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Table 1. Serum and skin concentrations of S-1108 after a single

75 mg and 150 mg dose

~T75 mg~ ~150 mg~ 5

Sample Tir_ne? aftgr Concentration | Skin Samgle Timg aftgr Concentration Skin0
No. Sex|Age admmxslr.ahon Serum | Skin | (%) No. Sex|Age admlmstr.atlon Serum | Skin | /(%)
(h:min) |(gg/ml)|(rg/g)| Serum (h:min) |(pg/ml){(g/g)|Serum

1 | Fl42] 1:17 0.93 | 0.48 | 52 1 |[M[48] 2:00 1.51 | 0.40 | "8

2 | M|I17 1:19 0.22 | 0.11 50 2 |F|38 2:00 1.48 | 0.29 | 20

3 |M|22 1 :47 0.39 0.11 28 3 | F|22 2 :02 2.59 | 0.77 30
4 | F |78 2 :08 0.96 0.30 31 4 | F|23 2:05 1.30 | 0.28 __ZL
5 | F {17 2:10 0.96 0.28 29 5 | F |28 2 :10 1.02 | 0.47 __46’
6 |M]|76 2 :15 0.96 0.38 40 6 | F|32 2:13 1.63 | 0.40 __ﬂ_
7 | F|59 2 :15 0.88 0. 34 39 7T |F|19 2 17 1.71 0.39 _ﬁ_
8 |M|24 2:20 0.13 | 0.12 92 8 | F|35 2:19 1.18 | 0.40 | 39
9 |F |44 2:25 0. 66 0.30 45 9 |M|58 2:20 2.18 | 0.41 __19/_
10 | M| 25 2:25 0.94 0. 46 49 10 | F |51 2 :21 1.02 | 0.48 __L
11 |Fle2] 2:45 [ 0.3 ] 006 18 11 [Fla7] 2:23 | 1.46 | 0.23] 16
12 |M |72 3:18 0.09 | 0.06 67 12 | F|23 2 :38 1.26 | 0.24 __ﬂ,
0.62 | 0.25 45 1.53 | 0.40 | 217

Mean+S. D + + + Mean+S. D + + | 2
0.3 | 0.15 | 19.8 0.46 | 0.14 | 102
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Table 2. Clinical summary of

BIHD 10 BITEEDTH, G20, 2REH1
PITH 1o Fro, BIVHED 16 HITIEHLBH, H
ef, CREMLHTHYNRIBBNLEYTH -1,
BVBOIRTIE2H, 2B 1 H, M1
ThHoto BVIRDIHITEIHEY2H, W1 HT
Hoto
BERBIOERMER Tabled ICF &7 T &
¢, 1B mgx3ERED 16 HITIIEHDIN, &
Al ooEwem, M FlT, FHRIEG 8L 3
%THH, | B 150 mg X 3EHEED 19 | TRER
8, BRI H., LRHER 2K, W1 HIT, HHR

patients treated with S-1108

: Body . Dura-| Total C Baclerio- . .
Casel . . . Daily dose | . Organisms isolated . Clinical | Side
Groy no. AgelSex| “ﬁg)“ Diagnosis (mg Xtimes (;;0;) (drzze) (befire*after)(count) (lgofgfizlt effect |effects
1/16|M| 78 | Folliculitis 75X3 | 8 |1575[(—) — (—=)| Unknown |Excellent| (=)
L 2[70{M| 38 Folliculitis 75X3 | 12 [2250|S. aureus (+) — (—)|Eradicated |Excellent|( —)
3|22|F| 53 Furuncle 75X3 7 |1350{S. aureus (#) — (—)|Eradicated |Excellent|( —)
4|40| F| 52 Furuncle 75X 3 8 |1575|S. aureus (#) — (—)|Eradicaled |Excellent|( —)
5|23 M| 60 Furuncle 75X 3 8 |1575|S. aureus (#) — (—)|Eradicated |Excellent{( =)
6|23 M| 65 Furuncle 75X3 | 8 |1575|Staphylococcus sp.  (#) — (+)| Decrease| Fair |(—)
I 7(75|M| 50 Furuncle 75%3 | 8 [1650|S. aureus (#) — (—)|Eradicated |Excellent| ( —)
8127\ M| 58 Furuncle 75%3 | 11 2250 N. T.—N. T.| Unknown| Good [(—)
9(27|M| 80 Furuncle 150x3 | 8 [3150|K. oxytoca (#) — (—)|Eradicated |Excellent|(—)
110[36] F| 53 Furuncle 150% 3 9 [3600{(—) — (—)| Unknown [Excellent| ( —)
11|73| F| 42 | Furunculosis 75%3 | 8 [1575|S. aureus (#) — (—)|Eradicated| Good [(—)
12|16/ F| 41 | Furunculosis 75X 3 8 |1575(S. aureus (#) — (—)|Eradicated |Excellent|( —)
13 |58| M| 47 Phlegmon 75X3 | 8 [1575{(—) — (—=)|Unknown| Good [(—)
1421 M| 57 Phlegmon 75X3 | 8 [1650[S. aureus (#) — (—)|Eradicated |Excellent| (—)
15]79|M| 59 Phlegmon 75X3 | 8 |1650|P. aeruginosa (#) — (#)| Persisted| Fair |[(—)
W 16 |60| M| 58 Phlegmon 150x3 | 5 [1950{(—) —N. T. [ Unknown |Excellent| (—)
17164/ F| 48 Phlegmon 150%3 | 7 [2850[S. aureus (#) — (—)|Eradicated| Good |(—)
18167 M| 55 Phlegmon 150x3 | 8 |3150(S. aureus (#) — (—)|Eradicaled [Excellent| (=)
1951 M| 56 Phlegmon 1503 | 8 |3150|E. avium (#) — (—)|Eradicated| Good |[(—)
.20 [41|M] 70 Phlegmon 150x3 | 8 |3150(S. aureus (#) — (—)|Eradicated| Good |(—)
2139\ F| 58 Phlegmon 150%x3 | 8 [3150{(—) — (—=)|Unknown| Good [(--)
22 (64| F| 45 Phlegmon 150%3 | 9 |3600|Peptostreptococcus sp. (+) — (—)|Eradicated |[Excellent| ()
23|59/ F| 64 Phlegmon 1503 | 9 [3600{(—) = (=)|Unknown| Good {(—)
w L2473 F| 54 |Acute paronychia| 75X3 | 8 [1650|S. aureus (#) — (—)|Eradicated |Excellent| (—)
25]29/M| 65 |Acute paronychia| 1503 | 8 [3300]S. epidermidis(#) - (#)S. aureus(#)| Persisted | Fair |(-=)
26 (66| M| 70 Erysipelas 1503 | 8 |3150 N. T.—N. T.| Unknown |Excellent| ( =)
271118|M| 54 | Lymphangitis | 1503 | 8 [3300(S. aureus (#) — (—)|Eradicated |Excellent| (=)
__128133|M| 68 | Lymphangitis | 150x3 | 11 [4500 N. T.— N. T.| Unknown |Excellent| ( —)
Subcut E. faecalis (+) = (#)
29|50 M| g3 | PubCutaneous | 45453 | g |3150|B. fragilis (+) = (—)|Decreased| Poor |(—)
abscess Bubacterium sp. (+) — (-)
- ubacterium sp.
V | 80]41/M]| 75 |Inflammatory atheroma] 150X 3 | 11 |4500]S. aureus (#) — (—)|Eradicated| Fair [(—)
Inflammatory K. pneumoniae(+) — (—) . _
31131{M| 50 atherom & 150%3 | 11 4500 S, epidermidis (+) = (=) Eradicated| Good |(—)
| 32]47| F| 60 [Inflammatory atheroma] 150x3 | 12 [4950(S. aureus (#) — (—)|Eradicated| Good [(—)
1 33165| F'| 60 |Secondary infection] 75x3 | 8 |1575S. aureus (+) — (—)|Eradicated| Poor [(—)
VI 1 34152| F| 65 |Secondary infection| 75x3 | 8 |1575|S. aureus(+)~(-) S. epidermidis(#)| Replaced| Good |(—)
— 1 35]61|M] 80 [Secondary infection] 150%3 | 8 |3150[(—) — (—)|Unknown| Good [(—)

N.T.: notEsted
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Table 3. Clinical efficacy of S-1108

Group (Dally Dose No. of cases| Excellent Good Fair Poor Efficacy rate
mg X times)
| 7543 2 | 2 0 0o 1 LN 2/2
I 1503 | o | 0o | o | o | o
2 2 0 0 0 2/2
|__.Tex38 | 8 ORI I LN LSS A U I L0 S
it 1503 | 2 | 2 0 ) 272
10 7 2 1 0 9/10
75X 3 4 2 1 1 L 3/4
NV | 150x3 | 12 | 6 | 5 | 1 1| 0 e,
16 8 6 2 0 147186
| 75X%3 0 1 0 0 U 0 | _—
% 150x3 | R o | 2 T R 2/4
4 0 2 1 1 2/4 %
|__T5X8 | 2| .0 ! U DS S B 17z
VI 150X 3 T o | 1| 0 o | 1/1 &
3 0 2 0 1 2/3
Table 4. Clinical efficacy of S-1108 according to dose
Daily Dose No. of cases | Excellent Good Fair Poor Efficacy rate
(mg X times) (%)
75X 3 16 9 4 2 1 81.3
150X 3 19 8 8 2 84.2
Total 35 17 12 4 2 82.9
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Table 5. Bacteriological efficacy against clinically isolated
S. aureus after administration of S-1108
Case Diagnosis I(Diilslg Species isolated Before e 7T days
no. (mg) (count) 3days (count) (count)
2 Folliculitis 75X 3 S. aureus + () (=)
3 Furuncle 75X 3 S. aureus # (=) (=)
4 Furuncle 75%3 S. aureus # (=) (=)
5 Furuncle 75X 3 S. aureus # (=) (4days) (=)
11 Furunculosis 75X 3 S. aureus 1+ () (=)
12 Furunculosis 75X 3 S. aureus # (=) (=)
18 Phlegmon 150% 3 S. aureus # (=) (=)
20 Phlegmon 150% 3 S. aureus # E cl(?acae .( * ) (=)
S. epidermidis ()
32 |Inflammatory atheroma| 150X 3 S. aureus + (=) (4days) (=)
33 Secondary infection 75X 3 S. aureus # (=) (=)
Table 6. Sensitivities of clinically isolated S. aureus to
S-1006, cefteram, cefaclor, cefotiam and methicillin
Agent MIC (zg/mD° Total
>0.39 0.39 0.78 1.56 3.13 6. 25 12.5 25 25< (n=)
S-1006 4 13 17
cefteram 17 17
cefaclor 6 8 3 17
cefotiam 13 3 1 17
methicillin| 7 10 17

*MICs were determined with serial twofold dilutions of the agents in sensitivity—test agar.
Bacteria cultured overnight were inoculated onto agar plates at 10° CFU per spot and

incubated for 18 hr at 37°C.
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Laboratory and clinical studies on S-1108
in bacterial skin infection

Takanori Tomizawa, Sigeo Kondou, Kouji Yamada and Kumiko Washizaki
Department of Dermatology, Kanto Rosai Hospital
2035 Kizukisumiyosi—cho, Nakahara-ku, Kawasaki 211, Japan

We studied S-1108, a new oral cephem, for its clinical efficacy and safety, of thirty-five
patients with bacterial skin infection were given S-1108 orally in a daily dose of 225 mg~
450 mg for 5~11 days and skin concentrations were measured in twenty—four patients (75
mg-12 patients and 150 mg—12 patients, single dose), and obtained the following results.

1) Skin concentrations of S-1108 were 0.06~0.48 zg/g at 1° 17 ~ 3° 18 after oral
administration of 75 mg and 0.23~0.77zg/g at 1° 00° ~2° 38 after 150 mg.

2) The clinical effects of S—1108 in the 35 patients with bacterial skin infections were
excellent in 17, good in 12, fair in 4, poor in 2, and the efficacy rate was 82.8%.

3) The rate of eradication of isolated organisms thought to be the cause of the infectious
skin disease was 100% for S. aureus and 85.7% overall.

4) There were no side effects or abnormal laboratory findings.



