acute bronchitis H. influenzae .
3 mild 100X 2 4 0.8 | ————— |excellent | eradicated - -
M — sputum (—)
39 pneumonia sputum (—)
4 moderate| 100X2 7 1.4 | —— | excellent [unevaluable — —
F - sputum (—)
31 pneumonia normal flora
5 moderate| 100X2 7 14| —— good |unevaluable| loose stool —
M — sputum (—)
29 pneumonia H. influenzae
6 moderate| 200X2 7 2.8 | ——— |excellent | eradicated — —
F — sputum (—)
56 pneumonia normal flora
7 M diabetes mild 200%x2 14 56 | ——— fair  [unevaluable - —
chronic hepatitis sputum ()
42 pneumonia normal flora
8 M moderate| 200X 3 9 5.4 ——(—)——- excellent |unevaluable - —
2 pneumonia P. aeruginosa
9 > moderate| 300X2 14 8.4 | ——— |unevaluable|unevaluable EMltused | EM ll:sed I
F bronchiectasis not done Simultaneously) stmultaneously
45 pneumonia normal flora
10 mild 300x2 14 84 | — good |unevaluable — -
F — not done
61 pneumonia 200X 1 1 S. pneumoniae
11 mild 00 86 | —m good eradicated — -
M - 3002 14 normal flora
68 pneumonia normal flora
12 moderate| 200X2 14 5.6 | —— | excellent [unevaluable| dizziness -
F bronchiectasis not done
68 pneumonia normal flora
13 mild 2002 14 56 | ——— good |unevaluable — —
M — normal flora
61 pneumonia sputum (—)
14 moderate| 200%3 12 7.0 | ——m—— good |unevaluable - —
M - sputum (—)
68 pneumonia not done
15 F diabetes moderate| 200X2 3 1.2 poor [unevaluable — -
hypertension not done
64 chronic bronchitis H. influenzae GOT 1
16 —————— |moderate| 200X%2 14 56 | — good | eradicated — 26— 34—
M — normal flora 59 — 35
78 chronic bronchitis normal flora
17 _ severe | 200X%2 4 1.6 | ———— poor |unevaluable - -
M pulmonary emphysema S. maltophilia
57 chronic bronchitis . normal flora eosinophil (%)
18 T mild 200x2 14 56 | —mm good |unevaluable — 3.8—5.2
M chronic hepatitis not done —10.0
69 chronic bronchitis . normal flora
19 _ mild 100x 2 7 14| ——— good |unevaluable — -
F - not done

EM : erythromycin
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Table 1. Continued

: - Daily Total| Organism isolated Effect Abnormal
Case| Age Diagnosis ; ota ;
as Sg : Severity (d()sf< Duration dose before bacterio- Side changes on
no. | Sex Underlying disease mg (days) ( —— | clinical ) effects laboratory
times) g) after logical findings
62 bronchiectasis+RTI ) normal flora
20 F - mild 200x2 7 2.8 | ———— | good [|unevaluable - -
bronchial asthma not done
67 pronchiectasis-l- RTI ) 200x1 1 normal flora
21 F iron deficiency anemia mild 300X 2 86| — good |unevaluable — —
(rheumatoid arthritis) 14 normal flora
76 | Pulmonary emphysema S. pneumoniae
22 M +RTI |moderate| 200%2 14 5.6 | ——— | good | eradicated — —
gastric ulcer normal flora
70 mycoplasma pneumonia not done
23 F ————— |moderate| 300%2 9 5.4 —-—T good |unevaluable — -
- sputum (—

RTI: respiratory tract infection

Table 2. Laboratory findings before (B) and after (A) NM441 therapy

Case | Age RBC Hb WBC | Eosino. Platelets GOT | GPT ALP BUN S-Cr CRP ESR
No. | Sex (X10*/mm?) | (g/dl) | (/mm3) (%) (X104/mm?) | (IU) (IU) (IU) (mg/dl) | (mg/dl) | (mg/dl) | (mm/h)
1 21 | B 446 13.4 5,800 1 15.1 15 9 2.6" 6.2 0.8 1.8 16
F |A 422 12.7 4,400 2 18.6 18 9 NT 9.7 0.8 0.2 18
9 60 | B 395 12.0 8,300 6 38.0 16 11 6.8" 8.2 0.6 2.6 71
F |A 368 11.6 12,100 9 40.7 20 14 6.4" 9.6 0.7 3.3 86
3 18 | B 508 15.5 9,600 0 28.2 17 14 5.2" 19.0 0.9 2.3 NT
M | A 539 16.5 7,300 4 33.7 15 11 4.9' 18.2 1.1 0.1 NT
‘ 39 | B 370 11.4 15,800 0 58.4 19 18 143 17 0.9 11.5 129
F |A 394 11.6 7,800 1 55.5 25 18 160 18 0.9 1.0 102
5 31 | B 502 15.4 5,500 0 20.2 36 18 137 12 1.0 8.4 20
M |A 501 15.9 7,600 3 38.7 40 33 153 10 0.9 0.4 15*
6 29 | B 440 13.5 9,800 4 27.7 16 16 4.6' 4.9 0.7 10.6 80
F |A 465 14.3 6,400 7 40.3 29 42 4.3" 10.0 0.7 0.1 51
7 56 | B 460 14.1 10,600 0 30.0 30 61 106 13 0.9 5.9 NT
M |A 495 15.1 6,900 4 26.9 22 42 83 18 0.9 <0.3 NT
8 42 | B 445 13.5 10,800 3 32.1 35 77 165 15 0.8 7.7 89*
M |A 455 13.7 7,000 6 41.3 35 66 154 14 0.8 <0.3 12
gt 52 | B 441 13.2 17,600 0 20.7 32 28 173 6 0.6 14.3 97*
F | A 424 12.7 4,800 1 32.8 28 27 199 11 0.6 <0.3 32
10 45 | B 433 12.9 6,100 8 30.9 16 9 147 10.8 0.6 15.3 NT
F |A 422 12.2 7,000 2 34.7 13 8 135 15.1 0.7 0.3 NT
1 61 | B 418 13.8 4,700 5 23.4 10 6 119 15.6 0.7 0.1 48
M |A 425 13.9 3,100 4 15.4 12 8 92 13.7 0.8 0.1 21
12 68 | B 502 15.0 17,800 0 27.5 26 6 168 12.1 0.9 18.1 38
F |A 412 12.3 5,700 4 59.0 26 9 143 16.0 0.9 0.1 55
13 68 | B 390 12.4 12,900 0 12.3 20 9 110 26.4 1.1 12.2 34
M |A 399 13.1 4,900 3 39.9 25 21 141 17.3 0.9 0.1 25
14 61 | B 460 14.2 11,600 1 26.0 28 17 107 23 1.4 20.4 75
M |A 446 13.5 6,700 1 51.0 20 9 96 18 1.2 1.8 57
15 68 | B 481 13.9 14,200 2 30.1 36 30 315 17 1.1 4.9 NT
F |A 430 13.1 16,000 0 27.8 44 35 277 15 1.1 13.2 NT
64 B 380 13.0 11,900 1 39.3 26 33 8.1" 10.5 0.8 10.0 50
16 A 370 12.4 5,400 3 36.8 59 29 6.4" 13.9 1.0 0.1 17
M
(35)**
17 78 | B 509 15.3 5,200 0 10.9 15 11 270 22 0.9 5.6 21
M [A* 459 13.9 5,200 0 10.5 14 9 239 16 0.7 7.5 NT
18 57 | B 482 14.7 8,500 3.8 19.3 40 59 112 11 0.9 2.1 21
M | A 470 14.3 7,300 10.0 26.4 53 58 114 13 1.0 0.5 52*
': King-Armstrong unit * . during therapy NT : not tested

: erythromycin used simultaneously **: follow up
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Table 2. Laboratory findings before (B) and after (A) NM441 therapy
Case | Age RBC Hb WBC | Eosino. Platelets GOT | GPT ALP BUN S-Cr CRP ESR
No. | Sex (X10*/mm?®) | (g/dl) | (/mm?) (%) (X10*/mm?®) | (IU) | (U) (IU) (mg/dl) | (mg/dl) | (mg/dl) | (mm/h)
19 69 | B 426 13.1 8,400 1.5 25.9 16 13 81 18 0.7 1.5 46
F [A 388 12.1 8,000 1.8 27.6 19 14 64 15 0.6 0.0 34.5
20 62 | B 494 14.5 10,300 1 32.5 37 45 5.2" 11.9 0.8 1.7 NT
F |A 502 14.9 13,400 3 36.5 28 45 5.2" 14.8 0.9 0.1 NT
21 67 | B 267 6.1 5,400 0 33.9 14 7 186 30.1 1.1 13.6 150
F |A 295 6.4 7,900 0 52.8 29 15 244 30.0 1.3 8.7 168
2 7% | B 374 12.6 11,600 0 27.2 25 15 143 27.3 1.0 20.9 124
M | A 336 11.1 4,800 5 26.1 13 2 115 13.4 0.9 4.4 103
23 70 | B 425 12.4 9,500 4 20.0 18 17 185 15 0.7 6.7 NT
F |A 405 11.8 5,900 1 32.2 15 32 265 18 0.5 (=) NT
" : King-Armstrong unit * . during therapy NT: not tested
' erythromycin used simultaneously **: follow up
Table 3. Clinical efficacy of NM441 treatment
. . Clinical effect Efficacy
Diagnosis - .0
excellent good fair poor rate* (%)
Acute bronchitis 2 1 2/3
Pneumonia 4 5 1 1 9/11(81.8)
Chronic bronchitis 3 1 3/ 4
Bronchiectasis 2 2/ 2
Pulmonary emphysema 1 1/1
Mycoplasma pneumonia 1 1/1
Total 6 12 1 3 18/22(81.8)
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Clinical study of NM441 in respiratory tract infection
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NM441, a new prodrug type of quinolone antibiotic, was administered to 23 patients with respiratory
tract infection, and its clinical efficacy, bacteriological efficacy, side effects and abnormal changes in
laboratory findings were investigated in 22 cases.

Twenty-two patients were studied and consisted of 3 cases of acute bronchitis, 11 of bacterial pneumo-
nia, 4 of chronic bronchitis, 2 of brinchiectasis, 1 of secondary infection of pulmonary emphysema and 1
of mycoplasma pneumonia.

Clinical efficacy was evaluated as excellent in 6 cases, good in 12, fair in 1 and poor in 3, and the efficacy
rate was 81.8%.

In bacteriological efficacy, a total of 5 strains, 3 of Haemophilus influenzae and 2 of Streptococcus
preumoniae, were isolated from 5 patients, and all of them were eradicated.

Side effects were observed in 3 cases; 1 of discomfort in the mouth and diminished appetite, 1 of loose
stool and 1 of dizziness. Abnormal changes in laboratory findings were observed in 3 cases; 2 of increase
of eosinophil and 1 of mild elevation of GOT.

We propose that NM441 is a useful drug for respiratory tract infections.



