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coccus (0.05ug/ml) biFkL 7,

P33 49 BT ERT, 28§, X
kD%, EERGHOZZ LI 9A1TH, NzH

Table 1. Concentration of S-1006 in tissues and discharges after a single oral dose of S-1108

Case Dose Age Sex BW Saglrileing Concentration (ug/mlor g) Tissue/Serum:
no. (mg) (y) (kg) (min) Serum Tissue (%) e
1 100 18 M 60 90 0.49 0.09 maxillary mucosa 18.4 ;i
2 100 43 F 80 120 0.34 <0.08 maxillary mucosa -
3 100 55 F 62 180 0.28 0.32 maxillary mucosa 1143
4 100 22 M 65 180 0.20 <0.08 maxillary mucosa -
5 100 36 F 52 270 0.48 <0.08 maxillary mucosa —
6 200 74 F 42 120 0.31 0.19 maxillary mucosa 61.3
7 200 68 M 68 150 0.69 1.02 maxillary mucosa 147.8
8 200 34 M 57 150 0.26 0.24 maxillary mucosa 92.3
9 100 33 F 71 150 0.04 0.43 parotid gland 1,075.0
10 100 62 F 61 160 0. 04 0.12 parotid gland 300.0
11 100 51 M 82 180 0.26 0.22 parotid gland 84.6
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Table 2. Clinical results of S-1108 treatment
Age (y) Daily | Total Bacterio-| Overall .
Case . . [solate ; . Side
- Sex Dignosis dose | dose MIC ( zg/ml)* logical clinical ffects
10} BW(kg) (mg) | (mg) ) effect efficacy ertec
43 acute exacerbation
1 - F of 300 2,400 | E. acrogenes 0.78 | eradicated | excellent| none
55 chronic sinusitis
44 b Ivii
9 - M chronic sinusitis 300 6. 300 7 ~haemolylic 0.05 | eradicated | excellent| none
60 Streptococcus
9 P [ 25 tiall
3 + M | acute otitis media | 300 4,200 ; aertlglno§g partiatly fair none
76 X. maltophilia 50 eradicated
36 acute exacerbation
. loose
4 - M of 300 4,200 | Fungi unknown| poor stools
60 chronic otitis media
57 acute exacerbation 300 P. aeruginosa 25
5 - F of 7,500 .. unknown| poor none
o L. . 600 P. stuartit 0.1
‘ 58 chronic otitis media
67
6 | + M | chronic otitis media | 300 2,100 | negative unknown| excellent| none
45
17 nasopharyngitis h lvti
T + .M | (infectious mono- 300 1,200 7 “haemoiytic 0.2 |unknown|unknown| none
; ‘ . Streptococcus
55 nucleosis)

* @ Inoculum size : 10°CFU/ml
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Table 3. Laboratory findings before and after administration of S-1108
Peripheral blood Liver function Renal function|
Case | B CK
no. | A RBC Hb Ht WBC Eosino| GOT GPT Al-P LDH | BUN s5-Cre (ml0/ml)
(10" /m*) (grzdl) (%)  (/mm®) (%) |(IU/D) (1U/1) (QU/D) (TU/D)|(mg/dl) (mg/dl)

| B 441 14.3  40.4 6,800 1 13 10 137 289 13 0.4 66
A 458 14.9 41,1 6,800 6 14 8 188 297 11 0.4 66

9 B 550 17.3  48.9 8,000 7 26 27 196 353 13 0.6 242
A nd nd nd nd nd nd nd nd nd nd nd nd

3 B 528 16.5 46.6 6,400 4 21 31 176 346 15 0.7 88
A 529 16.4 48.5 5,500 2 20 29 160 310 17 0.8 6

4 B 512 15.1 42.9 4,700 9 17 12 211 325 8 0.6 110
A 534 15.9 44,8 4,200 8 21 21 217 328 8 0.7 92

5 B 503 14.7 42.1 17,800 0 24 27 261 397 12 0.5 nd

A 505 14.9 42,1 17,400 1 19 30 210 369 13 0.5 nd

6 B 465 15.4 42.6 6,300 1 58 42 227 304 11 0.7 nd
A 477 15.8 44.8 5,500 7 70 49 222 314 15 0.7 nd

7 B 532 16.0 45.8 5,900 5 22 16 370 326 10 0.6 94
A nd nd nd nd nd nd nd nd nd nd nd nd

B : before administration, A : after administration,

m % %
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Clinical and pharmacokinetic studies on S-1108

for otorhinolaryngological infection

Yoshihiro Tsuruta, Takashi Ueda and Takashi Matsunaga
Department of Otorhinolaryngology, Nara Medical University
840 Shijo—cho, Kashihara, Nara, 634, Japan

Clinical and pharmacokinetic studies of S-1108, a new oral cepher}l, produced the follo-
wing results

1) Pharmacokinetic study

The serum, maxillary mucosa and parotid gland concentrations of S-1006 were measured
in eight patients with chronic sinusitis and three with parotid tumors, who were given single
oral doses of 100 or 200 mg.

Peak serum levels were 0.49 1 g/ml at 90 minutes after administration of the lower dose
and 0.69u g/ml at 150 minutes after administration of the higher dose. Maxillary mucosa
concentrations were 0.32 1 g/g at the lower dose and that of the higher dose peaked 1.02
1 g/g at 150 minutes after administration. Based on the results obtained S-1108 exhibited
dose-related maxillary mucosa levels.

2) Clinical study
:Seven patients, | with acute exacerbation of chronic sinusitis, | with chronic sinusitis, 1
with acute otitis media, 2 with acute exacerbation of chronic otitis media, | with chronic
otitis media and 1 with nasopharyngitis were given oral S-1108 100 mgX 3 /day or 200 mg
X 3/day for 7 ~21 days. The clinical effects were excellent in 3, fair in 1 and poor in
2, excluding one patient with nasopharyngitis. One mild case of loose stools was observed,
but there were no elevations of laboratory values. )

It was shown that S-1108 in an effective and useful oral antibiotic for the treatment of
acute exacerbations of chronic sinusitis, chronic sinusitis and chronic otitis media.



