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MBERTVBEIRDME L TSH B Escherichia coli, Klebsiella pneumoniae, Proteus
mirabilis, Serratia marcescens @ 4 f§ffi, 2058 LT, AFIOLEEANREEHEME T
5 S-1006 DR SI1%, cefaclor (CCL), cefixime (CFIX) %ML L THERTL
720 E. coli BEX U P. mirabilis 12113 % MIC,, 1% % 0.78, 0.39xg/ml T, CFIX &
FDREN%ER LI, K pneumoniae iIZ3X49 5 MIC,, (31,56 2 g/ml T, CCL &»4#&h,
CFIX £ 0% - T\, S marcescens Tld MIC,,, MIC,, & HiZ CFIX K9 BhTW -,

ERORIIRR AT I R PE BLEL PRI 2 3 17 & 1 MEME PR BR R UE 14 (IS D W THT » 72, Bk Hghift
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S-1108 (FIEHHBERXNSH THRE I N HHRL
IZATNVBEOY 7 « LRIAEWEAT, 75 LBHEH
BLRUT T LIEHREICH L TRIEVIRE AR bLE
BLTED, SHEMEELED B-lactamase IZXf L
THLEETHHEINTWVWE", SEbhbhIL, R
PRBREIE IS T A AR OBRRIE X KRR %
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I. # 8 & F/ &

1. BHesaEt

1) XREk

MR E R ILERFEEFETMH RN R SR B L
TIRBEEAEEREELD 10'CFU/ml LI ESBEL 72
Escherchia coli (50%8k), Klebsiella pneumoniae
(51 %), Proteus mirabilis (54 #k), Serratia
marcescens (508k) @ 4 B, 205 k&2 R & L
1oo RBMREMRIZT T LER | 4k TRET L7,

2) FEHNESEIERIE

AHIDEENAEEENE TH 5 S-1006 IH75
RS 1Z MIC 2000 & 257 L (ARY A4 +7v74#)
EFROICHBRERFREICL D B/NEERILRE
(MIC) %I L7z, ¥t & L Tid Mueller-Hinton
broth (Difco) %, XJMZE &L L Tid cefaclor (CCL)
cefixime (CFIX) ZH\ 1o,

2. FRERAIRRET

R 2 4E 8 BA SR 343 B ETIc, LEAFE
S ERF R R BT bR 28R X N h BRGBRMRBHERD
U7 REBELIE B E TARREMICREDFHNL
17T AR E Lico MRIZ 2B AERERL I
MR BERRE 14 BT H - 1oo AROBG AR

1 [E 75~200 mg % 1 A 3 EEOKRS L, #EHEH
S BEEHERER 4T3 3 AR, MAERERRISBAETH
5~28 BRITH - 720 BEERSNRHIE R EHENED
LU UTI EREMmERE (F 3 BOP KBSV
foo EHAPNCHL, BREABIERS X CERRE
BEDEEC>VWTRAZEFT- 720

T34 LETERE1-2-3
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1. Btk

£EEOAF KT B MIC Drange. MICs,,
MIC,,, MICi, % Table 1 IR Lz,

1) E. coli

S-1006 ® MIC €=%, MIC,,, MIC,, RZENE
70,2ug/ml 0.391g/ml, 0.78ug/ml TH 1o
CFIX & Hh~5 & 3ERSOREN%EZRL, CCL &
kB QERERIFURENERLI,

9) K. pneumoniae

$-1006 ® MICso MICy, MIC,, BZHEN
0.39zg/ml 078 zg/ml, 1.564g/ml T& 7o
+1bbH 5-1006 DRENE CCLEHN | BERESE
N CFIX LH~2EIBEELLIERTH 70

3) P. mirabilis ‘

$-1008 ® MIC £ — 7 #3 5 TXiz MIC,, i3 0. 05
pg/ml LT, MICg, (& 0.39 2 g/ml TH » 12
CFIX LHRB E E coli EEFRICBIERIFDIEN
#5L, CCLHNRB L 4 BRERIFRRENIERL
1o

4) S marcescens

S-1006 @ MIC;,, MIC,,, MIC,, ZZHF1 6,25
tg/ml, 2541 g/ml, 50 mg/ml TdH »7z, CFIX &
k3L 2 ERERBIFSRENER LI

2. RISt

1) SHEHEEPERERK (Table 2)

FHREHEELMENTHY, UTI BT M4
RABLI 2 iR E bIBMTH > 7co AR 2 H

ED E coli T VTN L ARANREHM KR L 1o
2) MM REBRRYME (Table 3)
FREMESENS A, TR A, LA,

IESh 3 ) THEIMIS 66, 7% (8/12) TH~7le D

55 UTI BHMFMBELICEHLAEMNBTHTH

D, FOMEYEZ Table 41Z/87 . MWRRICH T3

RIZIERIL 4 Bl RESHITH -7 MR

BNRIIREHEILS B, RL2HITHD, REEKRYE

BEMAB, BEhIA, WH2HTH T,

R BREH R EYEZ Table 5IX7RY . 4ED
RETREFVHMBERAETH - 7o 4 FHNEHI L
bok &L, EMAH, BHIAITH-7, 1 BD
2PN TH - 7o

SR RIC>WTA B E, Table 6iIC/RT T
& £ Staphylococcus epidermidis 2 #R78 & TNIZ
CNS, K. pneumoniae, Pseudomonas aeruginosa
DEITHEDECABESICKOBERL M
S. marcescens 2 ¥ki3TFERE L1, BEAFIRS % T
HEEBEDoNEh T,

3) BlfER, BRRZEBEOREED

SEMREN > 7 ITHIDIRBBREFEBREFICLWNT,
BibEMEIERE 1 FlHEBDIEMN -1, BERREED
BEEIZGOT, GPT DBEERMN 1 FlicBw ot
D, IREEETHHOTIENEL, 2EMRICEHARER
L7

m % &®
S-1108 RBOAE 7 7 0 XK Y v RBAEYET,

Table 1. Antibacterial activity of S-1006 and other drugs against clinical isolates

Isolate

MIC (4 g/ml)
(No. of . Drug -
o of strains) range 509% 80% 90%
o S-1008  <0.05~3.13 0.20 0.39 0.78
Escherich : -
L, ez‘;o)‘a coli cefaclor 0. 39~200 0.78 1.56 3.13
o cefixime  <0.05~50 0.39 0.39 0.78
L S-1008 0. 10~>200 0.39 0.78 1.56
Klebsiella 1
e (g’l';eummae cefaclor 0. 39~>200 0.78 1. 56 1.56
cefixime  <0.05~>200  <0.05 <0.05 0.20
o S-1006  =0.05~>200  <0.05 <0.05 0.39
Prote : ’ ’
v 9‘8(5'2’)‘rab‘l‘s cefaclor 0. 78~>200 0.78 0.78 6.25
cefixime  <0.05~>200  <0.05 <0.05 <0.05
Serratia S-1006 0.39->200 6. 25 25 .50
B kf;g‘;KCESCens_ cefaclor +200~>200 > 200 >200 >200
cefixime  <0.05~>200 25 100 100
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Table 2. Clinical summary of patients with uncomplicated UTI treated with S-1108
Palient | Trealment Bacteriuria* Evaluation** Side [
Age| Sex Di i ionlS * ia ,
No, | £18°|vex |Jingnoss (m(;];(;?iixy) roule d(udr;‘y“;)" ymploms * Pyuria species count| MIC | UTI Dr | effects Pemrks
A # | Escherichia coil| 10* I
1 |80 | F| AUC| 75X3 |p.o.| 38 —~ — LscherLEhLa oil | Excellent] -
+ | Escherichia cot 7 R
2 |60| F| AUC| 75%3 |p.o.| 3 — _— Eschertfhm coil lg—- ——|Excellent| Excellent| e
I 4+ | E ichia coil| 10°| 0.2 T
3 |69|F|AUC| 75%3 |p.o.| 3 = | Bscherichia coil | 10°) 0.2 \p ool Bxcellent] — | -
g-hefore tr > sk UTD : criteria proposed by the UTH Committee AUC : acute uncomplicated cystitis
aller treatment Dr @ Dr."s ovalualion
Table 3. Clinical summary of patients with complicated UTI treated with S-1108
Patiend Diagrosis P Treatment Bacteriuria® valualion®* Side
re| Sex | ————— . — Pyuria b
No. Age| Sex Underlying condition| (route) | group (m(;];(;:(’i‘;iy) roule d(udrs;gn yuria specics count| MIC | UTI D ffcts emars
cCce # Iinterococcus sp. | 107
B - 200X 3 | p.o. 8 |— || e
L ]63|M BPH 200%3 p.o 8 1# Fnterococcus sp. | 10° Poor
alalal m "‘ . 5D. 05
2 [81|M ﬁfjﬁ - 1503 | po.| 14 || Lnterococcus sp. | I07) Facdlenf — | -
. Lnterobacter 6| ¢
3 |73 ™M ﬁl(jﬁ - 150x3 | po| 14 [ M aerogenes 10%] 50 Excellen
I - _
CcCC # | Proteus mirabilis | 107 | 0.2
N —_— —_ £ X ¢ 0. — — e SN
8ot Neurogenic bladder 1503 | p.o 1 + Proteus mirabilis | 10° Fair
cce +H Escherichia coli | 107 | 0.2
5 94| M m - 150X 3 | p.o. 21 - Slaphy[ocopcus <0° - Good | —
saprophylicus
N Klebsiella ?
+ . ¢
6 [70| M gl(;ﬁ - |G-4| T5X3|p.o. 5 |—— pneumoniae 10 O‘—Eq—wmur-n Good
CCC _ . H# - i S Unevalu{ _ - |GOT1
7 [75|M SPIT 200%3 [p.o.| 7|7 - = e | 7 ot
N # Candida albicans | 10* i
CCC ; . | - lud
8 |17\ M BPH - 200%3 |p.o.| 14 n Interobacter 10°] 25 Un:;ﬁu -
aerogenes
N Staph lococcus 6
9 [72|M l(;lc’l(; = |G-41| 75X3|p.o. 5 M epidermidi 10 ﬁ“xmﬂon Excellent -
cce w | Staphylococcus s |3 13
10 | 74| M| Bladder umor | ~ |G—4|150%3 |po.| 5 || epieermidis | T " p enfExcelen -
Urethral stricture - - -
11|81 M P—(ég—(/———w = |G-4| 75X3|p.o. 5 - CNS 10710.78 Excellen{Excellenf — | ~
ros! cancer - - -
cce W Pseudomonas 107 | 100
12 |7T7T|M|m——————| - |G-4[150X3 |p.o. 5 |— aerugiwnosa —|Moderatq Good | = | ~
Neurogenic bladder + — _
CCC # | Serratia marcescens | 107 | 12.5 -
_ 4+ - 50X 3 |p.o. —_— ——— — P -
13184 M Prosale cancer G-t p-0 5 # | Serratia marcescens | 10*| | Poor o -
CCC # | Serratia marcescens | 10° | 12
14 [ 66| M| Prostale cancer + |G-1|150X3|p.o. S|\—l —| Poor | Poor | ~ |
Renal dysfunction # | Serratia marcescens | 107 | 12.5 -
CCC : chronic complicated cystitis ) before treatment
CCP : chronic complicated pyelonephritis after treatment

BPH : benign prostatic hypertrophy

s UTI : criteria proposed by the UTI Commitlee

Dr : Dr.s evaluation
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Table 4. Overall clinical efficacy of S-1108 in complicated UTI
Pyuri -
- yuna Cleared Decreased Unchanged “Effect on bacleriuria
Bacteriuria
Eliminated 4 1 5
Decreased
Replaced
Unchanged 2 2
Effect on pyuria 4 3 case7total
@ Excellent 4
overall efficacy rate
T 5/7
::] Poor(including failure) 2

Table 5. Overall clinical efficacy of S-1108 according to type of @nféctiqn

v

Group No.of Excellent | Moderate | Poor 8’??5:2;
patients rate
group 1(indwelling catheter) 2 2 0/2
group 2(post-prostatectomy)
Mo?ﬁg ﬁg%bial group 3(upper UTD
group 4(lower UTI) 5 4 1 5/5
subtotal 7 4 1 2 5/7
group 5(indwelling catheter)
Po%gé‘ggg ial group 6(no indwelling catheter )
subtotal
Total 7 4 1 2 5/7
Iréc;x]eeltlé?g pNaot'igf;xts ‘| Excellent | Moderate | Poor ?fa‘ég:g’
Yes 2 2 0/2
No 5 4 1 5/5
Total 7 4 1 2 5/7
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Table 6. Bacteriological response to S-1108 in complicated UTI
Isolate No. of strains Eradicated Persisted*
Staphlococeus o 2 o 9
epidermidis B e
CNS 1 1
Klebsiella | n |
pneumoniae B B
Pseudomonas | 1
aeruginosa
Serrqtia 9 5
_marcescens .
Total 7 5 2

ZDEMATH 5 S-1006 1375 LIBHEEB LUV T
LIRMEEICH L CIRMI ARY b5 LAEFT A, HiC
Staphylococcus aureus, E. coli, K. pneumoniae,
Neiss-

P. mirabilis, Haemophilus influenzae,

erta gonorrhoeae, Branhamella catarrhalis
X AMENIENTVSY,

S-1006 DILEE 1 ZEEFK 5 BED 4 BIRE 205 BRI L
THRETL7HS, E. coli, K. pneumoniae, P. mira-
bilis (=519 % MIC,, 1354 0.78, 1.56, 0.391g/
ml ThHD, TOHRBEBHNDORIMNVERI NI,
S. marcescens IZ¥Xtd 5 MIC,;,, MIC4, MIC,,
3& % 6.25, 25 50ug/mlTH-7chl, MRETH
5 CFIX LIh~p L 2EREBFLSMENERL
7o

EFE= 2 —F/ o BNt it E A MmN
HHIETDEEZNE, AERIHD OFLX fHED 7
T LEHEICH L TEN CRENABTA L 3E
BREMEVIAL D,

UTI EFMBEEICL ZEERDRORIT TR, &
PEESMBERL I D 2 FlIZVWTNLEDNTH D, HHEH
PREEERBIE T3 7 FIch 5 BINBEHLL LT, &VWBEHER
LT

WMEFHINRTIZ S epidermidis 2 ¥R73 5 UIT
CNS, K. pneumoniae, P. aeruginosa D& 1 k&
BITARHREIC L DEE LI, 772U P. aeruginosa
DEFICE L TRLT L HAFIORE N ERBRL 72

* regardless of bacterial count

DTRIEVWEEZ HNS,

eI LT, SEmE L 1T iicsoty
EMBIERI | Al LB SN > 1, BRREE
DE#HTF GOT, GPT OBRE LRH 1 fiz2s,
N, BEEET L LDTIEEI -1, KARGE

PR~ DBTAEL .

IR BEEED Lo

HEHEmWbDLIEEIN S,

LiE& v, S-1108 375 LIGHEAEB LTI LE
HEICH L TLEEZARY FF LEF L, KRR
WKL CTERN RN ERTH S LEL SN,

D
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k)

H
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X i
hETER, W E 840 B EA(LEREY
LBE, WEY KT T L, S-1108, BEHE
1992
AHIERK, fth: UTI E3hEEMEE%E G 3K,
Chemotherapy 34 : 408~441, 1986
BAE= : = o —F / o LRICHT RS
MR, BREHEE 19 : 97~101, 1989
HE T REXET B - FKEA
B, AEBEETF, LH—E F B A
B+ % ofloxacin Of{EEDIKH. Chemo-
therapy 38 : 1 ~8, 1990
WEEE, WA o BRE AAER R
BRI D ofloxacin IXfd 55z, Cheme
therapy 39 : 124~128, 1991
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Basic and clinical studies on S-1108 in urinary tract infections

Shinji Mitani, Seiji Fujiwara and Tsuguru Usui
Department of Urology, Hiroshima University School of Medicine
Kasumi 1-2-3 Minami-ku, Hiroshima 734, Japan

Yoshio Ohnishi and Tetsuhiro Ueki
Department of Urology, Chuden Hospital

We studied S-1108, on antibacterial activity and clinical efficacy against urinary tract
infections in order to clarify its usefulness for urinary tract infections.

The in vitro antimicrobial activity of S-1006, an active form of S-1108 was assessed against
905 clinically isolated strains (4 species) and compared with those of cefaclor (CCL) and
cefixime (CFIXD.

The MIC,, of S-1006 was similar to that of CFIX against Escherichia coli and Proteus
“mirabilis. Against Klebsiella pneumoniae, the MIC,, of S-1006 was superior to that of
CCL and inferior to that of CFIX. Against Serratia marcescens, both the MIC,, and
MIC;, of S-1006 were superior to those of CFIX.

We.administered S-1108 to 3 patients with acute uncomplicated cystitis (AUC) and 14
patients with chronic complicated urinary tract infections (UTI). According to criteria of the
Japanese UTI Committee, clinical efficacy of AUC was excellent in 2 patients, and the
efficacy of chronic complicated UTI was excellent in 4 patients, moderate in 1 and poor
in 2. No side effects were observed. ‘ )

Laboratory findings showed slightly elevated GOT and GPT in 1 patient.



