CHEMOTHERAPY

JUNE 1993

MSVERTMEVE PR ES RUSTE (2569 % S-1108 DEGRHIMR T

WHEE - EEIKES - B+
ABR KR AR 28
CE(T: « Bt

S - bk
KA LR W BR 25

S-1108 DISHEATMENEPRBS EAAE IS B H ki, RRMEDRIETOLUTORREB:,
1) 19PNSH 3 BERMB B TIEEMETEN 3R, 40, RFH2H, |8,
HIEARGE2 I TH Y, UTI AFMEAE I L7 HE TR, B2 G, BLham, ®muHs

7, THREBMRIZPBYTH -1,

2) MIBFRITIE 21 BRep 12 Bk (57%) HiBRE S M,
3) FHERTEIAMREIICIOERARE L RRZEEZNEN | FICRYERREB ETCR

BEDY /8B EN  FliIcBHd SNz,
key words : S-1108, FRE&REGME

S-1108 3Ot 7 » o AR L RNEME T, It
HiEHAERT S-1006 D70 K5 v 7 THY methi-
cillin-resistant Staphylococcus aureus i IEKEH
RS 7T LIBHEREB LOBRREALRL 75 L2tE
WKIBILWIRBEARY bLVER L, ZORENICEVT
(3 cefaclor % cefotiam LY EBITW5B, 7, F
NOANAFVAFNBETIATIEST B EICL
D, BORNNKEGS S, KZED S-1006 DRk
tthid 24 BREE TICH 40% L ShTWB Y,

B, OS> HREEFT S S-1108 D@ M
PEPRBRLME T 9 5 F M & Zetic oL TRE =
MA D THET 5,

FER2HE I BLDFERIES BETOM, AFXK
AEEFMRBER O Z OB#ERICE WV TMEE
T B PEM MEME PR BR R A E 19 Bl 2 X5 & L e,
B~TIRDBM 135, KE6HITHb, REHE
i3, BBORIEEB/ %, A# 1E 100~150 mg %
| H3MOAB®ICHEREZESL (2~7HHED, SROY
EH LCBIERICOVWTRE LI, BRIRMBEDOHIE
FIREB L UTI EFFEEE GE3HOY ICH#LT
ﬁ')ﬁ‘_o

SR 19 F)DFEM A Table 1 IZ/RT, FIREHET
3FEZN 3 H1 (15.8%) B4 H) (2L 1%), RPREM
2# (10.5%) #®zh 8 # (42.1%), HIEALREE 2 F

(10.5%) T&dH 1o UTI EZhFEMEEAES BT 14
FlT, Bitanics FliRSaIORDAELSE KRR
FREAREEHAMIGBZVOEMERICL 3PILfT
H o1z, AR Table 21TRTIEL 14
h, EX2Hl, BH46l, BSHSHITHRATDRE
3% TH ~» 720 RIRISHTT BB TIIEHEAL 441 (29
%), HEL1H (71%). TEIF (64%) THH, A
HRICX 3 220 RCIIEEK 4 # (29%), B 1§
(7%), BxIX2H (14%), RETH (50%) T
H o1, REBREBFIBRERNE L Table 3187 T
EX T, BHLIEOEF (3 BB REGAE T 10 f
56, WHEERRETIIAFATIFATS-1 &
2, AT—TNVEEBEFEI2H T, WTFhLHLEYNT
Hotc, MIBEFERZNETIE Table 4 D& < Pseu-
domonas aeruginosa, Enterococcus faecalis D%
NZENLAHRIL L 21 ks BExh, 5B 124 (BT
%) DBREI NI, MIC & DBA{ETIE 3. 131 g/ml
UTFTR, THTH B 6 HHBREX N (Table 5o

HBE®RIEEE T P. aeruginosa, Enterococcus
sp. % 10 kAW SN f (Table 6)o BIfEATRIE
Fil 13 12 BV TOBMO R & EF 16 1<V THIE
HIREEN RS Shrc, BHRREBCEVTR, EH
19 ICBVTRIEMBMEKRAEIH VT Y 2/ EkA 3
% (2295/mm®) 5 52% (3100/mm?) ~&BE

*T830 AEKTINEETET



857

395 S-1108 DESERIIRR ST

-

PREBRRGUIE

VvOL. 41 S—1

0S "ds spuowopnasg
G2l s1Do2Df "y
00T< | 40T DSOUIFNLAD * F sy13s£o uolyBIpRY
(=) 1By | I0od 001< 01 Sna.np °g e S £ X001 G-D (+) ‘N x| GL | 0T
6€°0 q'Jd'N 000
Gz 9 s1o2Df Yy
G2l SU228204DW S
Gzl SNI1920D0JIDI Y/
GZ°9 <01>| ds spuowopnasg — d°N
(=) PoeD Gzl .01 SNO120D0IDY 'y | — S €001 (=) ToNeNe) 4 18 6
6E°0 700 °H
01 suD21g)D *D I I90UBD O11B}SOIJ
- 1004 — S £ X 06T (=) | —————| W | 8. 8
- 00T< | 0T §1y0220f "5 H# ‘000
01> suDQID "D T - I30UBD O11B}SOIJ I
— poon) |ejerapopy _— g gX0ST | ¥-D =) || N L
- 00I< | ,01 s1paanf g + 000
$1p1ULap1da "G q-
(=) 1004 | 1004 001< ,01 wmoanf g T I £ x0GT -0 (=) i m Z d 29 9
01 1700 g T 000
001< s1poan/ 57 Iowny I3321()
(=) | poon |eerapopyl 001 <01 wmap "5 = S EX0ST | $-D | (=) | _fowni IeppElg d |99 | s
6e 0 0T 700 °q + 00D
0 (=) _ 5 au03}s [BUSY]
- JUR[[3OXY | {US[[20XY — S €X00T g- - N 29 14
) f 05 /0T psouldn.ta g + = 'd'00
<01 psou1Snuan " g + (<) auo}s [BUdY
- lI0ogd | 1004 — S €X00T €-D - W | 68 €
) 521 »01 DSou1INLoD " T 00
0 (=) ¥ . , - aU01S [BUSY
— UMOUU() — £X00 - N G2 4
) 0 (=) + dD0
stsorydeuorpAf]
(=) | poon [|syerspory 0 ) e g Ex00T | €D | (=) bkl G W | g | 1
er’e s0T snaino 'S # 'd’DD
(uy3ry | (quay) (sLep) |(Lep/x3u) uo1puod
a LN ) saroadg dnouis ‘0
J— 1W/,01 : OIA| 3uUn0D ,eunfg| UOWBING | aso( L R0 Burdpiapun xog |08y | MM
+» UOTJEN[BAT LBLINLI3JORYG U WIIBAL], stsoudei(]
80TT-S Yitm pejear) [ L) Pereor[duwios jo sesed jo LIvwIwWINS [BJIUI[D) - [ - [ 8[qR,L,



JUNE 1993

CHEMOTHERAPY

858

Jappe[q otualdoInay] : d N
pod aarjedau—wels aarjejusuLIay 8soon(d uou : Y " N AydoajaadAy oyeysoad udtueg : 'H 'd 'd
uoneNeAs s I(J : JIg jusauwIlBeg} I8}jy S1313SAD pajed1idwod otoay) D "D ‘D
1L JO 99 TWwIod 8Yy) £Q BIINLID & [ (.. Jusw}Bal} alojog snrrydeuoradd pajeoridwod otuoay) : g ‘D "D
GZ'9 S$N21320D0JDI 'Y
: 001< o1 > syooavf o - ‘d'N ;
| 918o0oydw ]| yuapa0xy | 938I3pO £ _ - - LS 61
39Xy PO 500 o1 SHIQDIT ~ S €X001 9-D (=) 390 W
001< syvoanf g
0 _ - ‘H'd'd
(=) US[[AIXY | JUB[[AXY —_— S € X061 -0 (=) W 6L 81
14 s01 avoDoY “H # RONONG)
01 siprwuaprda g + ‘H'd'd
- Jooq | 1004 - — g £x00T | ¥-D - W | oL | u1
Gl 01 sprusapida g + ) D00
32U3UHodUT Suop jou . d°'N
o3n| HOTUN 961 <01 < | sn22000)Cydoig - )3e0) | 4 2 £x001 (=) 5505 d g9 | 91
00T< syoaanf &
0S snauno 'q
961 wafpad " AN
(=) Io0g | Ioog 00I< | <01 DSOUIINIAD ‘J | 4 g £x001 | 6D | (+) e W | 99 | SI
8L°0 <01 wagnad "d + 9200
001< psou1Snuap ‘g
DDLqD]E ) auols 1appelg
00T< | ,0T s1I2Df "7 # ‘a'N
— 00 T _
() d o1 21019518 m S €Xx 00T (=) o ReXe) A gL v1
001< sypoanf g
ared auojs [BUIY
oEwmw.aw 1004 100g 00T »0T DSOUISNIAD " e L €% 001 p-D (=) ‘d°N W 8L | &1
: : 001 +01 DSOUIINIAD “J + ‘000
001< sypIanf g
00T ,01 DSOU1ENLAD " J - “I'N
(=) meg | loog 00T< | .01 sypaanf 5 T g gEX00T | 9-9 | (=) — W | &L | el
8.0 npunaif - 000
65°0 apwownaud *3
00T< | ,01 sypIavf g # ‘H'Jd'd
(=) lI0od 1004 — G € X001 7-D - W 0L 11
00T< | .01 s1DI2Df "o # = ‘000
(w37 | (rur/) (shep) |(Lep/x3u) uoyIpuod
I sa10ad .
$100150 OIS a Ln [W/,07 : DIW| 3uno) 10908 .eungg UOMBING | 3s0q Qmmmw sojpyrey|  SUKMRPUN | yoq | a8y mMMA
.. uorjen[eAy . BLINLI3JOBY JuaWIyBAI], stsoudBy(] O
80T1-S Yy3m pejeal) [, pajyeordwiod Jo sesed Jo LIBWIWNS [BIIUI[) 7 - [ ®[qB],



Table 2. Overall clinical efficacy of S-1108 in complicated UTI

Pyuria
) Cleared Decreased Unchanged Iiffect on bacteriuria
Bacteriuria
Eliminated 2 2 4 (29%)
Decreased 1 1 C7%)
Replaced 1 1 2 (14%)
Unchanged 1 6 7 (50%
. C total
Effect on pyuria 4 (29%) 1 (7%) 9 (64%) aseMo a
:} Excellent 2 (14%)
Overall efficacy rate
0
Moderate 4 (29%) 6/14  (43%)
Poor 8 (57%)

Table 3. Overall clinical efficacy of S-1108 according to type of infection

( Overall

No. of (Percent of Excellent | Moderate| Poor | efficacy

Group Patients\the total rate

group | (indwelling catheter) 0C 0%)

group 2 (post-prostatectomy) 0(C 0%)

Monomicrobial

0
infection group 3 (upper UTI) 3 (21%) 1 1 1

group 4 (lower UTI) 7 (50%) 1 2 4

subtotal 10 C 11%) 2 3 5

group 5 (indwelling catheter) 2 (14%) 2

Polymicrobial

. i 1 49 1 1
infection group 6 (no indwelling catheter) 2 (14%)

subtotal 4 (29%) 1 3

Total 14 (100%) 2 4 8 43%
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Table 4. Bacleriological response to S-1108 in complicated UT]I

[solales No. of strains Eradicated Persisted*
S. aureus 2 2
S. epidermidis 1 1
E. faccalis 4 1 3
E. coli 2 2
K. pneumoniae 1 1
P. mirabilis 1 1
P. rettgeri 1 1
E. cloacae 1 1
S. marcescens 1 1
C. freundu 1 1
A. faecalis 1 1
P. aeruginosa 4 1 3
N.F. R 1 1

Total 21 12 ( 57.1%) 9

*Persisted : regardless of baclerial count

N. I*. R : non glucose fermentative gram—ncgaltive rod

Table 5. Relation between MIC and bacteriological response in patients treated with S-1108

MIC (rg/mbD Inoculum size 10° cells/ml Not
Isolates Total
<0.39/ 0.781.56|3.13|6.25|12.5| 25 50 100 | >100{done
S. aureus 1/1 1/1 2/2
S. epidermidis 0/1 0/1
E. faecalis 1/4 1/4
E. coli 1/1 1/1 2/2
K. pneumoniae 1/1 1/1
P. mirabilis 1/1 1/1
P. rettgert 0/1 0/1
E. cloacae 1/1 /1
S. marcescens 171 1/1
C. freundit 1/1 1/1
A. faecalis 0/1 0/1
P. aeruginosa 0/1 1/1 ] 0/1 | 0/1 1/4
N.F.R. 1/1 1/1
12/21
Total 4/4 | 1/2 /1| 0/1 | 1/3 | /1 | 1/1 | 0/1 | 2/6 | 1/1 (57.1%)

No. of strains eradicated / No, of strains isolated
N. F.R. : non glucose fermentative gram-negative rod
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Table 6. Strains* appearing after S-1108 treatment in complicated UTI

Isolates

No. of strains

S. aureus

S. epidermidis
E. faecalis

E. faecium

E. avium

A. calcoaceticus

1
1

P. aeruginosa 2
Pseudomonas sp. 1
C. albicans 1

Total 10

*Regardless of bacterial count

FRL, FAlickahbLhsnwsBbhi,
S-1108 (37 7 LEGHE, BRI LEAVWRE
AR MV EBL, RBIOOSHEBEEOS L,
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TEXROLAREEHEHROD EBDbN, 5% BER
DEBIMETHAIEEZIONS, X, BIKKREE
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Clinical study of S-1108 in chronic complicated urinary tract infection

Shogo Ueda, Jiro Miyajima and Shinshi Noda
Department of Urology, Kurume University, School of Medicine
67 Asahimachi, Kurume 830, Japan

Hidehiro Tanaka and Yuji Kuribayashi
Department of Urology, Ohmuta Municipal Hospital

We evaluated the efficacy and safety of S-1108 in chronic complicated urinary tract
infection.

The following results were obtained.

1) S-1108 was clinically evaluated by the attending doctors as excellent in 3 patients,
good in 4, fair in 2, poor in 8 and unknown in 2., According to the Japanese UTI
Committee criteria, it was evaluated as excellent in 2 patients, moderate in 4 and poor
in 8, and the efficacy rate was 43%.

2) Bacteriologically, 12 (57%) of 21 strains were eradicated.

3) Side effects were observed in 2 patients, one with epigastric pain and the other with
urge incontinence. Abnormal laboratory findings consisted of a slight increase in lymphocyte
count in one case.



