voL. 36 S-—1I CHEMOTHERAPY 1067

HAIRERSEIR I 817 5 CS-807DEREN 2 & U ERKAIARE

BAYE= - HH X - BEBR - WHEZ
SRR EL - BIERN - RED - KL B
BER B AR FEE MR M
WA HE - RO
YR S7 AL R E MR
MREE
RIiRBe B MR f
TEERE
BT RS RBE E AR

EORE 7 7o ARY V#| CS-8078ENE AIRERHRISIC 5 17 3 BAEMAOBI TRE 2R3 ¥ 2
L b, ZOMKABIREHE TRITL 72, TORER,
1) CS-80782100mgMARGE DMEHME L, 5% 2 R TFY1.88ug/ml, 2 B30 TF
$52.99ug/ml, 3EFETL.46ug/miTHD, 2EFHBMFRICBHMELRLIZ
2) OERMADOBITRE L, METBEDL0.5~ 30.9% T HERIGE, BEMBETIE, Th
ZhD36.6~42.8%, 12.6~85.4%TH -7
3) BEIRBRAETIZ, 128, BRI, R0BR4H, EL1HITH D 2 DERIEIL82.8%
THo7z2,
4) BWERIZLBER R B L 20101 DAT, FOMICIZ MBS bDIZ k-
72

CS-807H =Rt I THR A LB ORL 7 7 EF|OP L AT ik (R-3763) 3ENI-HEENEL

oZRY) ETHS, (Fig.1)

Fig. 1 Chemical structure of CS-807 and R-3763
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Table 1 Concentration of CS-807 in serum and tissues

Sampling time Concentration
Case Dose Tissue/Serum
after administiation X
No. (mg) ) Tissue Serum ratio(% )
(min.) (ug/g) (ug/ml)
1 100 120 0.10 0.78 12.8
2 100 160 0.16 - -
3 100 180 0.30 0.97 30.9
4 100 180 0.24 1.37 17.5
5 100 180 0.14 1.33 10.5
6 100 165 0.48 1.31 36.6
Maxillary
7 100 180 . 0.92 2.15 42.8
sinus mucosa
8 100 180 0.32 - -
9 100 120 0.34 1.03 33.0
10 100 120 3.28 3.84 85.4
Nasal polyp
11 100 150 0.58 4.59 12.6
12 100 150 1.42 3.08 46.1
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Table 2-1 Clinical results of CS-807 treatment

Treatment MIC
No. | Age Bacteriological | Clinical | Adverse
Diagnosis ) Isolated organism | (10%/ml)
Daily dose | Duration | Total
Case | Sex (ug/mi) response effect effect
(mgXtimes) | (days) (g)
S. pyogenes =0.05
1 13 . . S.sanguss 0.10 L.
Acute otitis media 100X 2 7 1.4 . Eliminated | Excellent -
MO.| F B.catarrhalis =0.05
Neisseria sp. 0.20
2 " E.coli 0.20
YN F Chronic otitis media 100X 2 6 1.2 | K.oxytoca 0.20 Reduced Poor -
o P.rastigianii £0.05
3 5 S.aureus 3.13
HK M Chronic otitis media 100X 2 7 1.4 | S.dysgalactiae =0.05 Replaced Fair -
o S.equinus <0.05
4 57 N -
EN F Chronic otitis media 100X 2 6 1.2 | S.aureus N.T. Eliminated | Excellent -
49 | Chronic otitis media .
. 100x2 7 1.4 | P.aeruginosa >100 Unknown Fair -
S.S. | F |(acute exacerbation)
6 48 | Chronic otitis media _
100X 2 7 1.4 | S.aureus 3.13 Eliminated | Excellent -
N.F. | M |(acute exacerbation)
7 41 | Chronic otitis media -
100X 2 6 1.2 | S.aureus 3.13 Eliminated | Excellent -
K.Y. | M |(acute exacerbation)
8 53 | Chronic otitis media Bacillus sp. =0.05 .
100X 2 17 3.4 . . Eliminated | Excellent -
T.H. | F |(acute exacerbation) S.epidermidis 0.20
9 31 . .
M.S F Acute sinusitis 200%X2 8 3.2 | S.pneumoniae =0.05 Eliminated Good -
10 59
Acute sinusitis 100X 2 4 0.8 N.D. - Unknown | Excellent -
SY. | F
11 | 16 o
Acute sinusitis 100X%2 14 2.8 N.D. - Unknown Good -
YM. | F
12 33 L A.calcoaceticus >100
Acute sinusitis 200%2 14 5.6 . Eliminated Good -
MW.| F Corynebacterium sp. | <0.05
13 31 L o
MI F Acute sinusitis 200%x2 7 2.8 | Pacnes <0.05 Eliminated Good -
14 | 36 R . -
10 F Acute sinusitis 200X2 7 2.8 | H. parainfluenzae 0.10 Eliminated Good .

N.D.: Not detected
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Table 2-2 Clinical results of CS-807 treatment
Treatment MIC i
No. | Age Bacteriological | Clinical | Adverse
Diagnosis Dai Duration | Total Isolated organism | (10%/ml)
Case | Sex aily dose uration | Tota (ug/ml) response effect effect
(mgXtimes) | (days) (g)
15 29 L . L
NT. | F Acute sinusitis 200%2 10 4.0 | H.influenzae N.T. Eliminated Good -
34 Chronic sinusiti
16 ronic sinusitis 200X 2 7 2.8 | P.prevotii 3.13 | Eliminated | Fair -
T.T.| F |(acute exacerbation)
hronic sinusiti
17 ] 66 | Chronic sinusitis 200X 2 4 | 5.6 |Pacnes $0.05 | Eliminated | Good -
UM. | F [(acute exacerbation)
42 Chronic sinusiti Abdominal
18 rome SIS 1 1002 5 | 1.0 N.T. ~ | Unknown | Good |7 7M™
MF. | M |(acute exacerbation) discomfort
19 50 Chronic sinusiti Abdominal
ronic sinusitis 100X 2 4 | 28 NT. - Unknown | Good | o
TM.| F |(acute exacerbation) pain
20 21 L S.aureus 1.56 L.
Acute tonsillitis 100Xx2 11 2.2 . Eliminated | Excellent -
ML | F S.mitis =0.05
21 63 S.aureus 3.13 -
Acute tonsillitis 100x2 9 1.8 Eliminated Good -
ClL F S.marcescens 0.78
» 1 S. pyogenes =0.05
Al F Acute tonsillitis 100X 2 7 1.4 | Ecoli 0.20 Eliminated | Excellent -
o Corynebacterium sp. 0.20
7 1 S. pyogenes =0.05
wE | M Acute tonsillitis 200%2 7 2.8 | H.influenzae =0.05 Eliminated Fair -
o A.lwoffii 3.13
2 | 27 - S.mitis 0.10 N
Acute tonsillitis 100x2 3 0.6 B Eliminated | Excellent -
MH | M C.freundii 25
25 42 S. =0.05
Acute tonsillitis 100%2 3 0.6 | OPETE Eliminated | Excellent | —
KH | M A.lwoffii 1.56
BB cute tonsillt 100x2 8 L | Samres 3131 Eiminated | Excell
ul nsilitis . -
MK.| F ons| S.agalactiae 0.10 iminal xcellent
27 39 | Chronic tonsillitis S.aureus 3.13
100X 2 8 1.6 Eliminated | Excellent -
KM. | M |(acute exacerbation) K.pneumoniae 0.10 iminate xcetlen
28 48 | Chronic tonsillitis 100X2 7 1.4 S.mitis 0.10 Eliminated Good
. t -
KA. | M |(acute exacerbation) S.sanguis 0.10 iminate 0o
29 | 30 [ Chronic tonsillitis
100%x2 7 1.4 |S =0.05 limi -
S.Y. | M |(acute exacerbation) Pyogenes Eliminated Good

N.T.: Not tested
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Table 3 Clinical response to CS-807 treatment classified by diagnosis
Diagnosis Number of cases Excellent Good Fair Poor Efficacy rate(%)
Acute otitis media 1 1 100.0
Chronic otitis media 3 1 1 1 33.3
(e exacerbmion) ‘ g ! 7.0
Acute sinusitis 7 1 6 100.0
(acte xscerbtion) ‘ ’ : 5.0
Acute tonsillitis 7 5 1 1 85.7
(cute exacenpation) : : 2 >t
Total 29 12 12 4 1 82.8
Table 4 Clinical response to CS-807 treatment classified by isolated organisms
Isolat'ed Number of cases Excellent Good Fair Poor Efficacy rate(%)
organism

S.aureus 3 3 100.0

S.pneumoniae 1 1 100.0

S.pyogenes 1 1 100.0

H.influenzae 1 1 100.0

Single infection H. parainfluenzae 1 1 100.0

P.acnes 2 2 100.0

P.prevotii 1 1 0.0

P.aeruginosa 1 1 0.0

sub-total 11 3 6 2 81.8

Mixed infection 14 8 3 2 1 78.6

Unidentified 4 1 3 100.0

Total 29 12 12 4 1 82.8
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BASIC AND CLINICAL STUDIES ON CS-807 IN INFECTIONS
IN THE OTORHINOLARYNGOLOGICAL FIELD

Kozo FukaMmi, SHIGERU FURUTA, KATSUNORI FukuDA, Ryuji KiyoTa,
TAIRO IMAKIIRE, YASUHIRO MIYAZAKI, SHINYA MATSUNAGA, and MASARU OHYAMA

Department of Otorhinolaryngology, School of Medicine, Kagoshima University, Kagoshima

We performed basic and clinical studies on CS-807 in otorhinolaryngological infections with the following

results.

1) Serum levels of CS-807 after a single oral administration (100mg tablet) were 1.88xg/ml at 120 min, 2.

99xg/ml at 150 min and 1.46xg/ml at 180 min.

2) Tissue concentrations of CS-807 compared to serum levels were 10-30% in palatine tonsil, 37-43% in

sinus mucosa and 12.6-85.4% in nasal polyps.

3) Clinical efficacy was excellent in 12, good in 12, fair in 4 and poor in 1 patient, showing a clinical efficacy

rate of 82.8%.



