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1. il BERFORD SIS T LIBHKE 4 EEE 75 LEHEER TEEZ L EH
50 BRI g B AR ZEDEMER S-1006, cefixime (CFIX), cefteram (CFTM), cefaclor
(CCL) ? 4 EHD MIC % MIC 2000 ¥ 27 LERAWTHIEL oo AFED MIC,, 3 methicillin-
sensitive Staphylococcus aureus (MSSA) 0.39 ¢ g/ml, methicillin-resistant Staphylo-
coccus aureus (MRSA) 12,5y g/ml, Staphylococcus epidermidis6, 25 i g/ml & LB
BLOLBFLRENTH 7o T DORIRIZ Escherichia coli 0.39 £ g/ml, Klebsiella
pneumoniae 0, 39 £ g/ml, Proteus mirabilis 0. 1 1z g/m]l, indole-positive Proteus spp.
1.56 £ g/ml T CFIX, CFTM ¢ EREORIFHXHEE N%ER L. L, L, Enterococcus
faecalis, Enterococcus faecium, Enterobacter spp., Serratia marcescens, Pseudomonas
aeruginosa 12X 9 A SIS HEECHE & BIRRICEE D - 72,

2. EEERMIRRET : 77— 7 VIERE DM R BRI 22 X U CAZK 1[0 100 mg &
712 150 mg % 1 B 3@, 5 ARG L, BEKRARGTZT -7 UTI EMFFMEEICHE->T
MBHELEIEETH - 72 15 FlpEN 1L B, Bh2 PITREAZER 86.7% (13/15) TH-
720 BREAFRIZ 83, 3% (15/18) THH, RS5HHBEEE U TEEREN 5 BB U7, 1ERK
EROBRERIATEX/A8HIDI L I FITHOSHIEREZZRDI,

BERE L FlicB W TRE, BEREVEIRG TR A, AEEFIE LIHEREICL DR
w7,

key words : S-1108, HiE1, FRESRLEIE, FRRKE

S-1108 EFr L\WE 7 7 o XY v ZEOEME
T, EBHYUEHRNSHARFcREIN, R
IZTNED T NSy 7T, RA%NGE SIRIN
Ah, BRI 2T 5 -EBITLOMAIRINTE
R S-1006 & LTHERNICH/HTBZD . iR
T LEHEB L7 T LRI U TR AR
2 MILEFBL, B-lactamase KWL THEETH
BV, FAERFEICOWTIREV T & R EBES
Bon, RAOHEHRIZ 24 BRITH 0% THB .

4[E, S-1006 DHE N & HF— T IVIERE O
{t FRES R IE I X3 5 S-1108 DEERFNBICHOVWTR
HEfT-1eDOTHET 5,

I. & &H ik
1. KR GED
FLREE R R FU PR BB E IS TR % 5 FRICIRER

RESE (210 CFU/mlD) H S48k X hvic Staphylo-
coccus aureus 50 £k, Staphylococcus epidermidis
50 £k, Enterococcus faecalis 50 ¥k, Enterococcus
faecium 50 ¥k, Escherichia coli 50 ¥k, Klebsiella
pneumoniae 50 ¥, Proteus mirabilis 50 ¥, in-
dole-positive Proteus spp. 50 #k, Enterobacter
spp. 50 ¥, Serratia marcescens 50 ¥, Pseudo-
monas aeruginosa 50 kD 11 FHE, 550 HKicH>W
T, WBRERREIC K S BARLEERFESEELRD
IZHEVY, MIC 2000 ¥ 2 7 LT S-1006 d MIC %
BE L, FABEEICHKERE LT cefixime
(CFIX), cefteram (CFTM), cefaclor (CCL) ®
MIC Z#fIE L7,
2. ERIREIRRET
1989 £F 10 H & » 1990 £ 11 A & TISHIRERI K
WIREBHEZZ L, mBREMOREN NG OoNIAT—

*T060 AL¥RichHRX A 1 &P 16 TH
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TIVIEE B D4 MEPE PR PR RR AR E % 22 il 2R & L
foo MEFIG, R E® LS 1 & 18RI 22 21
T, HERNGBEME 12 ), ik 10 flT, fFEHRIZ 18~83
B FH63. 9B TH - oo BEMEER B H L IRAE AE
TH), FERERIMEREE 7 B, EEDERR 4 fld X O, A
MBREE, PRERAE, BRAREDCR 1FITH-7. 1
E% 582 100 mg £7213 150mg & L, 1 H3EE
ARLET, B50EEE6 BME Lo £/, 1HERM
REZDOERICOWVT bBRE L7

LhERHIE I3 EBERIE & UTI EFEMELE (383
BRI » T » 1o B2MICEL TR, &5
BOBMENEEROEMERAEL, BR5HKROMK
R, IFHERE, BHRIERESETY, BRREE
DRELEHOHEAERT Lic, b, BERRITRCS
X NMEICET 5 MIC Al E IR BRERFREI
& B BA(LEREFRATEIED 1T > TIT -7

o. # 2

1. BB Bl

REEEFR D HERRICX T 5 S-1006 D MIC 237 %
3B ®D CFIX, CFTM, CCL ® 3EDZzh & H#ic
Table 1 IZ/R L7,

77 LIBHEKE D S. aureus T3, methicillin-
sensitive S. aureus (MSSA) 34 ¥ D range (3
0. 05~0. T8ug/ml T, MIC;,t3 0, 2ug/ml, MIC,,
(2 0. 9ug/ml T&H D, methicillin-resistant S.
aureus (MRSA) 16 ¥k®D range (& 0, 05~501g/ml
T, MICs,i3 0. 78ug/ml, MIC,,i312, 5ug/ml T&H
b, HEOIFELVBNIREHERLIS

S. epidermidis T3 MIC;,13 0. 39ug/ml, MIC,,
(3 6. 25ug/ml T, D 3FLDENTWI, E
faecalis & E. faecium T3XBIE L RFICTHVINE
HNTH-1,

— K75 LEHRED MIC,,Tid, E. coli 0. 39
ug/ml, K. pneumoniae 0. 39ug/ml, P. mirabilis
0.1u#g/ml, indole-positive Proteus spp. 1. 56 g/
ml & KVWHRE SN T CFIX, CFTM, CCL L0 &5
EBESBVWRIETH »7co Enterobacter spp., S.
marcescens, P. aeruginosa ® MIC;,idZhZ¥h
50ug/ml, 12,5 g/ml, 25 ug/ml T, MIC,,Tid
ZhZFH 100 L g/ml Pl E, 50 gg/ml, 100 ¢ g/ml
EMEENREZ B oh, CFIX, CFTM & (3iX[E
BRTH-7,

2. ERPREE

E % DIEFI DHEE% Table 2 1Z/R L7,

WP RBRRRAE 22 I TR, 2017 7 -7 \gg
BEETHD, FREHEICKBRBAIEY 1p,
"R H, PR 2H, WE2HIBIUCRE 40
Hotoo UTI BEHFHFMEET I, REFORLRR
% 7o SEBMARR TH - 1 THINRA SN, Yray
15 FlORETEKRLFE % Table 31T/R L, B4y
m, BEh2H, EH2HT REFHE 8 1%7
ot RIEEMOMEE Table 4 ISRT L,
HIhEIRKGYE IR 1261TH D, EW 104, g,
W 1T, REBHE I 1% TH -1, BHER
RIERIFITH -1, 2 B BIYN& 1T
bt MEFEHIZEBEA Table 5I1TR L1, B4E
8 B 18 ¥k 15 Bk (83.3%) AEBRSIZLIRE
xh, BERBHEEL L TIZ S epidermids,
Enterococcus avium, E. faecalis, E. faecium,
coagulase-negative Staphylococcus D& 1 %
HoNt, BRED MIC &t BEFENHEOBES
Table 6IZ/RT A, HEIFEL 3HROMED MIC 3%
nh¥F¥n 3.13, 6.25 >100ug/ml TH-1z, FHER
IZoW\WTid Table 7IRT & 51 | BEKEROF
RAERNTX/8HID S B 1 HlOAITEH SN EERE
Y

BIfER & LT 226k L Bl (4.5%) IR, BER
ZPERE TRD I, AFEE e UEREICL
it LT, BERRICERL CERRERES
Table 8 /R 5, Fitk TR LEALEHMDIHT
EEEHIIABRShEDh T,

m = =
FLCHRINAEORE 7 7 0 AR Y VR
BTH5 S-1108 DiFEHEA S-1006 OHE S EAED
BRIATHI T LBEREE 75 LEREREICHLTE
AR MLVERL, BiC/ 5 LBHEKEOS
aureus, S. epidermidis 75 &I L THEWI &Z?"_ﬁ
XM TH 120 F1o, ARG E%BFIRRE
25U, Ui sROBENE SRS I E HEED
—>7T, 150 mg B% S5O Cmax 1, 821 g/nl
Tmax 2, 2 BT, FRAEEEIR 2 ~ 3 BSRART UL
pg/ml THBY, LichioT, EEMHEREER
FEORKEE LTY S LBHERE ML TERTL
EMOEZLT ARG R GIE SRR LT

MEIHFING ZENEZ SN
S, H7—F VIEHEOEHRERBRRE 20
AR @A Lihs, UTI EaFmacit- T
AT - 72 15 P CIRABAE R 86.7% A
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Table 3. Overall clinical efficacy of S-1108 in complicated U.T.I.,
100 mg or 150 mgx3/day, 5 — day treatment
Pyuria Cleared Decreased Unchanged Efflcuc.y on
Bacteriuria bacleriuria
Eliminated 11 1 12 (80.0%)
Decreased 0 (C0.0%)
Replaced 1 1 (6.7%)
Unchanged 2 2 (13.3%)
1
Efficacy on pyuria | 12 (80.0%) 0 ( 0.0%) 3 (20.0%) Case lota
@ Excellent 11 (73.3%)
Overall effectiveness rate
T ] oo 2 (19.5%
1315 (86.7%)
I:I Poor 2 (13.3%)

Table 4. Overall clinical efficacy of S-1108 classified by type of infection

No indwelling catheter | 15 (100.0%) 86. 7%

T | e [ o
]

Indwelling catheter 0( 0.0%)

Excellent Good Poor Overall effectiveness rate

No. of (Percent
Group

cases\of total

G-1 0( 0.0%) _

G-2 0(C 0.0%) -

Mono-

microbial G-3 1(C 6.7%) 1

infection

G-4 11 ( 73.3%) 9 1 1 90.9%

Subtotal 12 ( 80.0%) 10 1 1 91.7%

G-5 0 ( 0.0%) -
Poly-

microbial G-6 3 ( 20.0%) 1 1 1

infection

Subtotal 3 (20.0%) 1

_ |

Total 15 (100.0%) 11 2 2 86.7%
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Table 5. Bacteriological response to $-1108 in complicated U.T.I.,

100 mg or 150 mg X 3/day,

5 — day treatment (15 cases)

Isolates slj:a:i:i Eradicated (%) Persisted S;ﬁ?ii’;‘:::::t’g
E. coli 6 6
K. pneumoniae 1 1
P. vulgaris 1 1
P. aeruginosa 1 1
S. aureus 1 0 1
S. epidermidis 2 1 1 i 1
E. avium 2 2 B WIK
E. faecalis 4 3 1 1
E. faecium 1
CNS 1
Total 18 15 ( 83.3) 3 (16.7%) 5
13.3% (2/15cases) 20.0% (3/15cases)
fveerse;r;t:firzi:f::;of persistent infection 26.7% (4 15cases)

Table 7. Recurrence in complicated U.T.I. patients
after treatment with S-1108 (5 — day treatment)

Pyuria

Bacteriuria

0~4 cells/hpf 25 cells/hpf

< 10" bacteria/ml

210" bacteria/ml

3
L

73.3%., B 13.3%) LBNIEBERHEEB/, L
ML, BERHBEEE L TBERE SRR I
ABICERZHAB LW LICLbEEL ONK, £
7z, SHERETENTH- 11 HFDS>H8HIIcE
WTHRE 7 BERIRICEBRORIT AT 10 & AL

No recurrence 4./ 8

Reserved 3,38
assessment
Recurred 1/8

IEERADDIERIL L FlOATHY, ZOET
AR IEROICEBNTVS EEZ St BIfFFE
RREBEZICHELTIE, 1 FT 100 mg OHER
BHO RS, BRERARHIN, AEEgubl, fit?
5 I URHESIC K DB LTV e, %7 EkRER
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bR oY, AEOLRLMICEMBEEEVER AR IS £ B MIC M ik (1 B 4 A IR
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Fundamental and clinical studies on S-1108 in urinary tract infections

Takaoki Hirose, Seiichi Saito, Kiyohito Yamazaki,
Masahiro Nishimura and Yoshiaki Kumamoto
Department of Urology, School of Medicine, Sapporo Medical University
Nishi 16-chome, Minami 1-jo, Chuo-ku, Sapporo 060, Japan

Fundamental and clinical studies on S-1108 were carried out, and the results were as
follows.

1. Antimicrobial activity of S-1006

The MICs against clinical isolates from urine were determined and compared with
those of cefixime (CFIX), cefteram (CFTM) and cefaclor (CCL). The antimicrobial activity
of S-1006 against Staphylococcus aureus and Staphylococcus epidermidis was superior to
that of CFIX, CFTM and CCL. Its activity was similar to that of CFIX and CFTM against
Escherichia coli, Klebsiella pneumoniae, Proteus mirabilis and indole-positive Proteus
spp.. Activity against Enterococcus faecalis, Enterococcus faecium, Enterobacter spp.,
Serratia marcescens and Pseudomonas aeruginosa was low, but similar to that of CFIX
and CFTM.

2. Clinical efficacy of S-1108

5-1108 was administered in the treatment of complicated urinary tract infections (UTI)
without indwelling catheters, including 1 patient with complicated pyelonephritis and 21 with
complicated cystitis, to investigate its therapeutic effect and safety.

Efficacy was judged according to the criteria of the Japanese UTI Committee. The
clinical response in the 15 evaluable cases with complicated UTI was excellent in 11, good
in 2 and poor in 2, and the overall efficacy rate was 86, 7%.

Side effects were skin eruption and itching in one of the 22 patients, and no abnormal
laboratory findings were observed.

We concluded that S-1108 is a useful drug in the treatment of complicated UTI without
a catheter.



