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Table 1. Antibacterial activity of S-1108 and reference antibiotics against clinical isolateg -

Organism

MIC ( ug/ml)°

(no. of strains) Ankibiotics Range 50% 90%

S-1008 0.78~>100 1.56 >100

S. aureus (MSSA)(21) cefteram 1. 56~ >100 3.13 >100
cefaclor 1. 56~ >100 1.58 100
S-1006 1. 56~ >100 > 100 >100

S. aureus (MRSA)(22) cefteram 3. 13~>100 > 100 >100
cefaclor 3.13~>100 >100 >100
S-1006 ) <0.0125~0. 78 £0,0125 0.2

S. pneumoniae (21) cefteram £0.0125~0.78 =0.0125 0.1
cefaclor 0.39~1.58 0.39 0.78
S-1006 0.025~0. 78 0.39 0.78

B. catrrahalis (25) cefteram 0.05~1. 56 0.78 1.568
cefaclor 0. 39~25 1.586 12.5
S-1006 0.39~12.5 0.78 3.13

K. pneumoniae (42) cefteram 0.05~3.13 0.2 1.56
cefaclor 0.39~6. 25 0.78 1.58
S-1006 0.2~3.13 0. 39 1.56

E. coli (53) cefteram 0.1~25 0.2 0.78
cefaclor 0. 39~100 1.56 8.25
S-1006 0. 39~50 1.56 25

E. aerogenes (23) cefteram 0.2~100 0.78 100
cefaclor 25~>100 >100 >100
S-1006 0. 05~>100 0.78 50

E. cloacae (54) cefteram 0. 025~ >100 0.78 >100
cefaclor 3.13~>100 >100 >100
S-1006 0. 05~0. 39 0.1 0.2

P. mirabilis (24) cefteram 0.05~0.1 0.05 0.05
cefaclor 1.56~3. 13 1.56 1.56
S-1006 0.05~12.5 0.1 0.78

P. vulgaris (25) cefteram 0. 05~25 0.1 0.78
cefaclor > 100 >100 >100
S-1006 0.1~100 0.2 25

M. morganii (26) cefteram 0. 05~>100 0.1 >100
cefaclor >100 >100 >100
S-1006 0.1~100 3.13 100

C. freundii (35) cefteram 0.2~>100 6.25 >100
cefaclor 6.25~>100 >100 >100
S-1006 0.78~>100 6. 25 >100

S. marcescens (54) cefteram 0.39~>100 12.5 >100
cefaclor 100~ > 100 >100 >100
S-1006 6.25~100 12.5 100

A. calcoaceticus (27) cefteram 12.5~>100 25 >100
cefaclor 25~>100 100 >100
S-1006 0.78~>100 100 >100

P. aeruginosa (52) cefteram 6. 25~>100 >100 >100
cefaclor >100 >100 >100
S-1008 1. 56~ > 100 25 >100

B. fragilis (17) cefteram 12. 5~>100 100 >100
cefaclor 25~>100 >100 >100

“MICs were determined by serial twofold dilution of the agents in sensitivity test agar.
Bacteria cultured overnight were inoculated onto the agar plates at 5x10* CFU per spot and incubated for 18~20h

at 37°C.
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Case 1. 66 y.o. M, 59kg, Chr. bronchitis Case 3. 64 y.o. M, 58kg, Chr. bronchitis
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Fig. 1. Serum and sputum levels of S-1006

after oral administration of 200 mg
of S-1108.

Case 2. 53 y.o. M, 54kg, Chr. bronchitis
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Fig. 2. Serum and sputum levels of S-1006

after oral administration of 200 mg
of S-1108.

Fig. 3. Serum and sputum levels of S-1006

after oral administrationof 200 mg
of S-1108.
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Table 2. Clinical response to S-1108 of patients with respiratory tract infections
. Dosc -
Ago, sox Clinical L wBC CRP | Clinical | g
No. ! . \ i Bactleria in sputum ¢
Woight daily lotal (/mm?®) | (mg/dl) | res
oig diagnosis P | days oo () g/dl) | response| effe;
normal flora 7,020 | 6,54 T
1 8!.511< A((;uto bronchll,)ls 100 mgx 3| 7 N | ' | (+) )
<ung cancor normal flora 5, 430 5.76
. P. aeruginosa 107 1, 1150 8.30
2 | 8 M h Povmonis. . oo mgx 3| 14 | 4.2 | } ! #) | ¢
B ronic bronchilis) P. aeruginosa 107 %, 050 1.57
53, |° normal flora 4,500 1.70
30t .’6 “ | Chronic bronchitis |100mgX 3| 7 2.1 i ) 1} (#) )
Y normal fora 4,880 | 0.25
31 M H. influenzae 10° 5, 580 3.89
q '49 *| Chronic bronchitis [I00mgXx 3| 7 2.1 | l ‘ #) | ()
) normal flora 4, 580 .16
5. F P. aeruginosa 107 8, 050 0.51
5 '44 " | Chronic bronchitis [100 mgX 3| 7 2.1 ) ) ) (-) (-)
P. aeruginosa 107 8,190 1.91
86. M normal [lora 5, 850 0.42
6 .63 ‘| Chronic bronchitis {100mgx 3| 7 2.1 [ } ) (#) -)
normal [lora 6, 450 0.17
5. M Bronchial asthma H. influenzae 10" < 8,610 8.00
L + 100mgx3| 14 | 4.2 i ) ' " | e
infection normal flora 6,810 0.22
0. F Bronchial asthma Il. influenzae 10" < 7,810 1.20
8 :53 ’ + 100mgx 3| 7 2.1 ) ) i (4) (-)
inflection normal flora 7,550 0.24
79 M Pulmonary emphysema. B. catarrhalis 107 7,810 2.64
9 ’48 : + 100 mg X 3 7 2.1 | ) ) (#) (-)
infection ‘ not excreted sputum | 6, 840 1.00
(jlf) : Excellent, (#) : Good, (+) : Fair, (=) - Poor
KT 52X &L -5 9= —HITHT ALREM.E bt

bo/cbOMWHEREINTHWSEY,

AR RENREEEEZRTAEORRI AL
S-1006 DA INE VBIZ, EXNaA A F XA FAE
BIATIFEST S LI EORNEZDI-ZEA
THY, FHERD IR T T —HIck D MADIRE
h, 7EMED S-1006 & L CHERMAFICEITT S0 R
Tv I THbB. ARIDHE % CFTM, CCLDZHh
B L TAIBETIZ, MSSA, S pneumoniae,
B. catarrhalis I3t LT3 CFTM &E U < BWHLE
H%:RL, S pneumoniae, B. catarrhalis iZi32
BRMIC 0. 8 u g/ml L FIZHHmL TWico 75 A
BEHAREICX LT, Enterobacter, Citrobacter,
Serratia B < BAMEEIC3EN /- REEEEZR
L, CCL& YN CFTM L BIERETH-70 7
NoREERRE S 7 LRMREICIE, CCL, CFTM &
DbHEOIEBEEERLICY, BYEREHTIEL

WERPEH DR S 5 18 1 SOl A 3 B REAH
200 mg ZAARIZS L TRt B X UBETR
BEEAE LI, E— /7 BERRA 2.4~2.6pg/mlt
0.11~0.20 £ g/ml, MHAEEIZxd 5 KEPREYL
124.4~8.3%THY, it 7 . LRFENELR
BREBOBITRETH -1, A%ESOMPRET
E% (AUC) (3R 5ICH L 31~41% K<
BEBREOHHFIHLERNESBRIFCHB L, R
PR (13 24 BRI E TIC 34, 6~39. 3% THBHIL, &
BRI b BIFEBTARD S 5 Z LR
THOY, 2tke LTHRNEIER T 27 ) BIERA
EBBUCRRKLERICH S EEL SN,

PRI B2 RRATE O BIC 513 B BEERAN R & 7 (T18%)
DEWTH -1, 1 FINRRESR, P. aerugind
DR X MBS E XA 1 FlA &\ ) BET
H 1o BMPIDOA P. aeruginosa higtt a il
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Table 3. Laboratory findings before and after administration S-1108
No RBC Hb Plate. Eosin | GOT | GPT | ALP | LDH | BUN Creat.
: (10*/mm?)| (g/dl) | (10'/mm?)| (%) |(IU/L)|(IU/L)|(IU/L)|(IU/L)| (mg/dl) | (mg/dl)

1 Before 374 10.5 37.0 1.8 17 4 158 349 8 0.8
After 378 10.7 40.1 2.2 18 4 149 350 9 0.7
9 Before 421 12.9 47.3 1.8 26 31 384 333 12 1.0
After 445 13.3 46. 4 1.8 28 28 194 357 16 1.1
3 Before 428 13.3 21.3 2.4 17 7 135 329 17 0.9
After 407 12.7 20.7 0.7 16 7 158 371 18 0.8
A Before 422 13.9 16.1 0.7 24 17 159 243 12 1.0
After 472 15.3 19.2 4.6 24 15 168 263 13 1.0
5 Before 394 12.3 24.3 0.9 20 3 221 408 17 0.9
After 390 12.3 38.3 1.3 20 3 197 346 16 0.8

6 Before 433 12.9 29.8 2.6 17 11 134 287 N.T N. T

After 412 12.0 26.7 1.8 20 11 164 329 N.T N.T
7 Before 415 138.5 23.9 3.7 28 22 139 303 17 1.1
After 449 14.5 21.3 6.7 27 24 133 276 14 1.0
8 Before 385 12.1 23.5 5.2 16 12 175 332 14 0.7
After 395 12.1 27.9 7.1 19 17 164 357 18 0.6
9 Before 504 14.7 23.2 2.3 17 2 180 448 10 1.1
After 492 14.2 29.5 1.8 30 15 187 467 11 1.2

RKE GEFI No. 2) 13, ERHREEIR, REFE, WIS
XBEHROSEE LEUTH>70 P. aeuruginosa i3
BREINT, MEOERETH - foalfethid v &2
Z ot H influenzae DR Xt 3 #, B.
catarrhalis BRI N2 1 I, VTR bRBREX O
BNTHY, AFHID in vitro 1IZHB BHEHE R
LTWaEEZ Sre, 2PICEIER, BERREMD
EEXHRIBHONT, ZLHOETRORO L
7z LRAERIERIRICEZTBVWTH A,

ULDOREN S, FHNIIROFTH 0 ARBEAD
BELBEBTHD, FRBREEICH L THED» DL
2IZFEAL S AREHO—o L Bbhi,

ABRIE, GCP (BAEH) - Tiibhi, &
AXDEE IS 40 M A ALEFEFLBEL, FEY

N. T : Not tested

RV LS-1108 (PR 4ES B, ZHE) Op#
s LTRELIG,

X ik

D MBETHE, E B 540 @EE A bRy
2L, FEY VRY Y L, S-1108, BHE,
1992

2) BNREMEIEBE (MIC) MEEBFRITICO
WT, Chemotherapy 29 : 76~79, 1981

3 KEE L AE B HLORER S ZoEN
Ko BREREE 12 : 54~59, 1989

O IE B, AHEZ  WRIRSRRRGE - f1E R
TEEbFE BE BH). pldd~167, X«
HEIE, KPR, 1991
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Laboratory and clinical study on S-1108 in respiratory infections

Tohru Yamasaki, Issei Tokimatsu, Tomoku Ichimiya, Kazufumi Hiramatsu,
Kaori Hiroiwa, Mitsuru Masuda, Hiroyuki Nagai, Yoichiro Goto,
Jun Goto, Takayoshi Tashiro and Masaru Nasu
Second Department of Internal Medicine, Oita Medical University
1-1 Idaigaoka, Hasama-chou, Oita-gun, Oita 879-55, Japan

We evaluated S-1108, a newly developed cephem antibiotic, for its in vitro antimicrobial
activity, serum and sputum levels and clinical efficacy in patients with respiratory
infections.

The results were as follow:

1. Antimicrobial activity

The minimum inhibitory concentrations (MICs) of S-1006 against 521 strains of 15 species
isolated from clinical material were measured by the standard method designated by the
Japan Society of Chemotherapy, and compared with those of cefteram(CFTM)and cefaclor
(CCL). S-1006 showed similar or superior activity to other competitive antibiotics against
methicillin—susceptible Staphylococcus aureus (MSSA), Streptococcus pneumoniae and Bran
hamella catarrhalis. Against gram—negative rods and Bacteroides fragilis, it showed almost
the same activity as CFTM.

2. Serum and sputum levels

Serum and sputum levels of S-1006 were measured in three patients with chronic
bronchitis after a single 200 mg oral dose of S-1108. The maximum serum levels were 2.4
~2.6ug/ml at 2~3h after administration. The maximum sputum levels were 0. 11~0.20 g/
ml at 2~5 h after administration. The ratio of the maximum sputum level to the
maximum serum level was 4.4~8.3%.

3. Clinical efficacy in respiratory infections

We administered S-1108 150 mg b. i. d. for 7~14 days to 9 patients. Clinical efficacy was
good in 7, fair in 1 and poor in 1. No adverse reactions or abnormal laboratory findings
were observed.



