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Fig. 1. NM39%4 levels in serum
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Fig. 2. NM394 levels in gallbladder bile
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Fig. 4. NM394-glucuronide (NM394-G) levels
Fig. 3. NM394 levels in gallbladder tissue in gallbladder bile

Table 1. Clinical efficacy classified by diagnosis

Efficacy Efficacy
Diagnosis th' otf - rate (%)
patients excellent good fair poor (excellent +good)
Cellulitis 1 1 1/1
Felon 1 1 1/1
Subcutaneous abscess 4 3 1 4/4
Infected atheroma 42 8 31 2 1 39/42 ( 92.9)
Others 5 1 1 1 2 2/5
Mastitis 2 1 1 2/2
Periproctal abscess 18 6 12 18/18 (100 )
Peritoneal abscess 1 1 1/1
Secondary infection 28 11 13 4 24/28 ( 85.7)
Cholecystitis 2 1 1 2/2
Cholangitis 6 3 2 1 5/6
Total 110 36 63 7 4 99/110( 90.0)
Table 2. Efficacy rate classified by diagnosis and daily dose
Daily dose (mg Xtimes) 5 o
Diagnosis Efficacy rate (%)
100x2 200%2 other (excellent +good)
Infected atheroma 12/12 26/28 1/2 39/42 ( 92.9)
Skin and soft tissue infection 7/10 1/1 8/11 ( 72.7)
Mastitis 1/1 1/1 2/2
Periproctal abscess 1/1 15/15 2/2 18/18 (100 )
Peritoneal abscess 11 1/1
Secondary infection 8/9 16/19 24/28 ( 85.7)
Cholecystitis and cholangitis 7/8 7/8
Total 22/23 73/82 4/5 99/110
(95.7) (89.0) (90.0)
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Table 3. Clinical efficacy classified by isolated bacteria
Efficacy :
Isolated bacteria NO.' of - Efficacy rate (%)
patients | excellent good fair poor | (excellent+good)
Monomicrobial | gram-positive | Staphylococcus aureus 13 3 8 1 1 11/13 ( 84.6)
infection bacteria Staphylococcus epidermidis 3 1 1 1 2/3
coagulase negative Staphylococcus 10 1 9 10/10 (100 )
Streptococcus pyogenes 1 1 1/1
Streptococcus agalactiae 1 1 1/1
Streptococcus spp. 2 1 1 1/2
Enterococcus faecalis 3 2 1 2/3
Corynebacterium spp. 3 3 3/3
Bacillus spp. 2 1 1 2/2
gram-negative | Escherichia coli 2 2 2/2
bacteria Enterobacter cloacae 1 1 0/1
Pseudomonas aeruginosa 10 5 4 1 9/10 ( 90.0)
anaerobe Peptostreptococcus asaccharolyticus 2 1 1 2/2
Peptostreptococcus magnus 3 1 1 1 1/3
Peptostreptococcus tetradius 1 1 1/1
Peptostreptococcus spp. 3 1 2 3/3
Propionibacterium acnes 3 1 2 3/3
Bacteroides fragilis 2 2 2/2
Bacteroides capillosus 1 1 0/1
Bacteroides spp. 3 2 1 3/3
Sub-total 69 19 40 7 3 59/69 ( 85.5)
Polymicrobial | 2 species G(+)+G(+) 6 2 4 6/6
infection G(+)+G(—-) 3 9 1 3/3
G(=)+G(—) 4 1 3 4/4
23 species 7 3 4 177
Sub-total 20 8 12 0 0 20/20 (100 )
Unknown 21 9 11 0 1 20/21 ( 95.2)
Total 110 36 63 7 4 99/110( 90.0)
G(+): gram-positive bacteria, G(—): gram-negative bacteria
Table 4. Bacteriological response classified by case
Bacteriological response Eradication rate (%)
. No. of - .
Isolated bacteria atients . partially (eradicated
p eradicated eradicated replaced |unchanged +replaced)
Monomicrobial gram-positive Staphylococcus aureus 13 11 1 1 12/13 ( 92.3)
infection bacteria Staphylococcus epidermidis 3 3 3/3
coagulase negative Staphylococcus 10 10 10/10 (100 )
Streptococcus pyogenes 1 1 1/1
Streptococcus agalactiae 1 1 1/1
Streptococcus sp. 1 1 1/1
Enterococcus faecalis 3 1 2 1/3
Corynebacterium spp. 2 2 2/2
Bacillus spp. 2 2 2/2
gram—flegative Escherichia coli 2 2 2/2
bacteria Enterobacter cloacae 1 1 1/1
Pseudomonas aeruginosa 9 9 9/9
anaerobe Peptostreptococcus asaccharolyticus 2 2 2/2
Peptostreptococcus magnus 3 1 1 1 2/3
Peplostreptococcus tetradius 1 1 1/1
Peptostreptococcus spp. 3 2 1 2/3
Propionibacterium acnes 3 3 3/3
Bacteroides fragilis 2 2 2/2
Bacteroides capillosus 1 1 1/1
Bacteroides spp. 3 3 3/3
Sub-total 66 57 0 4 5 61/66 ( 92.4)
Polymicrobial | 2 species G(+)+G(+) 5 5 5/5
infection G(+)+G(=) 3 1 2 1/3
G(=)+G(=) 4 2 2 4/4
=3 species 6 5 1 6/6
Sub-total 18 13 2 3 0 16/18 ( 88.9)
Total 84 70 2 7 5 77/84 ( 91.7)

G(+): gram-positive bacteria, G(—): gram-negative bacteria
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Table 4 W BERBIMEZNNRE R LIz, BE5HIIC
EHAHES NIERID S b B EEORE IR EM TR
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o, [RE] O THREER I06EDHEEL, HER
93.8% Tholzo 77 LBHE, BHEB L UBKHE
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ABEIDOWERIZ, S. aureus 93.3% (14/15), CNS
100% (11/11), E. coli 100% (10/10), P. aeruginosa

91.7% (11/12) ¥ TH-ot, —FhH, HEF LD S
aureus, P. aeruginosa, Peptostreptococcus magnus,
Peptostreptococcus  sp. & 1 ¥k 8 & U Enterococcus
Jaecalis 3¥kTH oz,

FFRECERAT 3 L2 50 5BWEAIE 36 (TH,
THi-Bbeh, v - BRERE 16) Ao o5h,
HIEKIZ2.7% (3/113) TH-/z (Table 6), ZDI 5
2B EHIbIc L D, B3 1FlIk#kGRERS UEARE
WTERIEE Lz, —F, KEIRS & ORRERHEE
bh 2 ERREERELE (Bfb) 13 10.5% (9/86) i
B ohntz, BHACAS & (Table 7), AHEERFED
51 %<, IFEEERES, 7 — 2 ARBEE, KRR
HRIE%, REMBEEIE 1FITHo 72, ZhoDd biE
HRAEOHITENBITIIV TN O IEELE - XX EE
MHERINTB Y, BROCHEL 223D o0
Thotlz,

Table 5. Bacteriological response classified by isolated bacteria
Isolated bacteria é\tl:)z;igi Era?;/z ?ted Unchanged
Gram-positive Staphylococcus aureus 15 14( 93.3) 1
bacteria Staphylococcus epidermidis 4 4
CNS 11 11(100 )
Streptococcus pyogenes 1 1
Streptococcus agalactiae 2 2
Streptococcus spp. 4 4
Enterococcus faecalis 7 4 3
Enterococcus faecium 1 1
Corynebacterium spp. 3 3
Bacillus spp. 2 2
GPC 1 1
Sub-total 51 47( 92.2) 4
Gram-negative Escherichia coli 10 10(100 )
bacteria Citrobacter freundii 1
Klebsiella pneumoniae 4 4
Enterobacter cloacae 3
Pseudomonas aeruginosa 12 11(91.7) 1
Acinetobacter calcoaceticus 1 1
GNF-GNR 1
Sub-total 32 31( 96.9) 1
Anaerobe Peptostreptococcus anaerobius 2 2
Peptostreptococcus asaccharolyticus 4 4
Peptostreptococcus magnus 3 2 1
Peptostreptococcus micros 1 1
Peptostreptococcus prevotii 1 1
Peptostreptococcus tetradius 1 1
Peptostreptococcus spp. 4 3 1
Propionibacterium acnes 3 3
Clostridium sp. 1 1
Bacteroides fragilis 3 3
Bacteroides capillosus 1 1
Bacteroides spp. 3 3
Prevotella spp. 2 2
Sub-total 29 27(93.1) 2
Total 112 105( 93.8) 7

CNS: coagulase negative Staphylococcus
GPC: gram-positive cocci

GNF-GNR: glucose non-fermenting gram-negative rods
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Table 6. Adverse reactions
. . Day of Day of
. Age Daily dose | Duration - . .
Symptoms Severity Sex . appearance | Administration | Treatment | disappearance
(yr) (mg X times) (days) (days) (days)
Dizziness moderate | ;|\l 9p0x2 2 2 discontinued none s
Feeling of ear closed moderate 2 none 3
Diarrhea mild 64 100X 2 7 2 continued none 3
Diarrhea moderate 3 . . none 10
24 M 200x2 3 discontinued
Stomach feeling heavy mild 3 none 10
Incidence: 3/113(2.7%)
Table 7. Abnormal laboratory findings
Parameters
Age Sex Items
(yn) before — within —— after —— follow
29 M Eosino. 298 —_— ND. — 760 _— N.D.
64 F S-GOT 51 —_— 119 —_— 60 —_— 58
S-GPT 3 — 93 — 59 —— 53
S-GOT 46 —_ ND. — 74 —_— 51
49 M S-GPT 33 — ND. — 60 —— 42
Urine sugar (=) —— ND. —  2(+) —— (=)
S-GOT 17 — ND. — 209 —— ND.
59 M S-GPT 32 @ — ND. — 121 —— ND.
LDH 286 2 —— ND. — 559 —— ND.
S-GOT 76 — 420 — 308 — 124
S-GPT 29 —— 717 — 737 — 324
ALP 616 —— 984 —— 989 —— 889
53 M D-Bil 0.20 — 0.70 — 1.10 — 0.50
T-Bil 0.40 — 1.10 — 1.80 — 1.00
LDH 306 —_— 638 — 445 — 282
y-GTP 421 —— 712 —— 603 —— 568
Urobilinogen (=) — ND. — 2(+) —— N.D.
7 F S-GPT 23 — 47 — 23 —— N.D.
D-Bil 0.20 — 0.40 — 0.20 —— N.D.
65 M Coombs’ test 0 —_— 0o — 1 —_— 0
66 M U-RBC 7~8/hpf — 21~22/hpf ——> 16~17/hpf — 2~3/hpf
61 M U-occult blood (£) — ND. — 2(+) —— ND.
N.D.: not done Incidence : 9/86(10.5%)

U-RBC: urine-RBC
U-occult blood : urine-occult blood

m. & 23

FROZO R Ty 7R *x /o v RHEE NM441 ok
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HTHVWHEAERG SN,

FEIDEEAETH S NM39 OHEEEOEH L L
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antibiotic effect(PAE) < effective regrowth time
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BahtTway, £z, ¥/ 0 D P. aeruginosa \Z
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HEXN TV Y. SEOBEKNRFTCESNLIIEWE
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Basic and clinical studies on NM441 in the surgical field
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Fundamental and clinical studies of NM441, a new quinolone antibiotic, were carried out in surgical field
and the following results were obtained.

1) Transport into bile and gallbladder : When NM441 was administered to 19 patients once at a dose
of 200mg, the peak values of serum concentrations of NM394 were 0.50~0.55xg/ml at 4~6 h after the
administration. The transport of NM394 into bile reached its peak, the maximum 51.96ug/ml; the
average 25.83ug/ml, at 4 h after the administration. The transport into gallbladder of NM394 reached its
peak, the maximum 2.88ug/g; the average 2.49ug/g, at 6 h after the administration.

2) Results of clinical use: NM441 was administered to 116 patients with surgical infection. The
clinical efficacy was examined in 110 evaluable patients, and the efficacy rate was 90%, with excellent in
36 cases, good in 63, fair in 7 and poor in 4. The bacteriological efficacy was examined in 84 evaluable
patients, and the eradication rate was 91.7%, with eradicated in 70 cases, replaced in 7, partially
eradicated in 2 and unchanged in 5. The bacteriological response of each organisms isolated from patients
was eradicated in 105 and unchanged in 7 of 112 strains, showing a 93.8% eradication rate. Subjective or
objective adverse reactions were observed in 3 cases and abnormal laboratory findings were observed in
9 cases.



