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HRIFRBICEREBEF T @M FARMBERES L, JRER, 7 -7 ILIERBE
B, FHR 16 EBOBAMTH S I EA2EME L, IBHER BEEREMESHEV &
E LT,

S-1108 D53 1 B 100 mg (S-1108-L 8#) £7:13 150 mg (S-1108-H ), CFTM-
PIiZ1[E100mg (CFTME) &L, Weht 1 H3E, 7HMERELAE UTI ENEHE
BTGt > TR RS HE L1,

REBRRMEICHB VT S-1108-L B3 16 g 15 (93.8%), S-1108-H BT 15 i
136 (86.7%), CFTM BT 8 FI2FINEMLULTHYD, IHEICEEEZLARDHH, -
foo EMEHEERS S-1108-L B0 194 T 94.7%, S-1108- H£'¥0) 16 #k& CFTM BfD 12
HTIR100% &, ©130 3HRICHEZEEDE -1,

BIfFHORBBEERIZNZEN0%, 4.2%, 4.2%, BEHEBREOEFHEFBMEE L5 9%,
5.9%, 14.3% &, WEFNb IBMICHEEEZRHNEA >0, BEEREMEHE L TH
ELRBERMER, S-1108-L 84 CFTM BEL D BEICED » 120

INSDERN S, HHEMRBBRBIEICK T 5 S-1108 DE5&IE 1 B 300 mg A8 & &
ROy
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KEOMASRSh, HEHEAGKTHS S-1006 L7 >  (MSSA) BLU 7 5 — €tk staphylococci
TNHFEBT 270 K5y 7 Th 3", (CNS) 2%t L T3 cefaclor (CCL) * cefteram

S-1006 127 5 LBHEREA S 75 LE2tEE TBIE  (CFTM) L0 #EOA, A F Y VD S aureus
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(MRSA) * Enterococcus faecalis =Xt LT3, flt
D7 = LFI LRSIV E SNB, —H 7T Lk
Hicxd BH# D3, CCL, cefotiam (CTM) &0
#h, CFTM LRSHFHE VL PPENBH, Pseudo-
monas aeruginosa \Xt LT3, D€ 7 = LH&
BIRICTIVWE Zh 3> 2,

AR EEORE LickomPpmER, 2 KT
E—718 1, MAPmMEE RN 4 | R, SRRENIR
RiFUBMETITHAO%NEREZIATVSY,

ARNTOWVWTIZ 1980 EE 7T B S 2ERHOH RS
AR I N, AT 2 MRBRHBAE X N, RIS
2 EER IS\ TIRERRA B TED 725 D #ARE A IR
bHHETITY, I 2ME%IAT 2 AR
ICHBWTIRBERRBE IS0 A ER R MR SRR % 1T -
DT, ZOBBERET 5,

1. EFRARBED-HDHESER

1. NEB LRI HE

FHDOHREARY MK T S LIBHEENS 75 L
HEICETESCRATVWS LD S, HREBIRE
ICERERBET T AHMMERERES Lic, BER
i3 UTI RMFMELE FE 3OV ISRV, 53/
HPF LI LIRS 10'CFU/ml Y EOMEREET
5% 16 L EDER & L7cdd, #EBEAHHREROME L,
BIXHEICERNENBOSNBIEFZMRICLIcVE
ZZ, S-1006 D MIC;,»%0. 78 g/ml LITDEHEEE
LT MREE% Escherichia coli, Klebsiella
spp., Citrobacter spp., Proteus mirabilis, Pro-
teus vulgaris IZ[BRE L7co FAMREFORER: &
DIP—ITT B7cDIC, MREBEEHEMERBBRLEED
TR LB THLEREISTT 5 RIEHNBIFE
BHEBEICKIBRED Y bD AT — T ILELBIEF
(UTI EHFHMEBHEICBITHHE 48 &L, 514
REFITHEI L, FMPTERRETHEIEBE
HELTMA T,

Zh o OIEFI 1989 £ 12 AH 5 1990 £ 6 B DR
12, BREESERAEREREE RRtEmEbE &
BREEFTMIBRREE BILUKFEFTHBRRBES L
Uz OREREDWRBHNAREZL LILERITH
D, WIFhbABROERICH /D +HLEHBAEIT
W, RBRBMOEENESNIEFITH 5,

RETEAE LTIR 1 8852 S-1108 2 TS mgB KT
100 mg 2B 9 % 2 EAOKEA (EFEBRERE %
& L7

| 5 RIIHEEHARES LT 300 mg, HERK

FLemE LTA0mg, HEREGHRL L’szsmg
(WFhbEREkD 3RS ZHREL, BERHG
ICEFHEEHARZE 3 FlICIRIE (Step 1), 0T
ERAZLE% 3PN (Step 2), Bikichig
TR % 3 I H3E (Step 3) TBTees
b, COBE, BEBHROVERR (MNFFR-
mik I, WL R AXHE) HE step itk
3FNTK LB ORLETH S L A2HED Lictkich
D step ITEL & & LT,

BIEMRE T BRIE L, RETRICRRE Rix
A7V, UTI EY MR > TRALRAS,
MEFRIRRIS EEHE LI, TR0 3REK
bREZTV, BERNROHUEEITI L L L,

LRI OV TIRIRERRICERREETY, 8%
EHOFBERNTHELE bIC, B - thEMEIER:
DVWTHHE LI, FHBERHEEL2EE2HE
T, BAME TIERICER) TER), TEboLbL
AW, TS, TIERICARE] D5 BREICHELL,

2. BE

EREIN/AEHR step 1 (300 mg 433) T12
#l, step2 (450 mg4r3) TIHl step 3 (225mg
$33) T6FITHYD, 2FZFHHDOFEMNREL
7o & step &b 7T BEHDHSETIE Table 1 DK
2FICEHL LOBERHRN B SN, TDI)LEHT
H -1 fEFIL step 1 T 12 Fch 8 #1l, step 2 TIf
7%l step 3TO6EHIFS5HTH-7, £/30H
DHEDKRAIHETH - 7-5EH|idstep 1 D 1 HOHT
H0, fhd 26 FITiL Table 2 D X 5 IS EIHEHE
B FRTEVWULOERIEN B N, LLE
hCH - 1-FEF) step 1 T 11 Flch 6 Fl, step2 T
Fich 3§, step 3 T6HIF2HE, WFhbT1EE
HEDIBESLVEL, FoEHEHEI, 3HETHR
ROUBELAR TSI HEEZ NI,

BEFIORBN S8 X N7 27 Fid, Table
3D &S ITEERICEIRE < T HEICRTNTRAL
t=1%, 3 HEDHATIE step 1 D 12 #H E. coli
1#k&, step 2 D 9k E. coli D 1 HAHELE
7']": f:o

Zh S 27 Bkrh 26 BRiCo W T ik MIC HIESNE
#%, MIC O range i3 0, 1~3, 13z g/ml, E-78
0,99 1 g/ml, MICs,i3 0,39 zg/ml, MICy30™
ng/ml, MICqod 1,56 4 g/ml TH 1o ERLHK
LM -7z E. coli icxtd 5 MIC i, step 1990
¥A10, 39 ng/ml, step 2 A5 DEkAS 1,56 p8/mlT
Hoto
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Table 1. Overall clinical efficacy
-Tth day -
Treatment No.. of Excellent Moderate Poor Overall efficacy

group patients rate (%)
Step 1 12 8 4 12/12 (100)
Step 2 9 7 2 9/9

Step 3 6 5 1 6/6

Step | : 300 mg group
Step 2 : 450 mg group
Step 3 : 225 mg group

Table 2. Overall clinical efficacy

-3rd day -

Tr;:::;nt pl;lfié:fs Excellent Moderate Poor Ovi::il (eg/ii)c acy
Step 1 12 6 5 11/11* (100)
Step 2 9 3 6 9/9
Step 3 6 2 4 6/6

*

Step 1 : 300 mg group : no bacteriological test in 1 case
Step 2 : 450 mg group

Step 3 : 225 mg group

Table 3. Bacteriological response

Treatment No. of Eradication rate (%)

Isolate .
group strains 3rd day 7th day
step 1 9 7/8* 9/9
E. coli step 2 7 6/7 /7
step 3 4 4/4 4/4
step 1 2 2/2 2/2
K. pneumoniae step 2 2 2/2 2/2
step 3 1/1 1/1
step 1 1 1/1 1/1
P. mirabilis step 2
step 3
step 1
E. cloacae step 2
step 3 1 1/1 1/1
step 1 12 10/11* (90.9) 12/12 (100)
Total step 2 9 8/9 9/9
step 3 6 6/6 6/6
Step 1 : 300 mg grdup * : no bacteriological test in 1 case

Step 2 : 450 mg group
Step 3 : 225 mg group
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B - (LBERBIER 2 B f il L b7 - 2o
ECHRREMORBER I 24 flic>VW TR EH
7%, step LISHBWT I NS GPT @ L7 (10-72),
flaod 1 Flic A MBKE DD (6100-3100—5000) A2
Hoh, WITFNLIRHIE ORRHEKIE (H20H LN
W) EHESI NI, 5B, step 2 BKU step 3
BOTIHEBERREMD WHEMIZRD SN -1,

BRRMRE Rt R L THE LM% R
Table 4 DL 5T step 1 & step 2D LA TEH
HELVALL EMEINLZLANAZ, WERL Ml
il HAVE TIENITME) SHBX Nl

0. %A% 2 BEEKARRERER

1. MeBLURNFHE

AR 2 B —AREEPRRERICH W T, PREBRRGME 13
5 S-1108 DFMMEL S i RN RN, F
1-FRAREED DD EHARRDFER, YRR
GUEICXTT 5 S-1108 DEARE (300 mg 43 3), &K
Z2& (450 mg 53y 3), B/MNEHME (225mg 43 3)
MNIRIFHETZ/7.DT, CFTM-Pl 23HBIEL L1
ZEEREICKD, EHERBRERYLE ICXd 5 S-1108
DEBRABERIFTAEE LT

1) MREBL LUBEERE

SREBIIIRBICEREBEE T MM THRE
RRGES U, BERME UTI EOFEMEBLECRE,
5 J/HPF LI EDRIR & 10°CFU/ml LI DR
ZHT5 16 U LDER & L1ch, KrzELbig—
T B7cHICERD EB% 80 sikis & B, 724
KRIEFITHT — T IVIEBBERFITH S &, RILIRHAT
HDEITIIMTE | FEUEEEBLTVWSC L 2K
ELTMA e T SIICAFIIXRED CFTM-PI [E
B BHERE #BE ERCEREGEEERRIGV
fe®, Tho MBI NER REHMEHED

CHODEFIZ 1990 FE 6 B S 1091 fEBH(DF.Ej;:
RREESERAENRBRRBE, REERE, HEx
FRFMMBARLE L ARPEEEHBRb S L e
DRIBREBRDWIRBHARERS LIERTHY, |
PN OFBRBORMEICH7 D +ABHAER, 2y
BMORELH SNIEFITH 5,

2) #EA%EH

B gER & LT 1 8IS S-1108 75 mg 47 1
mg 2 BHTH2HBMDT A NLI—F 4 vy
T A BIFIRGE) £, FAEEHE LTl
CFTM-PI 100 mg #&HT 57 4 Vha—-5y i
B (BlfeiRat) 2R, mRlA MR
B, ThEhDT 5 FREEHEL, EEET544
EEMBEDERY TNY I —EEBVAILIL
D, —EEREE LTOBEBREZEL:,

xtHFEA & LT CFTM-Pl %2 &AKBhi,
S-1108 & FEEBEERAMEAL L TV AEZHEVEDT
7z LHEIDFT, CFTM-PI 3kREE, k4t
PHEULIZ AT NEIE T - LFITHY, HEERY
BREEDOFEFREHIBICEREE L TERESH, Lh
bHEZEICE WV TIREBREREIEDBEICL AV
N, FOEMYE LI B FHELHEL TV
Ltk B,

3) BERBLURESHE

SHRFER L L TGREA K CFTM-Pl O #EREE
IEICX T A5 &2 1 B 300 mg A —BHITHAL
&0 S, CFTM-PI o5 48:(3 18 100 mg, 1A
3EEFTHIEE LT,

—7 S-1108 ic2W\W T, BERBEDLHOERS
RROBEENSHEIN/EHELLTOIAN
mg &, BARLBLHEFEIN/1H 450mg (VT
nd453) o2RABICOVWTBETAIEELL

BHEL 1 ERESAOEH (38) 218LL 3

RO SBRATHIE L LT A% 184&LTTHS @la) % 1EARELT
Table 4. Clinical value
Treatment No.of  Markedly . . Markedly
group patients satisfactory Satisfactory ~Adequate  Unsatisfactory unsatisfactory
Step 1 12 7 4 1
Step 2 9 6 2 1
Step 3 6 5 1

Step 1 : 300 mg group
Step 2 : 450 mg group
Step 3 : 225 mg group
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1 8IS, FEHILE LT ISF-DUJ &KL, #
BEEM Lo EFIOEF I 6 ERFISE 1MHEL
RABIC 3 BARIKER B LI IKay ba—F—(h
BHF) DVEBESICITY, 2440 (144 6D #iftiF 7o
sk, BEEMS T2HE L, ERDERERIHE
BEOZZIEC, FRESOBFVIHICITHII L EL
foo BH, F—a— FNRRFPMKTETCa L bo—
T—=DMRE L7,

EROSEBZOEFIFARKRI, ARMABAIERTE
12, 2V bo—5—2PEEAICHE LEEFITO>W
T, REERKEMEMFERZE (FE : AFREHK
B IKEEL TiT- oo SBRABRIAEAIE b Bacillus
subtilis ATCC 6633 tkA2REM & L7 HfFEREIC
X @ ﬁ") fCo

4) RRepHEEFEDEE & MIC DRIE

FREPOMEE dip slide & (7 U #7)L MERD &
DABEL, REERICHEWNT 24 BREBZERICEKEZ Y
m,ﬂmﬁttguﬁﬁk%ﬁ%ﬂmﬁﬁﬁﬁﬁiﬁ
M iEF L, EEDREE MIC ORIFEICH L,
MIC D AITE 3 H ALFREFSIBELY IS,
S-1006 & CFTM ® MIC %2 #IE L7z,

5) ERERSIBRDHE

7 ARIOTRERIKIC, RBRE, IREEEZTV, UTI
HRhFMERE B3R it -> TRABRERME, WS
FRHNBRLBEZHE L, DA, o0 ULHED
1o BERMITER LICEFPHRE E B0 IHRENTD
NIEh - 1R, FREDEICITE DRENTTHOIIL
Mo TERIE S IRARTERH & L TERERGROHE S
Bk Lo

IS DREL2FIDID /A, FroREFHEE
fo LIERIC B4 BERRRNROYITE 1L, 18R TEER
(FAIHFEE), T3> bo—7—, MAEFEVRFTHESE
(EH—8), BLUOEEHREEOH»SBIEIN/ 44
DB UNBFB— =E I WL X AX#E
B) »oBHERBLICE VT, FHRFICIT-> 7

$7: UTI E3hFEMERIC KL B HE L 3B, B
EiNEREREEIR - RIS S DHEBICED %, 1FEH),
TB%h, TPERh, TESD O 4BBICERREE
HE Lo

6) Zattokst

RN B OYIEL SR S NIERIZ S, KR
BER T RTOIEFICOWTH - thENEIER R L
fzo 12, BEERREMICRIZTEEICOVWTIE, #E
HEoREA2MbT, RERER 3 BUNE I ORE

KT% 3 AUMNICEERRENER X N/ER 2375t
BE L1,

EIfER £ 72 AERRBEOBLLRD SNIIFAI
(3, MR UTI B A>T, il
DHRBERFEE THSMCHEEHD), Z20BED
D1, TEFBRH BN LN, TR VS LW,
TBEGR7E L) OS5 BRBEICHEL, MASH,»cBEKD
D, T258ERH0), TBEEHLNMLLALW) &H
EXNIIEF ZEHER S 5\ I EFRREEREESIE
Bil& Ltzo

BEL2ER, B - thENEWER S X OERREME
CRIZTEEEZHMEL T, BEARMS 1R2), N3
Z&), TZEWMICHED D), TRETIEEV] O4E&
BEICHIE LTce ZOBE, BWER B XU BRKRREAREIC
RIFTHEDOTMARE LIEFD S B, BHRERED
mik, BF. BREREBEDR 1 THEU LOERINIE
Pl & Uiz, 72750, BERREBICKITTE
EDFHMURI SRS NIFER TS, THSHICEE
#dH0 1, 1£58E%RHD ), TBFRDEIOS LALL
EHIE X N/ BIERRBE G IR L2 E DR
) | A R < OF flS

BERERED s ZeAHREL T, HYEMIE
X W0ecm DT FaZ Ry — )V EOBNEABICEH%E
D BHEICL - THIE LTz, BRAMKEDEMIRII,
Bt S R 2EOFMER & LIcER & Licds,
FHN & DRBBRD TS MCBIRD D 1, [5538%
H01, TBFEHZML LK) EHEIN/EIEH
T BERREMBER ORIVEFIZ, BiMEOFMNT
K SBRAINTOWTHERAEDOFMRITMZ 52
&L,

7) B

ERRETHARIR T4, 3 N TOERIZTERME % ENY
L, CBHFIHAHRE LD AT, HERELIIBWT
REL2FOREERITY, RAFICOVWTIE UTI E4
G EAEICHE > TERERDIROHEEZIT- 72 ThHD
MBS 2 IEYEMORBN LW E2HERLIS
ATarba—F—pF—a— F2EHLI,

8) AR HE

MR OBEROMNE, 2 ho—F—DEEDD
LITEHRRUEGKXRHEET Ly —ItBVWTT- e
», REIIIT—5 DRE, HEICHE U T Kruskal-
Wallis RE (Dunn OEEHERE) HH0 T xR
E (LEBROSERERE) 2AV, REDOEEKER
il 5 % & Lo
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2. RN

1) BEFSERIO EA i

SBRRROKME IS, RN L, RRBAGHTT
{3 S-1108 75 mg A 103, 6%, S-1108 100 mg §EH°
97.1%, CFTM-PI 100 mg #iEA% 108, 7%, * 7-5Ek
KRTHTIE S-1108 75 mg §EA% 99, 7%, S-1108 100
mg §24% 101, 3%, CFTM-PI 100 mg §&4% 98, 5% T
Ho, VFNLBHICAKTE LD TH -7, %
NEND TS RIEREELALEELTEST, 4
MLELHEWICHBIRRETH 5 2 L ATER I N7,

2) BRTHE B8

RN OGN TTh NI Table 5ICRL7c &
IZRETTIOWTH - tohl, RERFMN 3L HHY,

TNSERL S-1108 300 mg 58 (S-1108-1, )
D 16 {7, S-1108 450 mg 158 (S-1108-H &) ¢
15 fil, CFTM-PI300 mgit5# (CFTM ) oy
il EHEDRMNR E Lice COBA, Sy
DRARICEBVT IHMICHEELAY (p=0,019),
MBI 5B TH B CFTM HOBHEFERAR
S-1108-L Bk 0 HRITED - 7, S-1108-1 112
S-1108-H B & OHICIIHBEZBD LA 1, H
YD IR S BRI S NI BHIR Table 6ic5|,
et WERLTBIEFITH D, BEHA 10'CFU/m
Kili Th - 1EMN RO, owrﬂ»ﬁm!ﬁ%
7, EEDEAH BT, 3

A - M EREIER R IRENThAL 70 ﬁl%fﬂ]’&#

Table 5. Patients studied

Treatment group®’ Statistical test®’
No. of patients evaluated for
S-1108-L S-1108—H CFTM (x*)
Clinical efficacy 16 15 8 * (p=0.019)

(S—-1108-L : CFTM)

Clinical adverse reactions 22 24 24 NS (p=1.000)
Laboratory adverse reactions 17 17 21 NS (p=0.366)
Global safety 16 18 21 NS (p=0.414)
Clinical value 12 13 9 NS (p=0.209)
Total number of patients 22 24 24

©>S—1108—L : 300mg group
S—-1108-H : 450mg group
CFTM : cefteram pivoxil 300mg group

» NS : not significant
x ? : chi—square test
* : significant at 0. 05 level

Table 6. Reasons for exclusion

Reason

Treatment group

S-1108-L S-1108-H .CFTM

Disease other than target infection 1 1 2
Presence of indwelling catheter 1
Bacteriuria less than 10* CFU/ml 1 6 5
Infection due to Enterococcus spp. 3 5
Infection due to P. aeruginosa 1 1
Infection due to fungi 1 1 2

Total 6 9 16
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ERE Lo BEFRREBCRETRE, RT3
ALK, BEKRTH% 3 BLUNICERRREN KRS hic
5-1108-L B0 17 fil, S-1108-H 8D 17§, CFTM
202l flEFERRE Lice EMELLER &
kREEcRETEEOFMIIR & L 55 fld, 1M
HHRENERS NI - L FIERE, BERRE
HEBE N - 0 BIFERARB L7 1 fl2mA T
S-1108-L B 16 f, S-1108-H & 18 f, CFTM
B0 2l {AFEMRE Lic, BRMKE, ARk H
BRAKEE HICHENRE L 20 flic, BihtEoiR
g bR SN O RIERCRE L 2 fl &,
ERREEORELEHNAD SN 3HEMA 1
S-1108-L B 12 #), S-1108-H & 13 I, CFTM
Bo 9 flEFERE Lo

3) HERF

HiOFMmH R E Lz 39 Flickir 3 BEFER
FRRERBETHE LBEE—IEL T Table 7

IR LA, WENOIARICBM LT H 3 BRI &
2B0Y, FRREEAHIC LEREEBRDLEN -1
FRARE IS 5 MIC 2113 Fig, 1 IR LA,
$-1006 (A:B:C), CFTM (D: E: ) ow¥h

IRLTH IWRNTEREZRDIE D - 1,

4) REEICd 5 MIC

FEHUE GBS BIRTE C, RIEATDIRAP & O X
h, MIC AMIEX Ntz 44 BRicxtd 5 S-1006 &
CFTM @ MIC ORé#% Table 8 iR L7ch, 75
LIBHEE (GPB) 2% LT3 S-1006 Ao,
7’5 LR (GNB) L CREIRETH - 7.

5) ERER&NE

(1) RAEEKRMR

UTI EX MBI > THE L - RABEERRE
it Table 9ITR Lok ST, MMHIIZ S-1108-L &
121, S-1108-H B¥iC 2 2 S htcds, CFTM
B IH b7, S-1108-L BT 16 #ildh 15 )

Table 7. Background characteristics of patients

Treatment group L.
t Statistical test®’
Item Category S-116-L S-115-H _CFTM atistical tes
S male 8 7 5 NS (x*)
ex female 8 8 3 (p=0.763)
16~19
20~29
30~39 1
Age (years) 40~49 ! 1 NS (KW)
y 50~59 1 2 (p=0.550)
60~69 7 4 1
70~179 7 7 6
80~ 1
neurogenic bladder 11 10 3
benign prostatic hyperplasia 2 2 4 NS (2
: . bladder tumor 2 X
Underlying disease prostatic tumor 2 1 (p=0. 206)
bladder calculus 1
urethral stricture 1
Type of infection monomicrobial infection (group 4 13 14 5 NS (x?)
(UTI grouping) polymicrobial infection (group 6 3 1 3 (p=0.185)
+ 9 7 8 NS (x*)
Symptom - 7 8 2 (p=0.427)
: : NS (KW)
Grad i + 4 6 1
rade of pyuria M 7 6 1 (p=0.407)
# 4 3 3
10; 3 2
Grade of . 2 ! . NS (KW)
bacteriuria 107 9 7 7 (p=0.262)
10® 1

NS : not significant
x* :chi-square test
KW : Kruskal-Wallis test
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100 —
B0+
g
-
O: S-1108-L:A
2 O : S-1108-H: B
-é 40 a: CFIM :C
®: S1108L:D
a N S1108-H:E
A: CPTM :FP
20
MIC Statintical
MICs of '{,’;‘.,‘:‘"“‘ S $a003(0.025| 005 | 01 | 0.2 (039 (078 | 156 |3.03 | 625 | 125 | 25 | so | 100 [>100 Toul 22t (KWy? Net e
S-1108.L : A 22 s3] 2]1]3 1 17 2
51006 | S-1108H:B 1 ' ERERENERE 16 (P"‘i-;ﬂ _
o™ :C | 1 1 (3221 |1 11 1
S-1108.L ;D 2 | s |3 2 |1 |1 2 |1 17 2
Cefernm | S-1108H:E | 1 2| 4|2 2] 4|1 16 ‘P_’;;‘)
CFTM :F | 1 2|1 [ 1| 2 3 11 1
2) KW : Kruskal-Wallis test
NS :notsignificant
Fig. 1. Sensitivity distributions of clinical isolates (10*CFU/ml)
Table 8. MICs of S-1006 and cefteram for clinical isolates
) No. of MIC (xg/mD
Organism . Drug -
strains Range MIC;, MIC,, Geometric mean Mode
© GPB 1 S5-1006 =0.0125-25 0.78 6. 25 0.8 0.78
Cefteram =0.0125-50 3.13 25 2.2 3.13
S-1006 0.1 -12.5 0.78 6. 25 0.8 0.39
> GNB 33 ’ ’ ’ ’ ’
Cefteram 0.1 —25 0.39 6. 25 0.7 0.2
Total 44 S-1006 =0.0125—-25 0.78 6.25 0.8 0.78
Cefteram =0.0125-50 0.39 25 0.9 0.2
> GPB : gram-—positive bacteria
) GNB : gram-negative bacteria
Table 9. Overall clinical efficacy related to the type of infection
Type of infection Treatment No. of Excellent Moderat p Overall efficacy Statistical
(UTI grouping) group patients xceflemt Moderate oor rate (%) test (KW)"
Monomicrobial S—-1108-L 13 7 6 13/13 (100) NS
infection S—1108—-H 14 7 5 2 12/14 (85.7) (p=0.831)
(group 4) CFTM 5 2 3 5/5 P
Polymicrobial S—-1108-L 3 1 1 1 2/3 NS
infection S—1108-H 1 1 1/1 (p=0.830)
(group 6) CFTM 3 1 2 3/3
S-1108-L 16 8 7 1 15/16 (93.8) NS
Total S-1108-H 15 7 6 2 13/15 (86.7) (p=0.910)
CFTM 8 3 5 8/8 '

KW : Kruskal-Wallis test
NS : not significant
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Table 10. Relation between effects on pyuria and bacteriuria

Pyuria Cleared | Decreased | Unchanged |Effect on bacteriuria
Bacteriuria | Treatment group
S-1108-L 8 1 5 14
Eliminated S-1108-H 7 5 12
CFTM 3 1 4
S-1108-L 1 1
Decreased S-1108-H
CFTM
S-1108-L 1 1
Replaced S-1108-H 1 2 3
CFTM 3 1 4
S-1108-L
Unchanged S-1108-H
CFTM
Effect on S-1108-L 8 1 7 ‘ 16
. S-1108-H 8 7 Patient total 15
pyuna CFTM 6 1 1 8
@ S-1108-L 8 (50.0)
S-1108-H 7 (46.7)
Excellent CFTM 3
S S-1108-L 7 (43.8) Statistical test (KW)®
S-1108-H 6 (40.0) | Effect on pyuria NS (p=0.368)
Moderate CFTM 5 Effect on bacteriuria NS (p=0.095)
I:I S-1108-L 1(6.3)
S-1108-H 2 (13.3)
Poor CFTM

2 KW : Kruskal-Wallis test
NS : not significant

(93.8%), S-1108-H B T2 15 it 1361 (86.7%),
CFTM BT 8 FI2flrEMULL D, 3EMICE
BEADDLBhotc, TNEBRREEBICEDDFT
R7BA, S-1108-L BED MR F) (34 5 R,
S-1108-H B OESFIZ 2§l & b BEMEBRER TH -
72
BRABEFRNREHEDISEE LU/ RRNE & MRS
BEDOBAf%(3 Table 10178 L7y, BRERZHE, HE
RMBOWVWTNITEAL TH SHMICHEEZZRHNI
hotzo

(2) HEMSERAHIE L7 EERE

YRR AHIE U/ BER%N R (3 Table 11 1Z/R L 72
£, SEMICHEEEEZRD LM T,

(3) HWEFHIZNR

MEZEHIZNERIL Table 1218 LAc K H1IZ, S-1108
-L 8B\ T Pseudomonas sp. D 1 BRNFER: L7
P33 ~RTHEE L, MEHEARIG S-1108-L #T
94. 7%, S-1108-H # & CFTM # T3 100% & 3 Bf
BICHEEZZRDN T,

MEERZNR E MIC & DBAf%(3 Table 131T/R L
7ohy, MIC M HlE X N7z 44 ¥k S-1006 D MIC,
CFTM @ MIC & 3 XT 25 ug/ml AT THDY
IhontkizWIFhbifk L, S-1108-L BETHE
L 73H - 72 Pseudomonas sp. @D 1 RIZDWTII,
MIC DRIEXINTE ST, Lich > THEFHHE
& MIC & DRFRIZBAHE TS M » 72,
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Table 1. Clinical efficacy assessed by doctor in charge
Treatment No. of o . Efficacy Statistical
0 5 n
group pationts Excellent  Good Fair Poor rate (%) test (K)o
S-1108-L 16 6 1 1 14/16 (87.5)
S-1108-H 15 6 ] L1 @D _rgsg
CFTM 8 2 I 7/8 p=0.87)
KW : Kruskal-Wallis test
NS : not significant
Table 12. Bacteriological response to the treatment
Treatment group S-1108-L S-1108-H CFTM -
' . } Statistical
Isolate S:Jrua(i)ris EEradicated Persisted stNra a(i)rfls iEradicated Persisled stN: a?rfls iEradicaled Persisted| test(x*)”
S. aureus E 2 12 2 1 2
S. epidermidis 1 i 1 E i
S. haemolyticus ! ' 11
a) 1 1 ]
GPB Staphylococcus spp. 1 i 1 1 i 1 i
S. agalactiae ! 1 1 101
Corynebacterium spp. 1 i 1 1 i 1 E
sub total (%) 3 13 5 1 5 4 i o4 NS(ps1.000)
E. coli 5 1 5 4 14 1o
K. pneumoniae 3 i 3 3 E 3 1 i 1
K. oxytoca o1 11 '
E. cloacae Lol 1 E 1 i
E. aerogenes 1 ' i
S. marcescens i E 1 i 1
Serratia sp. 111 1 i
P. mirabilis 2 1 2 i |
b) 1 1 1
GNB”\ b enneri 1 : Lo
M. morganii | 1o |
Pseudomonas spp. 1 3 1 i 1 ; 1
A. haemolyticus ! ! 1 1
A. lwoffi i E I
A. faecalis ! ! I
Kluyvera sp. 1o | i
GNC* ' I 1 i
sub total (%) 16 115(93.8) 1| 11 !11(100) 8 ! 8 NS(p=0.543)
Total (%) 19 118(94.7) 1| 16 116(100) 121 12(100) NS(p=0.471)
°>GPB : gram-positive bacteria “>NS : not significant
*? GNB : gram-negative bacteria x ? : chi-square test

“GNC : gram-negative cocci

(4)

BRI ® HBHE

BREZHBEME T Table 4 IR LK DI,
S-1108-L B Tid 4 #| (25.0%) » o 5%, S-1108-
HETE56l (33.3%) »558, CFTMETIZ4
i s THREBD Shrch, TOHIBEE LT 38

RICHEEARBDEN -7, HEHEEORRTR S
~1108-L BB & OF S-1108-H B & B S niid
FNTY 5 LBHHKETH - 7-DicxfL, CFIME
PO SYBEX NI T BRI 4 BRASY T LISHIRE, KD
7S5 LEHEETH - - AhETRE > TV
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Table 13. Relation between MICs and bacteriological response
. Treatmenl MIC (g/ml) ! otal
Isolate group (<002 0.025] 0.05] 0.1 | 0.2 [ 0.90] 0.78 ] 1.6 | 818 ] 6,25 12,6 2 | 60 | 100 | >]00[ot dom "
R L )
S aureus CITM i 8/
ST 7 i
S. epidermidis %;‘!I!RX-H
ppticus | S {0-11
Licus | S-1108-
O il 7 1]
GrY S-T108-T, 71 /1
Staphylococcus spp. (SJ;‘!]!R?—“ 171 /1
lacti Sl 1 11
" 08—
§ agalaciae 1 ¥INM | 11 /1
, STI8-L 71 Tl
Corynebacterium spp. %;‘[ll%l—ll 1/1 i
S-1108-1, 212 171 3/3
sub total S—1108~11 /1 1/1 201201171 575
CI'TM 1/1 VAR RYA! 1/1] 4/4
S-1108-L [/1]3/3 171 575
I coli —| 108~ 2217011 44
CFTM 11 /1
S-1108-L 212|171 33
K. pneumoniae | S-1108-H 1/1 [VARREA 3/3
CFTM 1/1 /1
S-1108-L /1 /1
K. oxytoca S-1108-H 1/1 /1
FTM
S-1108-L 171 /1
E. cloacae S-1108-H 1/1 1/1
CFTM
S-1108-L 171 171
E. aerogenes S-1108-H
CFTM
S-1108-L
S. marcescens | S-1108-H
CI'TM 1/1 /1
] S-T108-L, T
Serratia sp. S-1108-11
CI'TM
L S-1108-L 11171 2/2
P. mirabilis %illll(e}l}*}{
GNB® _ S-TI06-T,
P. pennert S-1108-H
CFTM /1 /1
. S-1108-L
M. morganii S-1108-H 1/1 1/1
CFTM
S-1108-L 071 0/1
Pseudomonas spp. | S~1108-H
gF g‘; s 11 /1
~l| —
A. haemolyticus | S-1108-H
g TI\/}[3 /1 1/1
~1108-L
A. lwoffi S-1108-H
CFTM 171 /1
S—1108-L
A. faecalis S-1108-H
CFTM 1/1 /1
S—-1108-L 1/1 /1
Kluyvera sp. S-1108-H
CFTM
S-1108-1
GNCo S-1108-H /1 1/1
CFTM
~1108-1, 201202/203/3 (373 2/2|L/1|1/] 1721 15/16
sub total S-1108-H 131313 LA 2sef L)t/ LI/11
CFT™ 20171 1/1 /1 3/3 8/8
S-1108-L 2/2|2/2(3/3|373) 2/2| 111|373 11 e | @
(cradication rate %) | 5-1108-H | Jaralass|arsaslinfin (oie
CFT™M | 1/1 22| 1] 11 tifee] |3 11| (s
“*GPB : gram~posiive bacleria
VGNB : gram-ncgative bacleria
GNC : gram-negative cocci
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(5) Fehqepk

B - L BEMEIER & Table 15 1R L7k DIz,
S-1108-L BT 1 ) bR oY, S-1108-H BED
TH (4. 2%) s BIEnBRisEs, %7 CFTM
PO L (4,2%) ITREOMIFELDEVHBHOI
1ems, EDOFEIFARE IR LT 3 BRI REZIBD
Mot tik, 261& bR E N7,

R M DR ZEMIE Table 16 ISR LAALD
12, S-1108-L B> 1 ) (5.9%) = GOT (28—50—
42) & GPT @ LR (34—-61—-63) A%, S-1108-H B¢
D1 (5.9%) I GOT D LR (22—45) HEBH S

Table 14. Strains® ap

Nfeo %12 CFTM BETIE 30 (14,3%) 1<Bpy
BoNID, FDRRIGIIMEIEE D 2 (39 gy
1042, 0 10* =45, 9X 10" 45 £ TF 30, 3% 10* 44
x10'—25.5X10"), BUN (23,934 7) &y,
TFZVDER (16-1.8) ThHoteo L,
PR (D 5 22 FE BUSHEE B U T 3 BERIIc By
Zyvmontimn-rt,

WEFEZ2 & BE 13 Table 17 (7R L72A%, CFTM B
LAY TZEMICEEH O ) EHEINLLA, i
TRT (&L 703 TRIBEL) LHESH, 38
MICEREEZBDIED 1,

pearing after treatment

Treatment group Statistical
Isolate test (y2)
S-1108-L | S-1108-H | CFTM est L x
S. epidermidis 2
S. haemolyticus 1
. S. hominis 1
GPB E. faecalis 3 2 3
E. faecium 1
E. durans 1
sub total 5 5 4
M. morganii 1
GNB® | P. aeruginosa 1 NS (p=0.074)
Alcaligenes sp. 1
sub total 3
Total 5 5 7
No. of patients in whom/ Total no. of 4/16 5/15 4/8 _
strains appeared / patients| (95 ) (33.3) NS (p=0.472)
> Regardless of bacterial count 9 x* :chi—square test
©>GPB : gram—positive bacteria NS : not significant

> GNB : gram—-negative bacteria

Table 15. Clinical adverse reactions

inist- . Statistical
Treatment Age Type of Day of Adn'nmst Day of Severity of Relation to Incidence |
roup  (y) reaction  appearance ration of disappea- reaction  the drug (%) s o
& test drug rance 0
0/22
S-1108-L (0.0)
stomach . . 1/24 NS
S-1108-H 72 M disorder 1 continued none 6 moderate possible 4.2) (p=0.6%)
izzi " 1/24
CFTM 71 F dlZZl.neS'S 5 continued none 7 mild  probable
palpitation (4.2)

> x* : chi-square test
NS : not significant
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Table 16. Abnormal findings in laboratory tests
) Treatment group Statistical test®
Abnormal finding )
S-1108-L S-1108-H CFTM x®
Platelet 1 2
S-GOT - S-GPT * 1
S-GOT ¢t 1
BUN - S—creatinine * 1
Incidence 1/17 1/17 3/21 NS
%) (5.9 (5.9) (14.3) (p=0.574)
“ x*: chi-square test
NS : not significant
Table 17. Global safety
Safet
. .a oy Statistical
Treatment group Mo of patients Safe Almost safe  slightly ~ Not safe Safety rate(%)®
test(KW)®
doubtful
S-1108-L 16 15 1 16/16 (100)
NS
S—-1108—-H 18 16 2 18718 (100)
(p=0.723)
CFTM 21 18 2 1 20/21 (95.2)

Safe + Almost safe

" Safety rate= X100

*” KW : Kruskal—Wallis test
: not significant

% (KW, p=0.036)
(S-1108-L : CFTM)

— §-1108-L
— S§-1108-H
CFTM

No. of patients evaluated NS
6) HAH
B L Rt R R L CHESEMLGYE L-EH
P, Fig. 21SR L& S IC SBHEIcHEEEAEY 1001
(p=0.036), S-1108-L BDHAMH CFTM BD %
NEOBFEBIZED - 12, §8W
m % ® E o
1. WESRBRICONT 3
SRRE ST A HEROTERRE RN T - & §4m
BEERENCE DD TEER L THY, FF, SHD 3
BRARRARBRITON B L I >TE, s
L. HEEVDHBIOBIH SHREICEERA R A BT 201
CEREBRICIEEIIBANE {, RBREEICT
LERARRIAAROGEL, WELHEILTWVSE %

BEVE,

Roll, ABRHOVE>DOEEE LT, B 1HRAR
DR SHEERHBERE L, BEICEERDEI
NTEBBIEQORRE 3 FlIC DM EFHBEES

%

: significant at 0.05 level

KW : Kruskal-Wallis test

Fig. 2. Clinical value
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L., SRR ENi S, »EIHERALEESE 3
Py, BRBICHEEREFHRE 3PS L, o
0 2 ~ 3 MR TR B HFEMENINTVSET,
COHETEHEMABERMTIEMNTE S LTI,
DEPIORFTEHABNRHE S EITBD, Bh
fehEEEX SNIOT, A2 ERBIcBVTS
DHEITED, ERAREE D78 D5 RR % 1T
3T &E Ll

FEHAKRSHICS>WVTIE, S-1108 100 mg PR
% 8 DR E DIRAPIBIENH 10 ug/ml £ 0, DM
[T E. coli, Klebsiella spp., Citrobacter spp.,
P. mirabilis, P. vulgaris 15&, AHFNZREMED EE
PREQRRAE D RE 2 (3 IIMEIICINMBITE S5 &, AKH|
EPEN, WHEARY FVHMERIL, FRepHEMER ¢
WU L 72 CFTM-PI O #E HEME IR BE RRAME IS X - 5 %
BE5RM 100mg, 1A3EITHEIELEND,
AR OEMMRBEEEICHT I2EBRSEE,
CFTM-PIEH 1 [E 100 mg, 1 H 3E&HEE L,

FLRARLBE L TR, B I HERARICETS
AR TR N/ 1B 150mg, 183
[l%, REFVEE L TRARDORPBE & FERYG:
Hicxtd 5 MIC{ELD, 1B 75mg, | B3EEH
E L1,

BRI DIHBERE LIcT RTOEFICED
THMEVEIHE M), BHRICERDENIHFCE
BEFDHEMRE LIl EEEZNISHKROERT
by, TOBEICLD, HELICERBENEETH -
feEMR, ERICBZESEREICK 2 ARREAR
DERZFILREB S 1, i, FIDTHAIK
HEEHABRE B U THA R, £FE LI, BEC
ShENVAF TR AEFITHH I EERHEE Liciod,
SIRAEG| DZIREENE L LD, ZDOHERELTE
PlORBCFEADERMREE LIt EThHo7. B
21T, ARBESHROEAIZ, FRAMCERESE
BT 5 L IdEM ERBETH 572, EROBEIC
B HEABROZEZRH LIS W ETH o7,

3B, SHE¥HEL THHHEDKREDOLLEN S,
SAMDERETCILEBRIROHAENATATHD, &
FIDOENEFMS 57003 7 BRIORESHKELE
Zohits,

2. RIS 2 HRKRARRSTRARICOWVWT

HEBSRROEREI OHEINCERRERE, &
MHRBREAEICHT AEHESREE L TLONED
haeRetd 5791, CFTM-PI 2xlEIEE LicZ

ERIEBRARETT > 7,

MRBETH B CFTM BB B R5ZLHh% 5
£, IHMICHEZEDRD. LdL, Filig)
SR SNIEFRETRERAITHY, Hgony
nE, BERISHBERIZT EEZ SNBEMIIEE
TWEm -1l &, &, FHEMRE LicEfoys
BT L VRERDOAMHICE T 3 B HRLRY
ERHRMofclEITL D, EEARORI R,
M U 7o

SEIORIT TR SN/ HIL, REERIE gg
FHHR, BUEEIHE LEBRDROVFhig
LTHIHMICHEEZZRD T, L bIEVHENE
Shice TRIRNEEH T —F VEFBOTHRYR
GAEICPRY, FIHREFE Lol &, X5m
iETH 5 EVHONSIBHKER, GBE 25t
WRPOSBRI LIz, TLAMKEBELZLS,

FoReHIcELTH, B - thENEIERORE
R, BERRBEORBERBEE, BELZ2EOVTH
KREALTH IBMICHEREZEZD M1,

UL LERAEIICEIL T3 3 BERICEEENZYS
., S-1108-L B#DFREH CFTM BXLhHEE
WBRIETH » 1o 413 S-1108-L BHCIZEIMERN |
FlbAaond, BRRKREBOEREZEHER 1Ho
AHBHOLNIDITK L, CFTM B TREIERNIH
IEH O, BEREEOEELZHN 3 FlicAnon
felEERBLUICbDEEZ ST,

NoDESTHEL TRANICHET AL
S-1108-H A S-1108-L # L h BH TV 5 LYKiT
XARIIR Y/ 5F, Lichd > CHEMERIBERE
I3t % S-1108 D583, 1[0 100 mg, 1H3
EINEY - EZL SN, Kb, JOER»HERA
BICBWTHEE LIcEBIRSESELE bOTH-L
ZENRUDTIHBAI NI DD EEZ SN,

B 33
ARFICBME N B RS & O SEEEUT
WRL, FERBAHEERLET,
ARFFICBMES N HFRMESR & & 4R &
&)
R RELEM A BRI RS Bl &
HREARRAEH B E FRb RS/ :

NG FE-

R RRBTiREEH Rk I
i B AR R SR R R B R 25 K - GRERRRA
I BT R BE bR 8kt « 1 HEM
RETHRABEWRER  BEAER
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Dose-linding study on S-1108 in complicated urinary tract infections

Yukimichi Kawada and Shigeru Fujihiro
Department of Urology, Gifu University School of Medicine
40 Tsukasa-machi, Gifu-shi, 500 Japan

Toyohei Machida and Shoichi Onodera
Department of Urology, The Jikei University, School of Medicine

[sao Saitoh
Department of Urology, Tokyo Kyosai Hospital

Hiroyuki Ohmori and Hiromi Kumon
Department of Urology, Okayama University, Medical School

Kazue Ueno
Institute of Anaerobic Bacteriology, Gifu University School of Medicine

Mitsuyoshi Nakashima
Department of Pharmacology, Hamamatsu University, School of Medicine

To find the optimal dose of S-1108, a new oral cephem, in the treatment of complicated
urinary tract infections, we performed a double-blind study using cefteram pivoxil (CFTM
-PI) as the control drug.

The subjects were patients with complicated lower urinary tract infections with pyuria
of at least 5 WBCs/HPF and bacteriuria of at least 10°CFU/ml. Only outpatients without
indwelling catheters aged 16 to 79 years old were enrolled in the study. Patients infected
with Enterococcus spp. or Pseudomonas aeruginosa were excluded.

Patients were treated with 100 mg of S-1108 (S-1108-L), 150 mg of S-1108 (S-1108-H),
or 100 mg of CFTM-PI (CFTM) 3 times daily for 7 days. Overall clinical efficacy was
evaluated on the basis of criteria proposed by the Japanese UTI Committee.

The patients judged excellent or moderate were 15 out of 16 in the S-1108-L group (83.8
%), 13 out of 15 in the S-1108-H group (86.7%). and all 8 in the CFTM group. The
differences were not statistically significant. Bacteriological eradication rates were 94.7% of
19 strains in the S-1108-L group, 100% of 16 strains in the S-1108-H group and 100% of 12
strains in the CFTM group, with no statistically significant differences.

Clinical adverse reactions were observed in none of the patients in the S-1108-L group and
in 4,2% of the patients in the S-1108-H and CFTM groups. Laboratory adverse reactions
were experienced in 5 9% of the patients in the S-1108-L and S-1108-H group and in 14,3,
9% of those in the CFTM group. There was no statistically significant differences in the inck
dences between the 3 groups of either clinical or laboratory adverse reactions. Clinical value
was assessed as significantly higher in the S-1108-L group than in the CFTM group.

We concluded that the optimal daily dose of S-1108 in the treatment of complicated
urinary tract infections is 100 mg t. i. d.



