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Table 1. Antibacterial activity of S-1006 against standard strains

MIC ( xg/ml) Inoculum size (10°cells/ml)

Organisms S-1006  cefteram cefotiam  cefaclor
S. aureus ATCC25923 0.78 1. 56 0.39 0.78
E. coli ATCC25922 0.78 0.39 0.2 1.56
P. aeruginosa ATCC27853 12.5 100 >100 >100

Medium . Mueller Hinton Broth (Difco) supplement with Mg?* and Ca**
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Table 2. Antibacterial activity of S-1006, CFTM, CTM and CCL against

clinical isolates

Organisms

MIC (g g/ml)* Inoculum size (10" cells/ml)

(No. of strains) Drug Range 509 00%
S-1006 0.39 ~ 6.25 0.78 3.13
S. aureus (MSSA) cefteram 0.7 ~ 50 1.56 12.5
(30) cefotiam 0.2 ~ 3.13 0.39 1.56
cefaclor 0.39 ~ 50 0.78 50
S-1006 <0. 025~ 0.2 <0.025 0.1
S. pneumoniae cefteram  <0.025~ 0.2 =0.025 0.1
(28) cefotiam 0.05 ~ 0.39 0.1 0.2
cefaclor 0.2 ~ 1.56 0.39 0.78
S-1006 <0.025 <0.025 <0.025
S. pyogenes cefteram  <0.025 <0.025 =0.025
(30) cefotiam 0. 05 0.05 0.05
cefaclor 0.1 ~ 0.2 0.1 0.1
S-1006 0.78 ~> 50 >50 > 50
E. faecalis cefteram 1.56 ~> 50 >50 > 50
(30) cefotiam 25 ~> 50 50 > 50
cefaclor 25 ~> 50 25 50
S-1006 0.1 ~ 6. 25 0.2 0.78
E. coli cefteram 0.1 ~ 3.13 0.2 0.39
(30) cefotiam =0.05 ~ 3.13 =0.05 0.2
cefaclor 0.39 ~>100 0.78 3.13
S-1006 =0.05 ~ 3.13 0.2 1.56
M. catarrahalis cefteram =0.05 ~ 6.25 0.39 1.56
(30) cefotiam 0.2 ~ 12.5 1.56 1.56
cefaclor 0.2 ~>100 1. 56 6. 25
S-1006 <0.05 ~ 0.1 <0.05 <0.05
H. influenzae* cefteram <0.05 ~ 0.1 <0.05 <0.05
(30) cefotiam 0.1 ~ 6. 25 0.78 3.13
cefaclor 0.1 ~ 50 3.13 12.5
S-1006 0.2 ~ 3.13 0.39 0.78
K. pueumoniae cefteram 0.1 ~ 0.78 0.2 0.2
(30) cefotiam <0.05 ~ 0.39 0.1 0.2
cefaclor 0.2 ~ 3.13 0.39 0.78
S-1006 0.39 ~ 100 0.78 50
E. cloacae cefteram 0.2 ~>100 0.39 >100
(30) cefotiam  =<0.05 ~>100 1.56 >100
cefaclor <0.05 ~>100 100 >100
S-1006 0.39 ~>100 12.5 >100
P. aeruginosa cefteram 1.56 ~>100 100 >100
(30) cefotiam >100 >100 >100
cefaclor >100 >100 >100

*MICs were determined with serial twofold dilutions of the agents in sensitivity test agar.

* : 10* cells/ml
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Case 1. M.M., F. 54y. Chr. bronchitis Case 2. H.S., M. 52y. Chr. bronchitis
hafem pe/gml 2,94 200mg oral
3/33‘0_ 200mg oral 204 8
1 242 )
o—e Serum level 257 o——e Serum levels
201 o—o Sputum level 2.0 o—o Sputum levels
151 135 Sputem (men) ., 09 1y og 1
Serum (max)
1.01 1.04 0.99
0.5 0.5
0.12
0.1 07 0.1
0.05 { g 0.05 4 0.05
0033, A 0.03%
<0.037 ¥ o o o <0.03 ° a ° ° ° 0

1 2 3 4 5 6 1 8he

Fig. 1. Serum and sputum levels of S-1006 after administration
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Table 3— 1. Summary of patients treated with S-1108
Name . . Dose . . BT WBC ESR , W
No Age Sex Dlagnom% (days) Organisms isolated o) | (/mm") CRP (mm/h) Efficacy*| Side effect
S. pneumoniae 107
M. catarrahalis 10® 38.5| 10,500 2.3 35
T.F. | 100mgx3 51 10,
1 Pneumonia § } ¢ ¥ ¥ V (4) (=)
3,F (M |H. influenzae 10° | 36.6| 5900 |< 0.5| 17
S. aureus 10°
K. pneumoniae 107
S. F. | 100mg x3| . influenzae  10° 39.5| 11,400 1.5 72
2 Pneumonia | ) } ) ' () (=)
0,F M Normal flora 36.0| 9,300 |< 0.5| 43
- l100mgx3| N-T- 38.0/ 8730 | 90| 76
3 Pneumonia " | ¢ 4 4 (4#) (=)
48 F a1 oy 37.0| 580 | 0 | N.T.
H T 200mg x 3| Normal flora 38.0 11,700 | 12.3| 69
4 - Pneumonia (1) i i ' ) 4 () (=)
%, N.T. 3.2| 4,100 | 0.2| 23
MY | 15omgxs| NT- 87.0/ 8000 | L79 56
5 66.F Pneumonia (1) ’ l } 1l } () (=)
' N.T. 36.1 4,000 (< 0.25 N.T.
O. N. 150mg X 3 Normal flora 36. 2 6, 800 1.4 44
6 25 M Pneumonia a0 | ! i i i () (=)
' N.T. 36. 4 4,700 0. 38 37
S. I 200mg X 3 Normal flora 38.5 7,400 | 6+< 89
7 oM Pneumonia (12) V i 4 ¥ i (+#) =)
’ Normal flora <37.0 7,400 3+ 96
AM 200mgx 3| H- influenzae (#) | 38.4| 8,900 | 5+ | 128
8 53 Pneumonia (10 i i i } 4 (+#) (=)
’ Normal flora 36.8 4,200 (=) 19
H. influenzae (+)
o| K|, |200mgx3| . catarrhalis (+) 3¢8‘ S ¢800 7 10 (4 | CPK
31, M (13) v 6.2 8 M (34—100)
N.T. . , 700 + 20
K. N. [Chr 200mg X 3 S. aureus 4X10* 38.8| 10,500 14. 43 13
10 T ¥ { V ) ¥ (#) |Skin itching
48,F oronchitis () | Normal flora 3.1 NT. | 079 13
I E.J. |Chr 100mgx 3| H- influenzae  (#) | N.T. | 7.400 | 2+ 15
S V¥ } ! } } () (=)
16,M [pronchitis  (18) |5 i avenzae (+) | NT. | 5600 | + | N.T.
H. influenzae 6X10°
12 M. M' Chr. 150mg><3 S, pneu,mon.iae 3% 104 36.1 10, 700 1.15 33
57,M |pronchiti§  (5) V ’ y ' ' ) .
J C albicans 10° 35.9 8, 800 0. 28 55
N.T. : Not tested *(#) : Excellent, (#):Good, (+):Fair, (-): Poor
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Table 3- 2, Summary of patients treated with S-1108
N BT | WBC ESR [T
ame . . Dose . 0 Sfficacy S
No. Age,Sex Diagnosis (days) Isolated organisms c) | (/mm®) CRP (mm/h)E ficacy | Side effey
.T. w3 H. influenzae 3x10° 36.5( 7,700 | 0.66 | N.T.
13 M Chr, N 150mg‘ 3 f , ) ) | )|
45, M |bronchitis| (100 |7 ;niyenzae  10° | 36.4| 4,400 | 0.62| 28
[ 2 80
T.M. 150me x 3 E- coli 10° | 36.7| 8000 | 2
14 Bronchiectasis me ) i | | i (+) |Anorexiz
.M D |E coli 6x10° | 36.2| 6,500 | 1.1 62
M. M, 200me x 3 H- influenzae 10* 37.5| 10,300 | 15.29 75
15 Bronchiectasis me y } } | i (#) |Diarrhes
64. M (M) |Normal flora 36.5| 5400 | 0.5 | 30

M K. 200me x 3 Normal flora 37.0| 8100 | 2.02| 23
16 Bronchiectasis me | ! 4 | b (#) | Nausea
46, M (9 |Normal flora <37.0| 5,400 | N.T. | 12
H. influenzae 8x10*
ALY 00mE X 3 ‘ | %6.7| 12000 | 1.23| 33
17 Bronchicctasis| o, > P newmoniae 4x lf } } } Vol >
T4.M as . .| 36.8] 10,200 | 0.57| 28
S. pneumoniae 10
T H. Pulmonaryzoomg x 3S. aureus 3x10* 37.0f 5,700 2.48 60
18 cyst with ! i ' i ! (=) (=)
69.F |infection | 7 |A. calcoaceticus 4x10*| 37.3| 4,800 | 2.20| 75 ,

N.T. : Not tested

“(#) : Excellent (#):Good (+):Fair (—):Poor

Table 4. Clinical efficacy of S-1108

Diagnosis Excellent | Good | Fair | Poor | Efficacy rate
Pneumonia 3 6 9/ 9
Chronic bronchitis 3 1 3/ 4
Bronchiectasis 3 1 3/ 4
Pulmonary cyct 1 0/ 1
with infection
Total 3 12 2 1 15/18 ( 83.3%)
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L UBEPBEDRE TIE, BALH SEEHAOE
BEOBITRAED SN fohs, DR EbIF
OBITHIRIFTH -7, ‘
Fro, MERBREAE 18 flI AR RS L, 208
PREGE RIS Rt L7 R, aptofmEaReE §
HEDSERLED W E IS LT b BIFa s
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Table 5. Bacteriological efficacy of S-1108

Isolated organisms |Eradicated| Decreaded|Persisted| Changed |Unknown|Eradication rate*
S. aureus 1 1 2/ 2
S. pneumoniae 1 2 2/ 3
E. coli 1 0/ 1
K. pneurﬁoniae 1 1/ 1
H. influenzae 4 2 1 1 5/ 7
M. catarrhalis 1 1 1/ 1

Total 6 2 2 5 2 11715 (73.3%)
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Laboratory and clinical evaluation of S-1108 for respiratory tract infectiong

Junko Miyamoto, Yuko Yoshitomi, Yasuhito Higashiyama,
Haruko Matsuda, Kotaro Mitsutake, Yoshitsugu Miyazaki,
Kenichi Tanaka, Masanori Iwamoto, Shigefumi Maesaki,
Hironobu Koga, Shigeru Kohno and Kohei Hara
The Second Department of Internal Medicine, Nagasaki University,
School of Medicine 1-7—1 Sakamoto, Nagasaki 852', Japan

Chikako Mochida, Kazuyuki Sugawara and Mitsuo Kaku
Department of Clinical Laboratory, Nagasaki University Hospital

Yasumasa Dotsu, Toshiaki Hayashi, Naomi Ito
and Kazuo Sasayama
Related Hospital of The Second Department of Internal Medicine,
Nagasaki University School of Medicine

A newly developed broad-spectrum cephem, S-1108, was evaluated in vitro and in wvivo.
The results were as follows.

1. Antimicrobial activity : Minimal inhibitory concentrations (MICs) against 3 standard
strains and 298 clinical isolates, including 10 different species, were determined and compa
red with three other antibiotics, CFTM, CTM and CCL. S-1006, an active form of S-1108,
showed excellent antimicrobial activity against both gram-positive and gram-—negative bac-
teria, except E. cloacae and P. aeruginosa, and the MICs were the same or greater than
those of the other three drugs.

2. S-1006 concentration in serum and sputum : Two patients with chronic bronchitis were
given 200 mg of S-1108 orally, and its concentrations in serum and sputum were measured
at intervals using HPLC or biocassay. The peak concentrations of S-1006 in serum were
2.42 pg/ml and 2 94 4 g/ml, while, the peak concentration in sputum was 0 07 gg/mlin
the former patient, and the penetration ratio was 2.9%.

3. Clinical efficacy and adverse reactions : Eighteen patients with respiratory tract infe
ctions were treated with S-1108, and the overall efficacy ratio was 83.3% (excellent in 3
cases, good in 12, fair in 2 and poor in 1). Adverse reactions were cutaneous pruritus in
one patient, anorexia in 1, nausea in 1 and diarrhea in 1. Elevation of CPK was
observed in 1 case as an abnormal laboratory finding. All of the above were mild and
improved repidly after completion of S-1108 treatment, indicating that S-1108 is a very safe
agent.



