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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
Body Dose Effect
Case . ) . Side-
Name Sex | Age | weight Diagnosis ffect
no. e
(kg) mgXtimesXdays | Total(g) | Bacteriol. Clinical e
1 Y.T. F 19 53 Acute tonsillitis 100X2X7 1.4 Eliminated | Excellent -
2 TK. M 42 67 Acute tonsillitis 100%2Xx7 1.3 Eliminated | Excellent -
3 LS. F 57 60 Acute tonsillitis 100x2x7 1.4 Eliminated | Excellent -
] N.M. F 33 51 Acute tonsillitis 100x2X7 1.4 Eliminated | Excellent -
5 KK. F 37 42 Acute tonsillitis 100x2x7 1.4 Eliminated | Excellent -
[3 N.T. F 46 64 Acute tonsillitis 100X2X7 1.4 Eliminated | Excellent -
7 HK. F 51 48 Acute tonsillitis 100X2x7 1.4 Eliminated Fair -
8 SE. F 33 50 Acute tonsillitis 100X 2X7 1.4 Eliminated | Excellent -
9 S.T. F 64 44 Acute otitis media 100x2X%7 1.4 Eliminated | Excellent -
Chronic otitis media
10 T.T. M 49 70 . 100X2X7 1.4 Unchanged Poor -
(Acute exacerbation)
Chronic otitis media
11 M.T. M 34 54 R 100X2X7 1.4 Unchanged Poor -
(Acute exacerbation)
Chronic otitis media
12 K.M. M 44 61 i 100X 2X 4 0.8 Replaced Poor -
(Acute exacerbation)
Chronic otitis media
13 OK. F 54 40 100X2X7 1.4 Eliminated | Excellent -
(Acute exacerbation)
Chronic otitis media i
14 AK. F 63 42 . 200X 2X7 2.8 Replaced Fair =
(Acute exacerbation)
15 N.K. F 26 45 Acute sinusitis 100X2X7 1.4 Unknown Good -
16 K.T. F 13 46 Acute sinusitis 100X2X7 1.4 Unchanged Poor -
17 0.Y. F 29 50 Acute sinusitis 100X2X7 1.4 Unknown | Excellent -
Chronic sinusitis
18 S.M. F 50 37 . 100X2X7 1.4 Unknown Good -
(Acute exacerbation)
19 K.Y. M 39 63 Acute sinusitis 200X2X7 2.8 Unknown Unknown -
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Table 2 Efficacy of CS-807 classified by diagnosis
. ) Clinical effect Efficacy rate
Diagnosis Total %)
Excellent Good Fair Poor Unknown
Acute tonsillitis 7 1 8 87.5
Acute otitis media 1 1 100
Chronic otitis me?na 1 ) 3 5 20
(Acute exacerbation)
Acute sinusitis 1 1 1 1 ) 50.0
Chronic sinusitis
1
(Acute exacerbation) 1 100
Total 10 2 2 4 1 19 66.7
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Table 3-1 Isolated organisms from clinical material
MIC(ug/ml) 10%ells/m] .
. Inoculum Bacteriol,
No. Isolated organism .
size effect
R-3746 CEX CCL CDX AMPC
Klebsiella oxytoca I 0.20 3.13 0.39 6.25 50

0] S.agalactiae # =0.05 6.25 1.56 3.13 0.10 Eliminated
S.salivanius ¥ 0.39 6.25 1.56 6.25 0.10
S.sanguis + 0.10 6.25 3.13 6.25 s0.05
Acinetobacter lwoffii # 3.13 12.5 1.56 6.25 1.56

@ Streptococcus sp. + =0.05 0.39 0.20 0.39 S0.05 Eliminated
Klebsiella oxytoca + 0.10 3.13 0.39 6.25 50
Kluyvera sp. # 0.39 3.13 0.78 6.25 12.5
S. pyogenes # =0.05 0.39 0.20 0.20 =0.05
Streptococcus sp. + =0.05 6.25 1.56 1.56 0.05
S.mitis # 0.10 6.25 1.56 3.13 50.05

® Candida albicans + Eliminated
S.sanguis + $0.05 3.13 0.78 3.13 $0.05
S.milleri + 0.39 6.25 0.78 6.25 £0.05
Neisseria sp. + 0.10 25 0.78 25 0.39
S. pyogenes + <0.05 0.39 0.10 0.20 50.05
S.mitis + 0.10 12.5 1.56 6.25 =0.05 .

® Neisseria sp. + 0.20 25 1.56 25 0.39 Bliminated
Streptococcus sp. + 0.10 12.5 12.5 12.5 0.20
S.pyogenes # =0.05 0.39 0.10 0.20 =0.05
S.sanguis + 0.10 6.25 1.56 3.13 <0.05
Neisseria sp. + =0.05 6.25 0.78 3.13 0.10 .

® | Saues + 3.13 3.13 1.56 1.56 0.20 | Eliminated
Streptococcus sp. + 0.20 6.25 1.56 3.13 =0.05
Bifidobacterium adolescentis w =0.05 0.78 0.39 0.20 =0.05
S.mitis + =0.05 3.13 0.39 1.56 =0.05
S.agalactiae + 0.78 3.13 1.56 3.13 0.10
Streptococcus sp. # 0.78 6.25 1.56 6.25 0.10 -

® S.sanguis + 0.20 6.25 3.13 6.25 50.05 | FEliminated
E.coli + <0.05 3.13 0.39 3.13 0.78
Pseudomonas sp. + >100 >100 >100 >100 25
Streptococcus sp. + 0.10 6.25 1.56 3.13 <0.05
S.sanguis + 0.20 3.13 6.25 3.13 0.39 -

@ S.salivarius + £0.05 1.56 0.39 0.78 0.5 | Eliminated
Micrococcus sp. + 0.20 1.56 0.78 1.56 =0.05
Corynebacterium sp. # <0.05 6.25 1.56 6.25 0.39

S.epidermidis + 3.13 3.13 3.13 3.13 1.56 Eliminated
S.mitis + 0.20 12.5 6.25 6.25 0.10

® S.aureus # 50 100 50 100 12.5
P.aeruginosa # >100 >100 >100 >100 >100 Eliminated
Proteus vulgaris # =0.05 50 100 100 >100

® S.aureus + 3.13 6.25 3.13 6.25 1.56 | Unchaneed
S.aureus # 3.13 1.56 0.78 3.13 0.78
S.epidermidis w >100 50 25 50 12.5

o S.aureus* # 1.56 3.13 1.56 3.13 1.56 Unchanged
S.epidermidis® w 6.25 12.5 6.25 6.25 1.56
S.aureus # 6.25 12.5 1.56 6.25 0.78
P.aeruginosa + >100 >100 >100 >100 >100

ed

@ P.aeruginosa® # >100 >100 >100 >100 >100 Replac
S.aureus® + 1.56 3.13 0.78 1.56 0.78

® S.aureus # 3.13 6.25 6.25 6.25 3.13 Eliminated

YrEnriched culture * Detected after administration
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Table 3-2 Isolated organisms from clinical material
MIC(ug/ml) 10°cells/ml .
. Inoculum Baceriol.
No. Isolated organism size 7 effect
R-3746 CEX CCL CDX AMPC
S.warneni # 0.39 3.13 0.78 3.13 0.20
P.aeruginosa + >100 >100 >100 >100 >100
@ Acinetobacter lwoffii + 3.13 25 6.25 25 1.56 Replaced
P.aeruginosa® # >100 >100 >100 >100 >100 P
S.hominis® + 0.78 3.13 0.78 1.56 0.39
S.warneri * + 0.39 3.13 0.78 3.13 0.20
® No growth Unknown
S.aureus # 6.2
® S.aureus® # 3.13 3.13 Unchanged
@ No growth Unknown
® No growth Unknown
® S.sanguis + =0.05 0.78 0.20 0.39 =0.05 Unknown

*Detected after administration
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CLINICAL INVESTIGATION OF CS-807
IN OTORHINOLARYNGOLOGICAL INFECTIONS

SHIGEO OGAWA, YUTAKA SAKAMOTO, NOBUAKI TSUCHIHASHI and IKUKO SASAKI
Department of Otorhinolaryngology, Kawasaki Municipal Hospital, Kawasaki

The clinical efficacy of the oral cephalosporin CS-807 on otorhinolaryngological infections was investigat-
ed, and the following results were obtained.

1) When CS-807 in a daily dose of 200-400 mg was administered to 8 patients with acute tonsillitis, 1 with
acute otitis media, 5 with acute exacerbation of chronic otitis media, 4 with acute sinusitis and 1 with acute
aggravation of chronic sinusitis, clinical results were excellent in 10 cases, good in 2, fair in 2, poor in 4 and
unknown in 1 case, with an overall efficacy rate of 66.7 %.

2) Bacteriologically, 8-Streptococci, including S. pyogenes, were very sensitive to CS-807. When MICs of
CS-807 were measured against clinical isolates, very satisfactory antibiotic potency against g-Streptococci,
K. oxytoca, E. coli and P. vulgaris was observed, but not against S. aureus, whose MIC was almost the same
as that of other antibiotics.

3) Neither side-effects nor abnormal laboratory findings related to the drug were observed.

From these results, we consider that CS-807 is useful for the treatment of otorhinolaryngological infections.



