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1. S-1108 OE{EA S-1006 D in vitro Hil 1%, cefaclor (CCL), cefprozil (CFPZ),

" cefotiam (CTM), cefpodoxime (CPDX), cefteram (CFTM) ZXtHEI L LT, KM
BLOAMIN 2 TENFRME TEEICOWT, MBIRERREC THERT L,

S-1006 i 75 LBHIKED 5 5, methicillin &5 # Staphylococcus 2%t L Tld MIC,, ¢
1.56zg/ml & CTM, CFPZ & 3ZREDEN/HE %R L, Streptococcus pneumoniae I
%145 MIC,, 3= 0,054 g/ml & CFTM &[E%, AL DHOMRVRENTH -1, L
L, methicillin fif¥# S. aureus KU Enterococcus faecalis =Xt U CHiFIRIBHE 7113550 » 720

75 LEMEREDS B, Escherichia coli icxtLTid, S-1006 ® MICy, (3 0. T8 zg/ml&
CTM KR <¢HE %2R L, CFTM, CPDX &[E#, CCL, CFPZ KW BEhTWis,
Pseudomonas aeruginosa =3t L Tld, MEBREFHLD ZBENTVS HDDERD MIC;, &
25 ug/ml CTH-to

Haemophilus influenzae Tl S-1006 @ MICy, < 0, 05 g/ml LB bHBWIREHE T
L, CFTM LE%E, fFlLOENRTV

2. FEMRERRELME 45 f, PRERIRIAE 2 B3t 47 #ic S-1108 % 1 H 200 mg » 5 600 mg
BEL, #06EHE, RISV TRE L1, BERSROFMETEEERIZ 43 HT, FDE
BRERRGRIT, Wik 11/12, SHKEXHK6/6, [EXIRE2/2, BHESEX % 18/21,
BEEXRL/1, BRERL/1XEHLLET, 2FEHTIE39/43THD, HHERIZ 0. 7%T
Hote, BREIFBEINALOI 15 HT, 6HE 17T hkoiplxhri, BEMNICASLE
S aureus1/2, S pneumoniae 4/4, H. influenzae 3/3, Branhamella catarrhalis
4/4, E. colil 1/1H78% L, P. aeruginosa 2 / 3 ¥M1EE: L1z,

EHER RS 47T P12 R REFIEETH D, 2FICED SN, | FIICBREDBHMAHRE
B, o 1 FIcBEOTH EERSA SN, BERREMERE X 45 FITRIL, BED
GPT D EHFH 1 iz, GOT, GPT © L&A1 flogt 2 fliciB¥h s,
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S-1108 (JBIFRWIHRRNQHVIEF TR S hi
RO 7 = ARMEHT, BORS&IBED S BRIN
SNBBIBELZTF5—FickD I AT LS
h, HLEANTIE S-1006 & LTHEEIEERT. S-
1006 (3 7' 5 LB A S M £ TRIEVWHRE 1%
Y. Ba3AE, SHERMB KOs EE
BISHFER 7 @It d 5 S-1006 D in vitro iH
it % cefaclor (CCL), cefprozil (CFPZ), cefo-
tiam (CTM), cefpodoxime (CPDX), cefteram
(CFTM) ZXEEH & L THERIIEZL LV,
X, WEORARRRGME, PREERBRYMEEIRE LTARIDOE
RO L7cDTEOER LHDLUTHET 5,

. ZE R BN

1. Ml e A%

1) {EFREHK

1988 i 5 1989 F DM/ B X N iz Staphylo-
coccus aureus 182 ¥k, Staphylococcus epider-
midis 76 ¥k, Streptococcus pneumoniae 104 ¥,
Enterococcus faecalis 99 ¥k, Escherichia coli 104
¥, Pseudomonas aeruginosa 19 ¥k, Haemophilus
influezae 74 BRI\ 72,

2) {EFRZFEA

S-1006 (EFF&HBIFE), cefaclor (CCL : HH &
BIF), cefprozil (CFPZ: 7Y A M« 24V —
X), cefotiam (CTM : BRMEZE &), cefpodoxime
(CPDX : =#£), cefteram (CFTM : E{L%# T
¥) 2ZHL0nE5EZIIREVIS,

3) FEHIESZHEAR

H AL EREF S EERO MBI AISEHEREY I
HE U1 HETIT» 1o, 5l Staphylococcus BH &
U Escherichia coli & Pseudomonas aeruginosa @
B4 Ca*t 50 mg/l, Mg*t 25 mg/l IR
Mueller Hinton broth (Difco) %, Haemophilus
influenzae D54 13 5 % Fildsenrichment (Oxoid)
fm Ca** 50 mg/1, Mg** 25 mg/1 ¥/ Mueller
Hinton broth (Difco) %, Streptococcus & &
Enterococcus J& Cld Todd Hewitt broth (Difco)
2R\, EEEREEEH 100 CFU/ 7L, EEE
443 37 °C, 18~20 BRI THTV, ERIBERICTY
FL, MICfEZ% b &,

2. & 8B

1) BBRDEERICT T 2B

BIEBRDEERRICXT S 5 S-1006 DHiE % CCL,
CFPZ, CTM, CPDX, XU CFTM & Heskkeat L

7o#EBR% Table 1 IZ/R L7

S-1008 ™ Methicillin (DMPPC) BZHE S, qurey,
(DMPPC @ MIC : = 3, 13 4g/ml) It a
MIC;, 30,78 £g/ml T CTM & CFPZ LR%o4;
HHTHO, CCL, CPDX B&L U CFTM &h g
T & » 2o Methicillin (DMPPC) #i#t S, aureys
(DMPPC D MIC : 2 6.25,.g/ml) 154 2 8%
O MIC GG L, MIC,, dZhzh
> 100 ;g/ml THY, AHDHREH5IHEEN R
/- 10

S. epidermidis %13 % CTM @ MIC,, i1 3 13
reg/ml THHBRIFTH 705 S-1006 D MIC, i
CTM &@LU 1,56 2 g/ml T CTM IZIR ¢ W HEH
R L1

S. pneumoniae 2%} 9 5 S-1006 @ MIC,,
<0.05.g/ml C. CFTM & F% TR bEVEES
R L1

E. faecalis =%t LT CFPZ ® MIC,, H¢ 25 ug/ml
EEFHROVHENERLIH, S-1006 22HEEH
DIRE L35 > 76

E. coli \=%t9 % S-1006 D MIC,, i3 0, 78 g/ml
T, CTM @ MIC,, W& T -7, CFTM ¢
CPDX L[EI%HTH D, CCL H5XU CFPZ &b, W
SMTHEMN - 12,

P. aeruginosa =%} L T3 XtHEZER|D MIC bt
L2 TOEKRT 25 ug/ml LLEZERL, MIC,
MICg, &b > 100 £ g/ml TdH - 1A%, S-1006 0
MIC (215 3% L MICs, 25 1 g/ml & fi#licht
~NEWRENER LT

H. influenzae =%t L Tid S-1006 (32 TOEHKD
ZE%0 lug/ml LT CHIELTED, RHENL
MEHERLIco SBEREHET 5L CFTM LR
% HXOBESHCEVWIRENTH -7,

I. B Bk 09 18 8

1. WRBIOHE

FRk 149 B X035 BE COMICERAY
ERFHIRRT S & CRERBED 4 KBTI AR E LI
RiCHEBR L, ARBRONAEHN L CRIELNGONL
EOR 35 RLE 45 ] & PREKFRILAE 2 A TR E Ll
MR, Btk 23 ) - &bk 24 BT, FHBIR 1TEDD
8T TH » 7o EHIDHRIL, Fizs 14 5, BHFE
X% 60l [EXMRE 2 Fl BHEIEXXBA
BEHE LG, BRELIFCH-7e
BEHFEIERKICLD, 175 mgho 00m



S-1108 @ in vitro HiETEM:® X ERERIIRET 249

vOoL. 41 S—1
Table 1-1. Antibacterial activities of S-1006 against clinical isolates
Lo MIC (ug/ml)
Species (No. of organisms) Antibiotic .
’ K Range MICs, MIC,,
S-1006 0.30~" 100 0.78 1,56
cefaclor 0.39~ 100 1.56 3.13

Methicillin-sensitive cefprozil 0.20~ 50 0.78 . 0.78

Staphylococcus aureus (94) cefotiam 0.20~ 100 0.78 0.78
cefpodoxime 0.39~ 50 1.56 3.13
cefteram 0.78~ 100 1. 56 3.13
S-1006 0.78~>100 100 >100

i cefaclor 1. 56~>100 50 >100

“Methicillin-resistant cefprozil 0.78~>100 50 >100

Staphylococcus aureus (88) cefotiam 0.78~ 100 25 >100
cefpodoxime 1.56~>100 50 >100
cefteram 1. 56~ >100 >100 >100
S-1006 <0.05~>100 1.58 12.5

e cefaclor 0.39~ 100 6.25 25

. .. cefprozil 0.10~ 50 3.13 12.5

Staphylococcus epidermidis (76) cofotiam 0.2~  6.25 156 313

) cefpodoxime 0.20~> 100 . 6.25 25
cefteram 0.39~>100 12.5 50
s S-1006 <0.05~>100 - <0.05 <0.05
cefaclor =£0.05~ 25 0.39 0.78
. cefprozil <0.05~>100 0.10 0.20
12 ; '

Streptococcus pneumoniae (104) i <0.05~  3.13 0.10 0.20
cefpodoxime '<0.05~>100" <0.05 0,10
cefteram =0.05~>100 =<0.05 <0.05
S-1006 0.39~>100 > 100 >100
cefaclor 12,5 ~>100 100 > 100

. fprozil 1.56~>100 12.5 25

Ente lis (99 ce

rococcus faecalis (99) cefotiam 8. 25~ >100 100 >100
cefpodoxime 0.39~>100 >100 >100
cefteram - 0.78~>100 >100 >100
S-1006 <0.05~ 3.13 0.39 0.78
cefaclor 0.20~ 100 1.56 3.13
Escherichia colL (1’04) cefprozil 0.39~>100 1.56 12.5
SO cefotiam =0. 05~ 3.13 0.10 0.39
cefpodoxime 0.10~ 12.5 0.39 0.78
cefteram <0. 05~ 1. 56 ~.0.20 0. 39
S-1006 0.39~>100 25 >100
cefaclor 50 ~>100 >100 >100

Pseudomona. . 7 cefprozil . 25 ~>100 >100 > 100

s aeruginosa (79) cefotiam 50 ~>100 >100 >100
cefpodoxime 25 ~>100 >100 >100

‘cefteram 8.25~>100 >100 >100
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Table 1'=2, Antibacterial activities of S~-1006 against clinical isolates

MIC (ug/ml)

Species (No. of organisms) Antibiotic

Range MIC,, MIC,,

S-1006 =0, 05~ 0.10 =0.05 0.05
cefaclor 0. 20~ 1.56 0.78 1.56
. . cefprozil 0. 20~ 3.18 1.58 1.56
Haemophilus influenzae (74) cefotiam 0. 20~ 156 0.78 58
cefpodoxime =0.05~ 0.20 0.10 0.10
cefteram =0.05~ =0.05 =0.05 <0.05

1EIC2~3EABROKS L, BHEMME, 5
Ano 14 BT, @& 583 1400 mg 7 S 8400 mg
Thotoo BERMBOYIER, S#, Uk, HEOR
BLOMRE EDBRERICMZ, KB X &R,
ik, CRP. BIMEKEIE L DREBREDHESICHD
T, ERENRBEIITHE L7, HEEEE LT
3, RABERA 3 BRI EICEE L, REFRAN
TEH»S 10 BERICEBIFERILLA bDAEES, &K
RAERPREBBOREL Ch K DENID, REH
ISIFEER - BE L HDOEFLY, RELXUHEE - K&
BPPEY REORONUEh-7cbD, BB
LicbDzfe Lic, MEFERHRE LTIR KRB
SINCEOBEERICED, HER BL BRR FE
FEAD 5 BPEICTHIE L1, BBAFIDBIERE LT
T UF—ER, HERER PEBRERLEOH
BBV OENERE Lce $£/, AFIRSRTE I
B, OATHREE, BREEL S OERREEZMIT LT, BEK
REBOEEOHBROFEART L1,

2. BRERHIRRET

AHIRE L1 47 BlOBRRBE—E xR % Table 21
Rlto COATHIDS B, BERICHHEAHEE S M
ot 16 GEFI3), <4 a /5 X=ffizs 1§ (E
F14), BRELREERNR oML -7 1§ TEF
39), &5 1 HCRIERPHE L L (EH45) ©
AP 43 PITERERIBR A M Lce F/k,
KBRS LRSS BRERBEZE Table 3, 4R
L7co IREBRIBERBRER, ik 12 flTRES2H),
BHOBl, LPFHIH, FHRIN 1% TH-1,
SHESEXRCFITRENLH, FH5H, [KEXL
BAE2HITIR2HIE B TH > 7, BEREX% 21
FlciRrESD A, B 146, PPEMIFIT B
BRI 85 TR TH 1o BEER BRRIZLFlOA
Thotchh, BEBRIESN BRRIFEWTH-
too 2IEH 43 FITIE, Fh8 Bl EZN3LHL, PPFH

AT, BHERIZ0 7% TH-7, &1, B58
BIEEFRAAIZ, 1 B 600 mg HEHD 10 fiTH, %
Madl, BHeFITLABTHTHD, 450 mg 54
D UFITE, EheH BH LA PREH LT
BRI 02 9% TH » 720 300 mg BSHD 177
i3, E2Hl, B I, LOEH2HT, B
88.2% T - 2o 225 mg 3 & U 200 mg EE5MIHE
1 FIDHT, 225 mg 1Z5FIET 200 mg 54
BPPEUNTH - e AMBEFER RIS OVWTIR, B
HRERFT LI B EFD I b TELEEFBRIE N
EGIZ ISERIT, 65 - 1T skDBEXhic, BRI
B1-EDHEEL S aureus 1/2 ¥k S pneumonise
4/4 ¥k, H. influenzae 3/3 ¥k, B. catarrhalis /4
., E. coli 1/1 DYk THY, P. aeruginosa 34
b2 ENTEREL, B0D 1 ¥kE S aureus 1 Hidl
BE%ODERFEVRERTDH - 1co TN WX HEZNH
ReLTRpEEINA 17T PR E5RICERRNTE
1S 7o 2 BRZEBR A2 15 BRepiE I 13 Bk, RE 24
T 86, THDHERTH 1o BHWEAIRES LA
2H TR L, 2FIcED S, EF 3T TIRBE
DEBRRENZED SNt d, BERBETCELE
Bl 45 TIIIBETBH L O TH - ERLREL, &HE
tuk Uiz, dPikigid 1 BCilkl, 2EE LTHBE
ThH-1o BEHRBREMBDORHEA Table 5IRT, &
54 - %ICEKRREEBAIEED 45 Fl T RIBEORK
REBREN 2EFICEBH Sh, EF 6 T GOTH
28 15 4112, GPT 4535 0 48 ic LR ZEDLA
BEXRT 14 BEDBHRECENZN 23, 30 LR
FHMITE L T\ oo ) 17 T3, GPT 22900
49 IT ERERDIH, BHRERTOOEN T L
BIER) 43 (JBHAF R A HBECE L, GOT 2230w
12, GPT 201925 128 1 LR %o’ 541
HEHOBHRECTZAZHN 100, 207 & X 5iERL
TWefedh, AR 3 DT BREILAD
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Table 3. Clinical efficacy of S-1108 according to diagnosis
) ) No. of Clinical efficacy Efficacy
Diagnosis
cases | Fxcellent Good Fair Poor rate (%)
Pneumonia 12 2 9 1 11/12(91.7)
Acute bronchitis 6 1 5 6/6
Bronchiectasis 2 2 2/2
Chronic bronchitis 21 4 14 3 18/21(85,7)
Pyelonephritis l 1 1/1
Cystitis 1 1 1/1
Total 43 8 31 4 ] 39/43(90.7)
Table 4. Clinical efficacy of S-1108 according to dose
Dai]];lagonsw Pneumonia Acuu.e‘ Bronchiectasis Chron‘ic' Pyelonephritis Cystitis | Total Cinicel ffcacy Eficay
dose (mg) bronchitis bronchitis Excellent Good Fair Poor | rale(¥)
600 2 7 1 10 4 6 10/10
450 2 3 1 8 14 2 11 1 13/14(92.9)
300 8 3 5 1 17 2 13 2 15/17(88.2)
225 1 1 1 0!
200 1 1 1 0/1
Total 12 6 2 21 1 1 43 8 31 4 0 |39/43(%0.7)
D EHE LT, EBbhb, X5 H influenzae XL, 0 1pg

m % %
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R LD DRI A EEFEEICHT 2HE 2
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Basic and clinical study on S-1108

Yasuyuki Sano and Yasufumi Miyamoto
Divison of Allergy and Respiratory Disease, Déai Kinen Hospital
2-1-11 Yokoami, Sumida-ku, Tokyo 130, Japan

Mieko Goto, Shinichi Oka and Kaori Shimada
Department of Infectious Diseases, Institute of Medical Science,
the University of Tokyo

| Takeshi Inamatsu, Makiko Fukayama and Yoshishige Matsuda
Infections Diseases Section, Tokyo Metropolitan Geriatric Hospital

Kazufuto Fukaya
Department of Internal Medicine, Yokohama Teishin Hospital

Norio Kikuchi
Department of Internal Medicine, Kaihin Chiba City Hospital

The antibacterial activity and clinical efficacy of a novel oral cephem antibiotic, S-1108,
were investigated, and the following results were obtained.

1) Antibacterial activity : The activity of S-1006, a metabolite of S 1108, against clinical
isolates of Staphylococcus aureus, methicillin- resmtant S. aureus, Staphylococcus epidermidis,
Streptococcus pneumontae, Enterococcus faecalLs Escherichia coli, Pseudomonas aeruginosa
and Haemophilus influenzae was determined and compared with that of cefaclor (CCL),
cefprozil (CFPZ), cefotiam (CTM), cefpodoxime (CPDX), and cefteram (CFTM). The MIC,,
of S-1006 was 1.56 ¢ g/ml against S." aureus, which was superior to that of CCL, CPDX
and CFTM but inferior to that of CFPZ and CTM, >100x g/ml against methicillin~resistant
S. aureus, 12.5 1 g/ml against S. aureus, =0. 05 4 g/ml against S. pneumoniae, which was
superior to that of the others except CFTM, >100ux g/ml against E. faecalis, 0. 78 1 g/ml
against E. coli, which was supérior to that of CCL and CFPZ but inferior to that of CTM,
>100. g/m] against P. aeruginosa and =0.05 g g/ml against H. influenzae, which was
superior to that of the others.

2) Clinical efficacy : The clinical efficacy rate of S-1108 in respiratory tract infections
and urinary tract infections was 90.7% (39/43), with the following breakdown ; pneumonia
11712, acute bronchitis 6/6, bronchiectasis 2/2, chronic bronchitis 18/21, pyelonephritis 1/1
and cystitis 1/1, Side effects were anorexia in one patient and diarrhea and abdominal pain
in one patient. Elevation of GPT in omne patient and GOT and GPT in another patxent was
noted. :



