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FLCERIMWAENBAE 7 70 AR Y UV REFER| S-1006 DS KTy 7 Ths S-1108
DEBHRIN 21T 5 BM T Staphylococcus aureus (S. aureus), Escherichia coli (E.
coli) B Klebsiella pneumoniae (K. pneumoniae) BDEDEERDBERIC/IZ\WT B
B % #EF L7 Methicillin-resistant S. aureus IZ3t4 % S-1006 @ MIC & 100 £ g/ml
PETH > 1BFNLAD S, aureus IZIZBIFEHE %R L CFTM, CPDX, CXM, CCL,
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1. BEEmRet

RNREREATE . B/EEEE (Minimum
Inhibitory Concentration : MIC) ®ifli%E i B AL
FREFOBUEED TRVERERERFRE T
o lh ERER I — BRI RER D 100 (ERRER
EEA LA, XM & LTz Mueller Hinton
Agar (BBL) % L7z,

BEAFER) : S-1006 (EFFHMEIKLH) Cefaclor
(CCL : B #BEMNL4) Cefuroxime (CXM :
BAY7 7 7R &4) Cefteram (CFTM : &Lk

T A L) Cefpodoxime (CPDX : =gk
£24) Cefixime (CFIX : BRES T EHKXLH)

H LU Cefdinir (CFDN : BRESZ T KAL)

DEEREEH L OREEZITHER L.

A Ek A B E L TR Staphylococcus
aureus (S. aureus) 26 ¥k, Escherichia coli (E,
coli) 26 % ¥ X U Klebsiella pneumoniae (K,
pneumoniae) 25 ¥RZEER U7z, 1989 MRk
K. pneumoniae @ T ¥R 32T 1990 SEEEFR S B
JEME B R¥ETIT7E - 726 methicillin @ MIC fEA%
125 g/ml'PAED S, aureus % methicillin resis-
tant S, aureus (MRSA) & L7,

2. BRRMIRRET

1990 £F 12 Ad 5 1991 £ 3 B2 It BIHRBKER
BEARREHC AW THERRESSEbN, AHROBMC
BENB SN/ BEIT S-1108 215 Lic, —EDHE
BEBi3100mg T1 H3E#&E L, BERYR ME
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1. Bkt
26 ¥kD S, aureus IZX9 % S-1006 D MIC i 10
BRICRL 0. 78 g/ml o 1,56 ng/mlica3fi L,
B KRICHLTIZ100g/mlIETH 7o IS
16 BkI32T MRSA Th -tz Lichi>TS, aureus
26 BRIZ X9 B ARFI D MIC, B & U MIC,, i3V
H 100 g/ml L ETH -1, Lo L Table 11Z7RL
fok 51 MRSA ZFR\W\7/ S aureus T b b
methicillin-sensitive S, aureus (MSSA) ZX}d
AAEF|D MIC; (BLU MIC) i3\ TN b 1,56 £g/ml
Thoteo FRBRHEHKDOR SN/ MIC (modal
MIC) (31,56 ug/ml TIRTH 7o Lichi-T
AF|D MSSA iIZ2X13 5 MIC,,i3 CFDN £ 0¥ 5%
DD CFTM, CPDX, CFIX & CCL oWWg'h
L0 bIEETAF OHEE CFDN LIS Otk ZEH)|

# e

DWFhLD HLIEETH » 7o 158 MRSA 3Lt
NS LB REROVF NG 100 1 g/ml ) g
MIC T&H » 7o

E. coli 27T #izxt LT S-1006 {3 0,2 » 5 %yg
ml ® MIC TH » 7o D MIC 25 12 g/ml Dy
9 % LB IR FEA D MIC 13 CFTM D 12,5 g/
TH - e DERIFIEOTNOEH S 100 1 g/m) )}
DMIC Thtee LED>TID I HEERC 54
I LT Table 117 LAk 912 MIC,, 20,3
MIC, 13 0. 78 £ g/ml X modal MIC 3 0, 39 4 g/
TI2HTH -1 BB E coli ‘:ﬁ?‘%*ﬂ@ﬁﬁ
#i2 CPDX, CFIX %X CFDN & 2iZF%Ts
DCFTM 1243 bDD CCL 7 5 ¥z CXM &y
EN TV,

RiZ K. pneumoniae 25 ¥IZX L TARZ 024
5 0.78g/ml @ MIC TH b MIC,,, MIC,,0ffh}
0.78 ug/ml TH>7o E72 modal MIC & 0, 78yg
ml T 4 BRTH > 7. WERMDER & OHFEHOL
B ThBHAEEIT L TiE S-1006 (2 CCL Loy
BNTVS bODOMMDERX D I3E > T,

Table 1. MIC range, MIC;,, MIC,, and modal MIC of S-1006, cefteram, cefpodoxime
cefixime, cefdinir, cefaclor, methicillin and cloxacillin against clinical isolates

(ug/ml)
Organism Antibiotic Range of MICs ~ MIC;,  MICy,  modal MIC'
(No. of strains)
S-1006 0.78~1.56 1. 56 1.56 1.56
cefteram 3.13 3.13 3.13 3.13
methicillin-sensitive cefpodoxime 3.13 3.13 3.13 3.13
S cefixime 12.5~25.0 25.0 25.0 25.0 .
' ‘z‘l‘(r)‘;”s cefdinir 0. 20~0. 39 0.39 0.39 0.39
cefaclor 1.56~3.13 1. 56 3.13 1.56
methicillin 1.56~3.13 3.13 3.13 3.13
cloxacillin 0.20~0. 39 0.20 0.39 0.20
S-1006 0.20~0. 39 0.39 0.78 0.39
cefteram 0.05~0. 39 0.20 0.39 0.20
E. coli cefpodoxime 0.10~0. 78 0.39 0.78 0.39
(26) cefixime 0.025~0. 78 0.78 0.78 0.78
cefdinir 0.10~1. 56 0.39 0.78 0.39
cefaclor 0.39~3.13 1.56 3.13 1.56
S-1006 0.20~0.78 0.78 0.78 0. 78’
cefteram 0. 05~0. 49 0.20 0.20 0.20
K. pneumoniae cefpodoxime 0. 05~0. 20 0.20 0.20 0.20
(25) cefixime 0.025~0. 20 0.10 0.20 0.10
cefdinir 0.05~0. 20 0.20 0.20 0.20
cefaclor 0.78~1.56 0.78 1.56 0.78

* : modal MIC value with a high frequency distribution
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Table 2. Clinical effects of S-1108

: ; Treatment Effect '
N Nsame Diagnosis Org:;:::;ns —— — P Side
- No. | vex ine di _=00tF aily dose | Duration| Tota L . ffecl
. (Underlying disease) Y val 11 B | | | effecls
4 Age After (mgx/day)| (days) |dose(g) Clinical | Bacteriologica
T monia | S pneumoniae C Not (:.
1 M —_pneumomia _\y parahaemolyticus(+)| 100X 3 29 8.70 ‘ Unknown (=)
5 (B-cell lymphoma) ~— ~ND evaluable
K.S. acute bronchitis, | H. influenzae(+) 100X 3 8 L 80 Not Unknown (-
2 2/11 (CML) N.D. % | eyaluable
8. te bronchitis N.F
3 | m |22 = 10X3 | 14 | 4.20 | Good | Unknown | (=)
60 (multiple myeloma) N.F.
N.N. te b hitis | S. aureus (#)
4 | F |2 eﬂ;‘;“)c e 100X3 | 14 | 4.20 | Good | Eradicated | (=)
63 N
H.T. teb hiti S. pneumoniae
5 | M fﬂflr‘fﬁ) H. parahaemolyticus| 1003 | 10 | 3.00 | Fair | Eradicated | (—)
57 |(macroglobulinemia)) === e
TK. acute bronchitis | S. 'dureus (+) | N soft
6 F IATIY 100X 3 21 6. 30 Good | Eradicated
60 (Hodgkin’s disease N.F. N D ) stools

Table 3. Laboratory findings beforé‘acnd, after administration of S-1108

Case | WBC | RBC Hb | Ht | Platelet | ESR | CRP | GOT | GPT | ALP | BUN | Creatinine
no. | (/ma®) | (x10*/mn®) | (g/dD| (%) | (x10*/mn®) |(mn/h)| (mg/dl) | (1U/D)| (IU/D) | (IU/D) | (mg/dD) | (mg/dl)

[ | 690/ 36 | 86|29 283 695| 8 | 5 | 195 | 10.6 | 1.3
11,000 | 357 8.0 | 26.7 19.9 11.17 | 10, 8 | 206 | 23.4 1.3

g |48:300| 272 8.3 | 26.7 28.1 . 95 | 5.67 | 10 | 11.| 175 |.19.5 1.2
E ?f“é;,‘,fooob 223 7.2 | 2.9 9.1 >150| 15.25 | "9 /-9 | 111 88" 1.1
18,8000 232 7.5 | 24.0 16.3 | >140| 83.63 |’ 11 6 | 114 7.0 1.2
| 8000|390 | 13.8|32.9| 14.5 8L | o N | é‘f‘ 1.3
. 6,100{ 385 13.7 | 39.2 20.'4.. 87 | 34 19 | 330 | 13. 2|, L1
5| 8,200 . 420 13.7 | 40.7 24.4 125 o120 1.3
5600 . 414 13.4 | 40.7 22.5 0.13 8 4 | 134 | 20.4 1.1

g | 5100 459 13.8 | 40.7 14.9 17 10 | 194 | 11.9 0.9
4,400 431 12.7 | 37.9 20. 1 0.9

13 7 | 18 |83
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Bacteriological and clinical studies on S-1006/S-1108

Yoshio Kobayashi, Hiroshi Uchida, Tetsuhei Ogawa and Hideo Uchida
Division of Microbiology, Central Laboratories & Department of Internal Medicine,
School of Medicine, Keio University
35 Shinanomachi, Shinjuku-ku, Tokyo 160, Japan

The in vitro activity of S-1006, the active free acid of S-1108, a newly developed cephalo-
sporin antibiotic for oral use, was studied by determining minimum inhibitory concent-
rations by the agar two-fold dilution method. S-1006 was not active against methicillin-

resistant Staphylococcus aureus but showed excellent activity against methicillin-sensitve
Staphylococcus aureus compared with cefteram, cefpodoxime, cefaclor and methicillin. §-
1006 was equally active effective Escherichia coli as cefpodoxime and cefixime. S-1006 was
more active than cefaclor and less active than cefteram and cefixime against Klebsiella

pneumoniae.

Among 4 patients with acute bronchitis, 3 were successfully treated by administration

of S-1108, 300 mg a day.

Neither significant side effects nor abnormalities of laboratory data were detected after
administration of S-1108, except for one case of soft stools.



