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Fig. 1 Chemical structure of CS-807 and R-3763
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Table 1 Clinical results of CS-807 treatment (1)
Dosage Response Remarks
Case N Age Di . Organism Side-
ame iagnosis i i r
No. Sex Daily dose  Duration | Total MIC (ug/ml)10%,10°| Clinical |Bacteriological| effect (g‘i,,'d'iny”)
(mg) (days) | dosage(g)
1 r | B a itis media | 2002 5 2.0 Sipmeumoniae Excellent | Eradicated
te otit . xcelles radic -
M cute otitis media $0.05 $0.05 nf ica
14 o , ) BW.
2 KK Acute otitis media [ 200X2 3 1.2 S.pneumoniae Good | Eradicated | -
M 53.0kg
32 . - . .
3 NM F Acute otitis media | 200X 2 7 2.8 S. pneumoniae Good | Eradicated | -
43 )
4 Y) F Acute otitis media | 200X 2 7 2.8 S.aureus Excellent | Eradicated | —
72 S.simulans
5 TS Acute otitis media | 100Xx2 4 0.8 Excellent | Eradicated | —
F 1.56 0.78
64 P.aeruginosa
6 OH Acute otitis media | 100X2 4 0.8 Excellent | Eradicated | —
F >100 >100
37 S.aureus .
7 SS Acute otitis media | 100X 2 3 0.6 Excellent | Eradicated | —
M 1.5 1.56
37 P.aeruginosa
8 YM Acute otitis media | 100X2 3 0.6 Good |Unchanged| -
F >100 >100
57 S.aureus .
9 TT Acute otitis media | 100X2 3 0.6 Good | Eradicated | —
M 6.25 3.13
4 o ) S.capitis i
10 HY Acute otitis media [ 100X 2 6 1.2 Good | Eradicated | —
M 0.39 0.39
29
11 TK M Acute otitis media | 100X 2 4 0.8 Poor Unknown -
36 | Acute
12 NM exacerbation of 100x2 8 1.5 No growth Excellent | Unknown -
F | chronic otitis media
51 | Acute S.aureus
13 KY exacerbation of 200%x2 7 2.8 Excellent | Eradicated | —
F | chronic otitis media 50 50
62 | Acute S.aureus
14 NI exacerbation of 200x2 4 1.6 Excellent | Eradicated | —
F | chronic otitis media 3.13  3.13
83 | Acute ) S.aureus
15 YH exacerbation of 200X 2 7 2.8 Poor |Unchanged| -—
F | chronic otitis media 1.56 1.56
86 | Acute S.aureus
16 FF exacerbation of 100x2 7 1.4 Poor Unknown -
F | chronic otitis media 3.13 3.13
34 | Acute ) S.aureus
17 HK exacerbation of 200% 2 7 2.8 Poor Unknown -
M | chronic otitis media 3.13  3.13
33 | Acute ) S.aureus
18 KI exacerbation of 200X 2 7 2.8 Poor |Unchanged| -
F | chronic otitis media 3.13 3.13
60 | Acute S.epidermidis )
19 KK exacerbation of 200X 2 4 1.6 Good | Eradicated | —
F | chronic otitis media 0.78 0.39
54 | Acute
20 NY exacerbation of 100X 2 4 0.8 S.epidermidis Fair Unknown -
M | chronic otitis media
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Table 1 Clinical results of CS-807 treatment (2)
Dosage Response
Case .y Age N ' Organism Side- Remarks
ame 1agnosis Daily dose | Duration | Total X-ra
No. Sex Y MIC (1g/m1)10%10°| Clinical |Bacteriological| €ffect (findi%gs>
(mg) (days) | dosage(g)
42 | Acute S.epidermidis )
21 | WT exacerbation of 100Xx2 4 0.8 Good | Eradicated | -
M | chronic otitis media 0.78 0.78
56 | Acute ) E.cloacae .
2 | MS exacerbation of 100X 2 4 0.8 Good Eradicated -
M | chronic otitis media 3.13 0.78
49 | Acute S.epidermidis ,
23 | AO exacerbation of 100X 2 4 0.8 Excellent | Eradicated | —
M | chronic oitis media 0.39  0.20
48 Acute K.oxytoca
u | M | | exacerbationof | 100x2 4 0.8 P20 0% | Excellent | Eradicated | -
chronic otitis media 0.10 0.10
19 | Acute P.tetradius )
%5 | TS exacerbation of 100X%2 4 0.8 Fair Unknown -
M | chronic otitis media 0.10 =0.05
46 | Acute
26 TS exacerbation of 100X 2 5 1.0 K. pneumoniae Good | Eradicated| —
F | chronic otitis media
41 | Acute P.aeruginosa .
27 SY exacerbation of 100X 2 7 1.4 Fair Unknown -
M | chronic otitis media >100  >100
38 K. pneumoniae .
28 | MH Chronic otitis media | 100X 2 5 1.0 Excellent | Eradicated | —
M 0.78 0.39
39 . Streptococcus .
29 | OK Acute tonsillitis 100X%2 3 0.5 Poor |Eradicated| -
F group A
20 S.sanguis .
30 | MK Acute tonsillitis 100X 2 7 1.4 Excellent | Eradicated | —
M 0.1 =0.05
18 S.aureus
31 | OM Acute tonsillitis 100X 2 3 0.5 Poor |Unchanged| —
M 3.13 3.13
32 . S.pyogenes .
32 | NY Acute tonsillitis 100Xx 2 7 1.4 Excellent | Eradicated | —
F <0.05 0.0
34 S.aureus .
33 | AK Acute tonsillitis 100X 2 7 1.4 Good | Eradicated | —
M 6.25 3.13
33 ,
34 | NK F Acute tonsillitis 200X 2 6 2.4 S.pyogenes Excellent | Eradicated | —
43 Streptococcus
35 SS Acute tonsillitis 200X 2 6 2.4 group A Excellent | Eradicated | —
M 0.39 0.20
28 . S.aureus .
36 SS Acute tonsillitis 200%2 6 2.2 Excellent | Eradicated | —
F 313 3.13
30 o S.milleri
37 | TK Acute tonsillitis 200%2 7 2.8 Good | Eradicated | —
F 0.20 0.10
36 . S.pyogenes
38 | oY Acute tonsillitis 100X 2 7 1.3 & Excellent | Eradicated | —
F =0.05 =0.05
24 . S.aureus
39 TK Acute tonsillitis 100X 2 7 1.3 Excellent | Eradicated | —
F 3.13 3.13
2 S.salivarius
40 | TN Acute tonsillitis 100X2 7 1.4 s :3505 =0-05 | Excellent | Eradicated | —
F 0.20  0.20
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Table 1 Clinical results of CS-807 treatment (3)
Dosage Response
Case N Age i ) Organism Side. |Remarks
ame iagnosis i i
No. Sex Daily dose | Duration | ~ Total | e ug/mD) 1010 | Clinical |Bacteriological effect (zi(’;za'y )
(mg) (days) | dosage(g) Ings,
29 .
41 IN M Acute tonsillitis 200%2 4 1.6 Fair Unknown | ~
18 . K.pneumoniae .
42 SY Acute tonsillitis 100x 2 4 0.8 Excellent | Eradicated | —
M 0.39 0.20
21 S.sanguis .
43 SS Acute tonsillitis 200% 2 3 1.2 Good | Eradicated | -
M 0.39 0.20
36 S.aureus .
44 ST Acute tonsillitis 100X 2 4 0.8 Good | Eradicated | -
M 3.13  3.13
32 - S.sanguis i
45 ™ Acute tonsillitis 200% 2 4 1.6 Excellent | Eradicated | —
F 6.25 3.13
26 |Acute S.mitis .
46 ™ 100X 2 5 0.9 Excellent | Eradicated | —
F | pharyngolaryngitis 0.39 0.39
20 |Acute S.sanguis .
47 IK . 100% 2 5 0.9 Fair |Unchanged| -
M | pharyngolaryngitis $0.05 s0.05
31 S S.pneumoniae . Xp
48 HK Acute sinusitis 100X 2 7 1.4 Excellent | Eradicated | —
F s0.05 s0.05 +—-—
43 L Streptococcus sp . Xr
49 TH Acute sinusitis 100X%2 7 1.4 Excellent | Eradicated | —
F 0.78  0.39 -
47 L S.aureus i Xr
50 T] Acute sinusitis 200%2 9 3.6 . Good | Eradicated | -—
M H.influenzae -+
26 . Xe
51 UN F Acute sinusitis 200X 2 7 2.8 H.influenzae Good | Eradicated | — 4
36 . Xp
52 18'¢ F Acute sinusitis 200%2 9 3.6 S. pneumoniae Fair Eradicated - "
17 o S.aureus Xr
53 KH Acute sinusitis 200%x2 7 2.8 Good | Eradicated | —
M 313 3.13 #—
28 . S.pneumoniae ) Xr
54 HS Acute sinusitis 100X 2 5 1.0 Good | Eradicated| -
M =0.05 =0.05 L
68 L S.aureus
55 IT Acute sinusitis 100%x 2 4 0.8 Poor Unknown -
M >100 >100
39 | Acute S.epidermidis : Xe
56 oT exacerbation of 100% 2 7 1.4 Good | Eradicated| —
F chronic sinusitis 0.78 0.39 #—
43 Acute ) S.sanguis
57 SM exacerbation of 1002 4 0.8 Poor Unknown -
F | chronic sinusitis £0.05 =0.05
65 Acute ) S.sanguis
58 TK exacerbation of 100x2 4 0.8 Fair Unknown -
F chronic sinusitis 0.20 0.10
61 Acute Xp
59 HI exacerbation of 100X 2 7 1.4 B.catarrhalis Excellent | Eradicated | — .
M chronic sinusitis #
59 | Acute Xp
60 KU exacerbation of 100X 2 8 1.6 S. pneumoniae Excellent | Eradicated | — .
F chronic sinusitis #
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Table 2 Clinical effect of CS-807

linical response

Dail ini
y Excellent | Good Fair Poor Clinical response
Diagnosis Dosage rate (%)
. 200 3 3 1 6/7 (85.7)
Acute otitis media
400 2 2 4/4 (100 )
Acute exacerbation 200 3 3 3 6/9 (66.7)
of chronic otitis media 400 2 1 4 37 (42.9)
Chronic otitis media 200 1 1/1 (100 )
o 200 6 2 2 8/10 (80.0)
Acute tonsillitis
400 4 2 1 6/7 (85.7)
Acute pharyngolaryngitis 200 1 1 1/2 (50.0)
A 200 2 1 1 3/4 (75.0)
Acute sinusitis
400 3 1 3/4 (75.0)
Acute exacerbation 200 ) )
of chronic sinusitis 1 1 3/5 (60.0)
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Table 3 Bacteriological effect of CS-807
No. of Bacteriological effect o
Organism Eradication rate (%)
cases Eradicated Replaced Unchanged Unknown
S.aureus 17 11 3 3 11/14  (78.6)
S.epidermidis 5 4 1 4/4 (100 )
S.simulans 1 1 1/1 (100 )
S.capitis 1 1 1/1 (100 )
S.pneumoniae 7 7 777 (100 )
S.sanguis 6 3 1 2 3/4 (75.0)
S. pyogenes 3 3 3/3  (100)
S.mitis 2 2 2/2 (100)
S.milleri 1 1 1/1 (100 )
S.salivarius 1 1 1/1 (100 )
Streptococcus group A 2 2 2/2 (100 )
Streptococcus sp. 1 1 1/1 (100 )
P.tetradius 1 1
K.pneumoniae 3 3 3/3  (100)
K.oxytoca 1 1 171 (100)
P.mirabilis 1 1 1/1 (100 )
P.aeruginosa 3 1 1 1 1/2 (50.0)
E.cloacae 1 1 1/1 (100 )
H.influenzae 2 2 2/2 (100 )
B.catarrhalis 1 1 1/1 (100 )
Table 4 Bacteriological effect classified by diagnosis
Bacteriological
effect
Eradicated | Replaced | Unchanged | Eradication rate (%)| Unknown
Diagnosis
Acute otitis media 9 1 9/10  (90.0) 1
Acute gxac.exfbation. 8 2 810 (80.0) 6
of chronic otitis media
Chronic otitis media 1 1/1
Acute tonsillitis 15 1 15/16  (93.8) 1
Acute pharyngolaryngitis 1 1 1/2
Acute sinusitis 7 77 (100) 1
Acute exficerbayic?n 3 3 (100 ) 2
of chronic sinusitis
Total 44 5 44/49  (89.8) 1
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CLINICAL STUDIES ON CS-807
IN OTORHINOLARYNGOLOGICAL INFECTIONS

SHOzO KAWAMURA, NORIO UEHARA
Department of Otorhinolaryngology, Juntendo University, Tokyo
YuTaka FujiMaki
Department of Otorhinolaryngology, Katsunan Hospital, Urayasu
TAKATSUGU ITABASHI
Department of Otorhinolaryngology, Koto Hospital, Tokyo
HirRosHI WATANABE
Department of Otorhinolaryngology, Taketani Hospital, Tokyo
MASASHI WADA
Department of Otorhinolaryngology, Tokyo Rosai Hospital, Tokyo

CS-807 was studied for its usefulness in the field of otorhinolaryngology, from clinical and bacteriological
points of view.

1) A dose of 100mg or 200mg of CS-807 was administered after meals twice daily.

2) The clinical efficacy rate for each diagnosis was 90.9% in acute otitis media(11 cases), 56.3% in acute
exacerbation of chronic otitis media(16), 82.4% in tonsillitis(17), 75% in acute sinusitis(8), 60% in acute
exacerbation of chronic sinusitis.

Out of 60 patients treated in this study, 26 patients were assessed as excellent, 18 as good, 7 as fair, 9 as
poor, the overall efficacy rate being 73.3%.

3) The bacteriological eradication rate was 89.8%.

4) No adverse events or abnormal laboratory findings were observed in any patients.

From the above results, CS-807 was considered to be a safe drug which is useful in otorhinolaryngological
infection in the dose of 200mg or 400mg daily.



