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Table 1-1. Clinical study on NM441 (otitis media)
Age Treatment Isolated organisms* Effect
Case . . Side
No. (¥) Diagnosis Daily dose |Duration 1(;12;2] Species MIC | ~pnical | Bacterio- | effects Remarks
Sex (mg X times) | (days) ) P (ug/ml) logical
22 - M. (B.) catarrhalis 0.10
1 . R ac.u‘te puru.\lent 200%X2 6 2.4 excellent |eradicated| (—)
F otitis media (=)
64 | -acut | S. aureus 0.20 GOT
2 | - acute purulent | 559 3 1.2 Alcaligenes sp. 3.13 |excellent |eradicated| (—) !
M otitis media o) GPT 1
B . testing time
72 | R-chronic purulent S aureus 6.25 inappropriate
3 . otitis media 2002 3 1.2 (=) (11 days ti
M | (acute exacerbation) not done Jag) ays time
65 R-chrf)fnc pur.ulent 100 X2 3 (=)
4 . otitis media 200X 2 1 5.0 excellent | unknown | (—)
F | (acute exacerbation) =)
46 | L-chronic purulent Candida s
D.
5 | - otitis media 200%2 4 | 16 -) F"f‘e ff"‘g“s
M | (acute exacerbation) not done tniection
33 | L-chronic purulent S. aureus 0.10
6 . otitis media 200x2 7 2.8 excellent |eradicated| (—)
F | (acute exacerbation) =)
65 | L-chronic purulent A. xylosoxz'_dans 12.5 all
7 . otitis media 2002 7 2.8 Corynebacterium sp. 6.25 poor e!::;'cht:d =)
M | (acute exacerbation) A. xylosoxidans 12.5 '
73 L-chr.m:lic pur‘ulem P. aeruginosa 0.78
8 . otitis media 200%2 14 5.6 good |eradicated| (—)
M | (acute exacerbation) =)
43 | L-chronic purulent S. aureus 0.39
9 | - otitis media 200x 2 17 6.8 | Corynebacterium sp. 0.39 fair | unknown | (—)
M | (acute exacerbation) not done
* Before treatment
After treatment
Table 1-2.  Clinical study on NM441 (sinusitis)
Age Treatment Isolated organisms* Effect
Case . - Side
No. ().') Diagnosis Daily dose |Duration ”Ic;otal Speci MIC . Bacterio- | effects Remarks
Sex (mg Xtimes) | (days) 0se pecies (ug/ml) Clinical logical
(2) ME g
51
acute paranasal CNS unknown
10 . - paral 200x2 3 1.2 excellent |eradicated| (—)
M sinusitis (=)
37 chrom-c pa.r.anasal P. micros 0.10
11 . sinusitis 100x 2 5 1.0 - fair replaced (-)
F | (acute exacerbation) FP. aeruginosa 0.39
54 | chronic paranasal P .
A 0.2
12 . sinusitis 100x2 7 1.4 aergmnosa 0 good unknown (-)
M | (acute exacerbation) not done
67 | chronic paranasal
normal flor
13 | - sinusitis 100X 2 7 1.4 ora good | unknown | (-)
F | (acute exacerbation) not done
73 | chronic paranasal H i
., 2z 0.05
14 . sinusitis 100 x2 7 1.4 fluenzoe good | unknown | (—)
F | (acute exacerbation) not done
22 | chronic paranasal S epi .
. epidermidis 0.10
15 . sinusitis 100x2 11 2.2 d fair |eradicated| (—)
M | (acute exacerbation) (=)

* Before treatment

After treatment

CNS: coagulase negative Staphylococcus
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Table 1-2.  Clinical study on NM441 (sinusitis) (continued)
Age Treatment Isolated organisms* Effect
Side
se . : .
(i}lo_ ().’) Diagnosis Daily dose |Duration 'lc“iotal Species MIC Clinical Bacterio- | effects Remarks
Sex (mg Xtimes) | (days) (ogs)e P (ug/ml) logical
28 chroni‘c pér_amasal E. coli <0.025 .
6 | - sinusitis 100 % 2 14 2.8 excellent |eradicated| (—)
M | (acute exacerbation) (=)
56 | chronic paranasal (=)
17 | - sinusitis 100%x 2 15 3.0 good | unknown | (—)
F |(acute exacerbation) (=)
74 chroni.c pa.r.anasa] S, aureus 313 .
18 . sinusitis 100x2 15 3.0 fair unchanged| (—)
F | (acute exacerbation) S. aureus 3.13
66 chrom.c pa.r.anasal (=)
19 . sinusitis 100X 2 21 4.2 good unknown | (—)
F | (acute exacerbation) not done
55 chrom'c pa-r_anasal (=)
20 . sinusitis 200x2 7 2.8 good unknown | (—)
M | (acute exacerbation) not done
41 chroni.c p:i‘r?lnasal M. morganii 0.78 .
21 . sinusitis 200x2 20 8.0 fair unknown | (—)
M | (acute exacerbation) not done
* Before treatment
After treatment
Table 1-3.  Clinical study on NM441 (tonsillitis)
Age Treatment Isolated organisms* Effect
Case . . Side
No. (}.’) Diagnosis Daily dose |Duration Eg;l Species MIC | ooy | Bacterio- | effects Remarks
Sex (mg Xtimes) | (days) ®) P (ug/ml) logical
41
X Group G Streptococcous | unknown
22 . acute 1.a<3u.nar 200x2 3 1.6 excellent |eradicated| (—)
F tonsillitis 100 %2 2 (-)
2 E. cloacae <0.025 excluded due
23 . acute I.ac.:u-nar 2002 3 1.2 to measles
F tonsillitis not done virus
25 S. pyogenes 0.20
2% | - G ].ac.u.nar 200X 2 5 2.0 good |eradicated| (—)
M tonsillitis (-)
34 | K. oxytoca <0.025
2% - acute lacunar 200x2 7 2.8 E. cloacae 50.025| good |eradicated| (—)
M tonsillitis -
19 S. agalactiae unknown
% | - acute l.ac.u‘nar 200 % 2 12 4.8 “ poor | unknown | (—)
F tonsillitis not done
29 chronic lacunar normal flora
27 | - tonsillitis 100x2 7 1.4 — good | unknown | (—)
F (acute exacerbation) )
61 chronic lacunar normal flora
28 | - tonsillitis 100%2 7 1.4 — good | unknown | (—)
M | (acute exacerbation) )
45 chronic lacunar S aureus 0.39
29 | - tonsillitis 100 %2 14 2.8 — good |eradicated| (—) T-Bil 1
M | (acute exacerbation) =)
73 chronic lacunar normal flora
30 | - tonsillitis 100X 2 14 2.8 excellent | unknown | (—)
F | (acute exacerbation) =)
26 chronic lacunar normal flora no further
3| . tonsillitis 200%2 visit to
M | (acute exacerbation) hospital

* Before treatment
After treatment
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Table 1-4. Clinical study on NM441 (otitis externa and others)

Age Treatment Isolated organisms* Effect
Case | (y) ; i . . | Total . Side
No. | - Diagnosis Daily dose | Duration| , Species MIC | . a1 | Bacterio- | effects Remarks
Sex (mgXtimes) | (days) ® (zg/ml) logical
74 chronic P. aeruginosa 0.39 .
32 . otitis externa 200%x2 7 2.8 good |eradicated| (—)
M | (acute exacerbation) =)
20 S. aureus 0.39
33 . acute . 200%2 3 1.2 S. agalactiae 0.39 |excellent |eradicated (=)
F pharyngolaryngitis )
29 chronic
x1 0.5 normal flora
34 . pharyngolaryngitis ;ggxz 75 3.1 ” good unknown | (—)
M | (acute exacerbation) ’ normal flora
a-Streptococcus 1.56
17 Neisseria sp. <0.025 iall
35 . acu'te N 100 X2 3 0.6 E. corrodens $0.025 | poor partially (=)
M submaxillaritis eradicated
a-Streptococcus 3.13
Lactobacillus sp. 0.78
61 . y H. influenzae 0.05
36 . supp}Jratxon ° 200x2 14 5.4 a-Streplococcus 3.13 | excellent |eradicated (-)
F vestibule cyst =
52 suppuration of a-Streptococcus unknown X
37 . postoperative 100%x2 14 2.8 excellent [eradicated| (—)
M buccal cyst =)
* Before treatment
After treatment
Table 2. Concentrations of NM394 in serum and tissue
i Concentration
No Tissue Dose Sai?ilemg - Transfer ratio
' (mg) . Serum Tissue Tissue/Serum
(min) (kg/ml) | (ug/g)
1 Maxillary cyst 100 60 <0.05 <0.063 —
2 Maxillary sinus mucosa 200 60 <0.05 <0.063 —
3 Maxillary sinus mucosa 200 60 0.12 <0.125 —
4 Maxillary sinus mucosa 200 70 1.03 1.47 1.43
5 Maxillary sinus mucosa 200 60 0.22 0.19 0.86
6 Maxillary sinus mucosa 200 60 0.023 <0.063 —
7 Maxillary sinus mucosa 200 60 0.027 <0.063 —
8 Tympanum mucosa 200 120 0.11 <15.05 —
Table 3. Clinical efficacy of NM441
. . No. of . Efficacy
Diagnosis patients excellent good fair poor rate (%)
Otitis media acute 2 2 2/ 2
acute exacerbation 5 2 1 1 1 3/5
sub-total 7 4 1 1 1 5/ 7
Otitis externa (acute exacerbation) 1 1 1/1
Sinusitis acute 1 1 /1
acute exacerbation 11 1 6 4 7/11( 63.6)
sub-total 12 2 6 4 8/12( 66.7)
Tonsillitis 8 2 5 1 7/ 8
Others 5 3 1 1 4/ 5
Total 33 11 14 5 3 25/33( 75.8)

Efficacy rate (%)= (excellent+good)/(No. of patients)x 100
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Table 4. Bacteriological efficacy of NM441
No. of . partially Elimination
Isolate patients eliminated eliminated replaced | unchanged rate (%)
GPB Staphylococcus aureus 3 2 1 2/3
Staphylococcus epidermidis 1 1 /1
crobial CNS 1 1 1/1
Monomicrobia Streptococcus pyogenes 1 1 1/1
infection
a~-Streptococcus 1 1 1/1
Group G Streptococcus 1 1 1/1
sub-total 8 7 1 7/8
GNB Escherichia coli 1 1 1/1
Pseudomonas aeruginosa 2 2 2/2
Moraxella subgenus 1 1 1/1
Branhamella catarrhalis

sub-total 4 4 4/4
Anaerobes Peptostreptococcus micros 1 1 1/1
Polymicrobial two 5 4 1 4/5
infection three 1 1 0/1
sub-total 6 4 2 4/6

Total 19 15 2 1 1 16/19(84.2)

Elimination rate (%)= (eliminated +replaced)/(No. of patients)X100
CNS: coagulase negative Staphylococcus
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Evaluation of NM441 in treatment of otorhinolaryngological infections
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®Department of Otorhinolaryngology, Toyonaka City Hospital

We evaluated the efficacy and safety of NM441, a new oral quinolone, in the treatment of otorhinolaryn-
gological infections.

Tissue concentrations in mucous membrane of maxillary sinus after 200mg p.o. were 1.47 and 0.19xg/g.

The drug was clinically evaluated in 33 patients with otorhinolaryngological infections. Overall clinical
efficacy was excellent in 11, good in 14, fair in 5 and poor in 3 cases. The efficacy rate was 75.8%.

Side effect was not observed in 37 patients, and abnormal laboratory findings were found in 2 cases;
slight elevations of GOT « GPT and total bilirubin.

From these results, NM441 was shown to be highly useful for the treatment of various otorhinolaryn-
gological infections.



