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coccus aureus (MSSA) 22 #, Staphylococcus
aureus (MRSA) 21 ¥, Streptococcus pneumoniae
25 £, Enterococcus faecalis 21 ¥k, Branhamella
catarrhalis 20 ¥k, Haemophilus influenzae 27
¥k, Escherichia coli 20 #%, Klebsiella pneuomniae

18 ¥, Enterobacter cloacae 20 ¥, Citrobacter
freundii 20 ¥, Proteus mirabilis19 ¥, Serratia
marcescens 21 ¥, Pseudomonas aeruginosa 22
¥k, Acinetobacter calcoaceticus 26 #) T2\
T, MIC 2000 system (¥4 F+7 v 7)) 2RV
BREEFERECTR/NAEBHIERE (MIC) 24
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A2 L7, EROEMSERERTIZ S pneumo-
niae & H. influenzae iIZ2\W T3 64 1 g/ml 25
BELL, OEEICIOWVWTIR 128 g/m]l ZRER
EE LTEMBFRICLS 12 RANEIER L, HEH
B3 H. influenzae D A3 10°CFU/ml £735 K5
ICHEEL, toOBEEIRT T I0°CFU/ml &2 5 K
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Table | . Clinical and bacteriological efficacy of S-1108

Age. Sex Clinical Dose Side
. RP ESR | Chest .
No.| BW diagnosis (days)| Bactoriology }?C’f (/‘t[nlran?)(mcm/%h)(mm/h X-:: Efficacy| effects
(kg) (Severity) Total Y Remarks
S. K. | Acute exacerbation|100mg x 3| K. pneumnoniae ++| 36.8 6,900 (—) 4
1173 M| ofC.B. (14) | ! ! ' i |Not done| Fair | (-)
67 (Mild) 4,200mg| Nosputum |36.5 12,100 (£) 2
N. O. | Acute exacerbation|100mg x 3| S. pneumoniae 10°| 36.7 4,300 (=) 9 No Not
213, F| of C.B. (1) | | | i i remarks | evaluation (=)
52 (Mild) 2,100mg| S. pneumoniae 10° | 36.2 5400 (=) 6
N 5
Y. S. | Acute exacerbation|150mgx3 fI Rrj;lumontafolsﬂ 38.3 13,100 (6+) 120 No
3|64, F| of C.B. (1) |7 A bbb P | Good | (9)
37 (Moderate) 3,150mg| N F 36.3 6,000 (2+) 52
M. O. | Acute exacerbation|100mgx 3 Not flone 36.7 4,800 (—-) 11
4| 40, F| of C.B. (14) H. influenzac + | | ' 4 |Not done| Good | (-)
43 (Mild) 4,200mg S‘aureus N 36.2 5700 (—) 6
Y. N. |Acute exacerbation|150mg x3 N. F. 37.5 8400 (5+) 43 N
5|65 M| of C.B. (1) | bbb | Good | ()
50 (Mild) §,300mg N.F. 36.4 7,900 (—) 33 |TCmars
H. K. | Acute exacerbation|200mg X 3 N. F. 37.0 6,400 (+) 19 N
6|67, F| of CB. () | booob | Good | ()
58 (Mild) 4,200mg| No sputum | 36.8 5700 (—) 10 |'oMars
Y. S. | Acute exacerbation|200mgx3 N.F. 36.7 9,100(1+) 6 N
7|74 F| of C.B. (14) | I g Good | ()
43 (Mild) 8,400mg N. F. 36.3 6600 () 6 |'oTeTS i
U. Y. | Acute exacerbation|2img x3| B catarrhalist+ | 36.6 7,000 (1+) 20 |
8|8, F| of C.B. (20) | Vool | Good [ ()
43 (Mild) 12,000mg N. 36.8 7,300 (—) remarxs
Y. M. |Bronchiectasis 150mg X3 N. F. 36.3 17,800 (x) 31 N &
9 | 56, M | +infection (11) | } | y } ok Good | (=)
48 (Mild) 4,950mg N.F 36.0 6,000 (—) 18 | oA

C.B. : chronic bronchitis N.I%. :

normal [lora
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S-1006 & fthDxFHAFERID MIC D range, MIC;,
35 LU MIC,,fi% Table 2 IZ/R L7z,

Methicillin-sensitive S. aureus (MSSA) I %t
T 5 S-1006 DHE I MIC,, fliics VTR 2.0 g/
ml EEVWEEZRL, ZOMIZCTM ITIRSET
»H- 7o

Methicillin-resistant S. aureus (MRSA) %}
LTid, MIC; T 128 ug/ml LI ETH O, fhoxt
BER & RIRICRENERI LB -1,

S. pneumoniae \ZX$9 % MIC,, i3 0. 125 12 g/
ml Thoto THid AMPC @ 0,063 £ g/mliZikR¢<
BETH-7,

E. faecalis =% LT MIC;,{l, MIC,,fEic &1}
BHiEd AMPC ®& 1. 0xg/ml TH - 1o
S-1006 &L RO+ 7 2 LFZ 64 ug/ml LI EEE
\METH -7,

B. catarrhalis iZ%19 5HiE 113 CFIX ® MIC,,
B2 0. 25 1 g/ml &R BIEL, S-1006 D MIC,flA
0.5ug/ml & ZHUTRSHE N %R LT

H. influenzae 12X LTl MIC;off, MIC,,fi
HWT, S-1006, CFTM, CFIX & H1i2 0,031 g/
ml EEVWEER L7

E coi ITHBWVWTIE MIC,, fETHA 5 & CTM M
0.125 ¢y g/ml LR HEVEZRL, KRWT CFIX,
CFTM »' 0.25 ¢z g/ml, S-1006 {3 0.5 ¢ g/ml T
Hot,

K. pneumoniae Xt L TiZ CFIX @ MIC;, f#,
MIC, A0, 063 £ g/ml, 0.125ug/ml & & bIEWE
THYH, CTM, CFTM A ZHicR<SHEHER L
S—1006 D MICs,fE, MIC,, {2 0.5, g/ml TH -
7o

E. cloacae Tl3, S-1006 ® MIC;, i3 1.0 1 g/
ml ERBEVETH - 7ch%, MIC,,filiid 64 1 g/ml
EEBETH >7o MIC,,fEETIZ CFTM » 1.0 g/

ml, CFIX 7 2 0y g/ml E{EWVWETH - 12D,
MIC, I3 9 N TDOXBFEAITIH VT 128 £ g/ml LU
ETHh-1

C. freundii IZH VT3 S-1006 D MICH & b i
<, MIC;,#130.51g/ml, MIC,,fliZ64ug/mlT
H- 720

P. mirabilis IZ2WTid CFIX » B HEVEER
L., MIC;,fE, MIC,,fliid\ 114 0,063 2g/ml T
o726 CEFTM 5" MIC,, 0. 125 1 g/ml TH D,
S-1006 I oICR<SMEN%E2 b B MIC,, 18,
MIC,  f(2 0. 125 2 g/ml, 0.25ug/ml TdH -7,

S. marcescens I H W TIZ CFIX OHREHH
MIC; 0.5 g/ml, MIC,,f#i 4. 0ug/ml &FEHIE
WiEZERL, S-1006 ® MIC,,f#iZ 2. 0 1 g/ml,
MIC, {3 8.0 L g/ml & CTHITIR AR L1,

P. aeruginosa iZXt9 % MIC;, #3232 v g/ml &
AL D | ~2EBENETH - 7%, MIC, T}
128 1 g/ml P EEEfEER LT,

A. calcoaceticus ¥ L T3 S-1006 O MIC;,fli (3
16ug/ml EANCHLTI~3BEEVRENERL
fe, MIC, T3 128 ug/ml EBETH > 72,
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Table2 - 1. MICs of S-1008 and other antibiotics

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

Organism —
(No. of strains) Antibiotics R 5
ange 50% 90%
S. aureus (MSSA)(22) S-1008 1~2 1.0 2.0
cefteram 2~4 4.0 4,0
cefotiam 0.5~1 0.5 1.0
cefixime 8~186 16.0 18,0
cefaclor 1~8 2.0 4.0
amoxicillin 0.125~8 1.0 4.0
S. aureus (MRSA)(21) S—-1006 32~>128 >128 >128
cefteram 32~>128 > 128 >128
cefotiam 4, 0~>128 > 128 >128
cefixime > 128 > 128 >128
cefaclor 64~>128 >128 >128
amoxicillin 8~64 32 32
S. pneumoniae (25) S—1006 0.031~0. 3 0.031 0.125
cefteram 0.031~0.125 0.031 0.125
cefotiam 0.031~0.3 0.083 0.125
cefixime 0. 063~2 0.3 2.0
cefaclor 0.125~1 0.5 1.0
amoxicillin 0. 031~0. 125 0.031 0. 083
E. faecalis (21) S—1006 64~>128 >128 >128
cefteram 16~>128 128 > 128
cefotiam 32~128 64 128
cefixime >128 >128 >128
cefaclor 8~128 64 128
amoxicillin 0.5~1 1.0 1.0
B. catarrhalis (20) S—-1006 0. 063~1 0.125 0.5 .
cefteram 0. 063~2 0.125 1.0
cefotiam 0.5~2 0.5 1.0
cefixime 0.063~0.5 0. 063 0.25
cefaclor 0. 05~8 0.5 4.0
amoxicillin 0.063~8 0.125 4.0
H. influenzae* (27) S—1006 0. 031 0.031 0.031
cefteram 0. 031 0. 031 0.031
cefotiam 0.3~4 0.5 2.0
cefixime 0.031~0. 125 0.031 0. 03!
cefaclor 2~16 4.0 16.0
amoxicillin 0.125~64 0.3 2.0
E. coli (20) S—1006 0.25~1 0.25 0.5
cefteram 0.125~0.25 0.125 0.25
cefotiam 0. 063~2 0. 063 0.12¢
cefixime 0.063~1 0.125 0.25
cefaclor 0.5~128 1.0 2.0
amoxicillin 1~>128 2.0 >128

*: 10*cells/ml
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Table2-2. MICs of S-1006 and other antibiotics
Organism Antibiot MIC (uxg/ml)* Inoculum size (10" cells/ml )
. ntibiotics
(No. of strains) Range 509% 00%
K. pneumoniae (18) S-1006 0.063~0.5 0.5 0.5
cefteram 0. 063~0. 25 0.125 0.25
cefotiam 0. 063~0. 25 0.125 0.125
cefixime 0. 063~1 0. 063 0.125
cefaclor 0.5~2 1.0 2.0
amoxicillin 1~>128 32 64
E. cloacae (20) S—-1006 0.25~64 1.0 64
cefteram 0.125~>128 1.0 >128
cefotiam 0.063~>128 8.0 >128
cefixime 0.125~>128 2.0 > 128
cefaclor 1~>128 >128 >128
amoxicillin 2~>128 > 128 >128
C. freundit (20) S—-1006 0. 063~64 0.5 64
cefteram 0.063~>128 0.5 >128
cefotiam 0. 063~>128 0.25 > 128
cefixime 0.063~>128 0.5 >128
cefaclor 0.5~>128 64 >128
amoxicillin 4~>128 > 128 >128
P. mirabilis (19) S—1006 0. 063~0.5 0.125 0.25
cefteram 0. 063~0. 125 0. 063 0.125
cefotiam 0.125~1 0.25 0.25
cefixime 0. 063 0.063 0.063
cefaclor 0.5~2 1.0 2.0
amoxicillin 1~4 1.0 2.0
S. marcescens (21) S—1006 0.25~32 2.0 8.0
cefteram 0. 125~>128 2.0 16.0
cefotiam 0. 125~>128 32 >128
cefixime 0.125~64 0.5 4.0
cefaclor 1~>128 128 >128
amoxicillin 4~>128 >128 >128
P. aerugonosa (22) S—1006 0.5~>128 32 >128
cefteram 16~>128 128 >128
cefotiam 128~>128 >128 >128
cefixime 16~>128 64 >128
cefaclor >128 >128 >128
amoxicillin 128~>128 >128 >128
A. calcoaceticus (26) S—1006 0.5~128 16 128
cefteram 8~>128 32 >128
cefotiam 1~>128 64 >128
cefixime 2~>128 16 >128
cefaclor 2~>128 128 >128
amoxicillin 4~>128 32 >128

°: MICs were determined with scrial twofold dilution of the agents in sensitivily lest agar.

Bacteria cultured overnight were inoculated onto Lhe agar plates at 10°CFU per spot and incubated for 18~20 h at 37°C
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Table 3. Clinical laboratory findings of patients treated with S-1108

Differential of WBC

RBC Hb Ht WBC , Platel,

No (x10'/mm*} (g/dD (%) lox10/mm? Baso. Eosino. | Neutro. | Lympho.] Mono. (X104 fmm)
‘ (%) (%) (%) (%) (%)

Bi{A|B!A|B!A|BI!A|B|{A|BiA|B/A|B!A|BIA|BIA
L |511}487(16.2115.7(49.4/46.7| 691121 | 0 | 1 751 85 | 17 ! 716 |28.0081
2 | 4461454 [13.2113.4/40,7141.4] 431 54| 1 1 1 | 31 0 | 4053|527 38| 4! 8 [17.7151
3 4311459 (13.1113.8/30.6142.7| 1311 60| 2 ! 0 | 7 I 4 | 731 70| 10} 22| 8! 4 [39.9'%;5

Il 1 1 1 1 1 1 1 1 ]

] 1 [ [ ] 1 [ [ 1 )
4 | 4951498 |15.0115.044.2/44.7| 481 57| 1 | O | 0 i 0 |56 65|40 33| 3i 2 |281243
5 | 459|466 [10.2110.7|36.6136.9| 841 79| 0 | 0 | 3 i 2 | 92! 89| 4} T| 1 2 (335052
6 | 4451444 |13.8113.7/41.9141.6| 641 57| 1 ! 1 | 3 1 0 | 5963|3520 | 2! 7 |320i30
7 | 4741478 |15.6]15.8(51.2{5.7| 91| 66 0 [ 0 | 1| 3 [77i60 |20} 31| 2! 6 |262ms
8 | 4101428 12.6113.338.5139.8| 70} 73| 0 i O | 4 i 4 | 26| 43| 64 | 49| 61 4 [23.1i283
9 | 4371439 |14.7114.4(43.2143.7| 781 60| 1 1 0 | 2 ! 0 | 68 i 28 | 19168 | 10! 4 [25568

B : before, A : after
Table 4. Clinical laboratory findings of patients treated with S-1108

GOT GPT Al-p LDH | T-Bil. | BUN |Creatinine] Na K cl
No.| (dU/L) | (IU/L) | (IU/L) (q8)) (mg/dl) | (mg/dl) | (mg/d]) |(mEq/L)|(mEq/L)|(mEq/L)
B{A|BI{A|B/A|B!A|[B!A|B!A|B!A|B!A|BIA|BIA
1 [ 17116 | 13} 13 | 148} 1443781 413/0.910.9| 15| 17 [1.01i1. 10| 144 142 | 4.5 4.2| 104106
2 | 131 14 | 12} 11 | 160! 1573911366 0.510.4| 91 9 [0.63/0.63| 1461 143 | 4.3 4.1 106103
3| 13128 | 9126 |277!101|3711369(0.310.3 9120 |0.7000.74] 1371139 |42 48| 97! ®

L 1 | J I Il 1 1 | |
4 |18 20 | 21| 17 | 155! 144|364 1349 0.7!0.6| 17 | 18 |0.81}0.81| 141 | 140 3.9 ! 4.0 | 101! 10l
! ! : : : : : : b
5 | 19129 | 15 19 | 228! 211|400 ;502 | 0.4} 0.4 | 19 | 19 |0.90:0.96| 146} 143 | 3.6 | 4.0 109 10
6 | 341 23| 40 | 23 | 4501279 | 4731467 | 0.610.4| 10 | 14 |0.750.76| 142 | 144 | 4.2 1 4.2 105107
: : : : : : - : : —
7 | 15! 13| 18 ! 9 |160143|388!411[1.0/1.0| 10 | 13 |0.60/0.67| 141! 141 | 4.4} 4.7| 97} O
! ! : : : : ! ! e
8 | 19118 | 11} 10 | 126128520508 0.7!0.7| 15 | 14 [0.90:0.90| 144 i 142| 4.2 3.9 102100
9 | 241 27 | 17 | 17 | 1441138 | 4481439 | 0.510.5| 13 | 12 [0.87/0.85 138 | 138 | 4.4 | 4.1 103} 102
I L 1 1 L I 1 I 1 [ —

B : before, A : aflter
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We performed bacteriological and clinical evaluations of S-1108, a new oral cephem
antibiotic, with the following results :

1) Antimicrobial activity of S-1108

The minimum inhibitory concentrations (MICs) of S-1108 for total 302 clinicaly isolated
strains, were determined and compaired with those of cefteram, cefotiam, cefixime,
cefaclor and amoxicillin using the MIC-2000 system.

S5-1108 had broad antimicrobial activity against those clinical strains, except MRSA,
Enterococcus faecalis, Serratia marcescens, Acinetobacter calcoaceticus and Pseudomonas
aeruginosa.

2) Clinical efficacy

S-1108, 100 mgXx 3 (300 mg/day), was administered to 3 patients with chronic bronchitis
for 7~14 days. Two patients with chronic bronchitis and a patients with bronchiectasis were
treated with S-1108 in a dose of 150 mgX 3 (450 mg/day), for 7~14 days, and S-1108,
200mgX 3 (600 mg/day), was given to 3 patients with chronic bronchitis for 7~21 days.

Clinical responses were good in 7 patients and fair in one patient.

All strains of Haemophilus influenzae, Klebsiella pneumoniae, Streptococcus pneumoniae and
Branhamella catarrhalis were eradicated, but one strain of S. pneumoniae was not eradicated.

There was superinfection by H. influenzae and S. aureus in one case.

No side effects were observed and no abnormally altered laboratory findings were
observed.



