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CHEMOTHERAPY
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FL MRS NEOE 7 2 A8 S-1108 O, MMM REBRIE N3 5 A AK £ ZRIC
ME+ 5 T, cefteram pivoxil (CFTM-PI) %% E L AZKWRIEBRBERET > 12,
S-1108, CFTM-PI £ & 1[E100mg % 1 H 3B, 7 AWML fotk, UTI EIPEHEMICHE
o TERDREHE L o0t MBOWREAFCRERREBD L 2, BARHERS-
1108 & 5B D 112 51T 77.7%, CFTM-PI#& 58D 110 5T 67.3% &, S-118 ¥ 5HicH
DT EOIEEIC B o 7o MBI IL S-1108 853 T 167 #ke 83.8%, CFTM-PIRSHT
171 #50 79.5% & FREMIcERB 2 W 2 tp o e dd, 77 AMKEONKXIE S-1108 {58
e BOTERICED > oo BIFER 12 S-1108 58T I3 140 B 4 B (2.9%), CFTM-PI#
ERTi 138 F 55 (3.6%), % EKREMORREMZENTNT.6%, 7.4%ICBD
Siiedt, WKL HHMCEREZSRD T, BIEXSE, HAKCHML TLRMHMcERE
REpholre ThSOEM» S, S-1108 RRBMBREDUMICBOTHRARERTHY,
BN REBRLE I 8 T IRIBRER, RREUNOEERE L 2> cd 7 — 7 VHHARE
Gy, BERL UHFSEORBBRELNRE LBEI, FHAOKMSL-oLb L (R
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HEERNERFRF TR LSRR ENIBOL 7 = 4K
S-1108 iz, EOBER, TREEOIRT 7—Hic &
AR E N, EEAKTH 2 S-1006 & 2o THIHIC
BT+ 09 7ThaY,

S-1006 i3 J LEBMEEH & 7 7 LU E £ TRILVH
BARZ PVETRTY, *OHEHNR, 77 LBEETIR
A F ) v B D Staphylococcus aureus (MSSA) % 2
7 2 5 — ¥ Bt staphylococci (CNS) 2% L T & cefa-
clor (CCL) % cefteram (CFTM) X Digiwvads, X+
Y oD S. aurens (MRSA) LBREB I L T3,
OO 7 x LRI EERICBEEND, — K77 LB
M iontT 5@ 1E, CCL ® cefotiam (CTM) X 0%
h, CFTM LRIZZWL L PPEN S H, KRB ICHL T
BLOBO L7 = AR EERRICHVE SN B2,

AFEOBRSEOMPRE L, ©26MEBICY—7 T
L, MO MpE il iday 1 ReRE, ERPEINRE 12 24 R %
T OB ERESNT VLY,

AR DOWTIX1989 FE 7 A» S 2EBMOHRES M
Bash, BABERONTEH, TORKOBEIIE
40 BIA A LEREFZEBESOFEY VRV T AN BV T
M| ST, RESBRIAE U TIZATIAE 2 HERKARR
BOLTHEKARKED D OBRSHABKMTbh, 351
D%, BPF 2 HEKARIC BV TEHKH RN ARL
Thh®, HEERBERIE I T 2 FFOBKHRLH

ETEEOT, 40, MEEREBIECH T 2HREE
BRI E T 5 BT, cefteram pivoxil (CFTM-PI)
EXEEL L —EEREBRARETI L LT,

I. MNRESUHBE

1. NREBBLUBERN

HREBIIRBICERERLE T 5 HHERMES
fFrl, BERMGIZ UTIEWFMERE FEIR" K
f€vs, 5 3/HPF U LR & 10 CFU/ml B L O#
BREET2 16 BUEOER & Lbs, AFIHED
HThdornd, #7—T7LEARONAREANTD
5 LbREITmMAI,

¥ 7 A# 13D CFTM-PI & Rk, BRE
B, RRECRENETIRVD, BRER, &
BEIBEFEZBROIEAICOWT LM ETI L
L’

IhoDEMIZINIETA LD 1992452 ADM
2, MREESALSOXESE SN LE52 »FO
HEREHRE2ZL, KRROKBCH)+272
SEAE 1TV, RREMORELESNIEFTH S,

2. HEA%EA

MER¥E L L TIZS-1108 100mg 2 XFTH7 4V
La—F 4 Y78 (REFRNERE) %, X AEX
L LTI CFTM-Pl 100mg #8F T+ 574 vhIa—
74 78 (BEEIHERE) 2RV
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L LT CFTM-PI 2:8A #2EH 12, KKK
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D, SMERBREREOTBEENSHTHRE LT
ABEN, LidHERRICE O TRBBIE WK
rECBwSh, ORI T 2 FfsH
BLTWwB Ik, ARRNBEIZEWTY CFTM-PI
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TRIRAELRE D, TAPNROT SR K%
BRL, EXL75 ek 2D S LY
I-gEAVBIILIRED, ZEEMEE L TOMK
HEHL,

3. BERB ISR

NI L L TRA 2 CFTM-PI MM RS &Y
Frnt285Ki31 H300meg X—ENTHEZ L
5, CFTM-PIO# 5 5% 121 E100mg, 1H3
@ (A 3zl

—% S-1108 ik oW T IR HRMNHERORER, BA
BRI i3 S-1108 300 mg HEHET 16 FI 93.8%, S-
1108 450 mg BEH TR 15 PP 86.7% L FEES T
HT, FRBIERAORBEES S-1108 300 mg B 58
T228H 0%, S-1108 450 mg 5B T 24 Fd 4.2
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7. BRAKORN oo RIENPNOT T REIREE LS AE

BRERZR t Bt 24K L THYRMSHE A% Y
EL =S, ®OMMENEIZ, A BERLENT
noOMENRER o ERL L, RPZLRAIERE
o RER MMM B TR FTES 12, AREOFEY
FhoRASNTHTLEREOMENKIZIZINA S
zrklik,

FRMONHEICIZ, —MiC [FERICHE], MM
(FERICTM] tRELERE0cm DTS AT —
NV EORGISIRICEIE DI B AEER W,

8. B m

B M AR T 4 3 R T OIEFIIC & F AR % ER
L, EMPTHEEZRER LD A THEZERSICBL TR
SELPIOWRE 21TV, RNRELHLLIRAMICD
T it UTI 3300388 1= ¢ > TEEERZR D HE %
fTol. ThoDHEIINT 2HLEMORMI L
ZEEEELIIATaVYbO—T—0F—a0—%
BAEL 720

9. MMRAE

BRE R OREIORITIZ, o bu—F—DIEXDD
LI ENEARSHE Yy — BV TiTo T
M, WEKXRT—FDORE, HEIEL T Wilcoxon
DEIFIRE, r*REH > VIIEHEREHHERZ L
AV, BRKMIIFEREI 5% L LI,

II. R’ [ |

1. HHAEFORSYK

MAERFOSRBER ORI, FTAMICH L RN
Y481 T 13 S-1108 X 100.7%, CFTM-PI i 101.5%,
¥ AR T % T2 S-1108 12 98.7%, CFTM-PI iz

LTEBLY, MALL IO ICRITHETHE Z b
MEshl, Z0ff, MERK, WKEK SEXE
MOBRMLTRTEELTVLE I LWB SR,

2. MMNESK

KF O ENIThbnTER X Tablel D& 5 o2tk
T22HTHoedt, FELANOMDY, Ths
&< S-1108 580 112 5 & CFTM-PI 580
110 SR HEOFEST R & L Teo BREDOTENS
SR L 7: B iE Table 2 oL 7008, RS 10
CFU/ml KMDEFAN L AE b L bI oIz,

B - fWAIRITER X, NEMGEEREKBEL ko3
FIOESTRERM L, 1T8D0A%2BRAREHRMICEE S
nie 1 IOFHEES £ MR { S-1108 S HD 140 #4 &
CFTM-PI 858D 138 (e BN S L LTz, 370
KMEMCE LIZTERR, 1804 % BRARERN
EEESh 10T AR bk E, REMNK3E
LI e RT3 SR EARESEES h: S
-1108 58D 132§ £ CFTM-PI 858D 122 A%
TERE L,

BiERLK Iz, B - XORIER, EXAREACS
JIRTERL bICTFHENRE L2254 fin 5, M¥,
F, REBGEREOVWThOLBERIShEZ Lo 12H
¥RE, —H, BERREMCS L I2TEROTFHERNE
55 RBA S SBIERLAER L6 AEMALS
-1108 Bt 5% ? 129 £ CFTM-PI #1580 119 %
IR E L.

¥ ERYR, AT L BERSE L b i ENR
L L72205 Blic, BRMEOFMENR»SIBRASNT

Table 1, Results of evaluation of S-1108 and cefteram pivoxil in patients with
complicated urinary tract infections

Treatment group®

Statistical test™

No. of patients evaluated for

S-1108 CFTM-PI (x?
Clinical efficacy 112 110 NS (p=0.652)
Clinical adverse reactions 140 138 NS (p=0.134)
Laboratory adverse reactions 132 122 NS (p=0.053)
Global safety 129 119 NS (p=0.079)
Clinical value 109 104 NS (p=0.412)
Total no. of patients 141 141

* S-1108: S-1108 300 mg group

CFTM-PI: Cefteram pivoxil 300 mg group
% NS: not significant

x % chi-square test
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Table 2, Reasons for exclusion and drop-outs
Treatment group
Reason
S-1108 CFTM-PI
pyuria less than 5 cells/HPF 2 1
Exclusion bacteriuria less than 10* CFU/ml 20 21
infection by fungi 3 2
subtotal 25 24
insufficient no. of doses 4 3
Drop-outs failure to visit the hospital on the appointed day 2
failure to return for further visits to the hospital 2
subtotal 4 7
Total 29 31

CFTM-PI: cefteram pivoxil

BEIEA S L REKREMEORKEHNRIAL 28
FlEinz: S-1108 58D 109 #l & CFTM-PI &5
B0 104 G2 FREN R E L7,

3. HRETF

HFRMEOFES R E LIEAIC B 28 BERET
RRHRTHK L - e — L T Table3 2Lz
B, WFhOBEBIBELTHERZERIEDONZ o
Yoo EFHEEAGCEL THHEMCEREZ2ED
T, WEEE biZ Escherichia coli 36 o L %<, D
W Enterococcus faecalis 3% R TH—HL Tw
Tzo

FR#E Iz 2 S-1006 ¥ CFTM @ MIC X 321 #
KOoWTHIEE NI, Fig.l1d & 512, S-1006 D
MIC (A:B), CFTM ® MIC (C:D) ow$hicBd
LTHTRIcAREZBD Moz, T 6 DRk
DOMEIIZIRNERERATH Y, WMHEOHEKIIT+H
KARE L Bbhilz,

4. FRREBE 33 MIC

R EHICEFR L, REFNORP IV SBES
h, MICBSHIES 777 LBHEE4HES T A
B 176 BRizx 3 % MIC i3 Table 4 WiRL 7z & S
&, 77 ABMEICH L Tix S-1006 ® MIC »3{&»
ENLTED, CFTM O MIC t DEIZFH0.9ET
bHotz,

~%, 75 ARMEICNT 3EH O MIC i2IEE A
PRZETHDH, CFTM 0 MIC 3% 0.1 EENL T
B3DATHolze ZORDESEOIBEREIT S
MIC iz ¥ BRI TE x4 5hd, S-1006 ® MIC 2%
T 0.3 BB TWIDATHo

TR b7 LRMEE I T 2 MIC 7 7 A
MBI T 5 MIC X D ERT VI, ZDEIXS-
1006 TIZ¥H3.1%, CFTM Cii ¥ 4.1 8 TH-
720

% 72 S-1006 @ MIC %550 ug/ml LA ED#kIZ, 75
LABMETIX 145 Bk 64 Bk (44.1%), 77 ABRMHE
Tiz176 ¥k 21 ¥k (11.9%), CFTM o MIC #2 50
ug/mll ORI, 77 ABMEETIZ 28 (49.7
%), 77 LARMETIZ 35 H (19.9%) EHShT,

5. HRER#hE

1) RAMKEHE

UTI H2 i o6 > THE L 7-RSEKRR
i Table 5 2 RL 7z & 35z, S-1108 5D 112 H
TIxER 55 B (49.1%), BR 326 (28.6%), ER
EEHEbbELBHE CUITHHE) 177.7%,
CFTM-PI 5 8@ 110 B T3 ER 49 (44.5%),
B32581 (22.7%), BEXEET.3%TH D, MEEH
CEHBEZR2ED R o085, BYEIXS-1108 5
EBLTEHWERE2RL

che UTIRBRBHREBCHE T 5 &, EIH,
BOBHXBOWTRERERR DR Lo 120, FAHED
B3 S-1108 58T 86.4% &, CFTM-Pl #5
BB 67T.9%0FHELVERCEL -

BREERMRHEDIEE L L BR LRI
DR OBRIE Table 6 IR L7288, BRICNT 5%
B, HERCET 2ROV RICEL T b mEMe
EREZBDLIoT,

Zy, WAL D CERER, REBHCNTI250H
HBFFH I, I OTHEESIEE S N ER 2RV T
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Table 3, Background characteristics of the patients

Treatment group Statistical
Item Category
S-1108 CFTM-PI test”
male 59 56 NS (E)
Sex female 53 54 (p=0.893)
16~19 1
20~29 3
30~39 2
Age 40~49 ‘ NS (W)
(years) 50~59 14 21 (p=0.267
60~69 32 33
70~79 38 30
80~ 18 16
benign prostatic hyperplasia 28 21
neurogenic bladder 49 50
Underlying tumor or cancer 14 16 NS (z?
disease calculus 10 10 (p=0.936)
urinary obstruction 5 6
other 6 7
.Type-of monomicrobial infection  group 3 6 9 NS (£
infection group 4 59 53
(UTI grouping) polymicrobial infection group 6 47 48 (p=0.633)
Symptom® + 68 55 NS (E)
- 42 54 (p=0.103)
+ 7 2
Grade of + 30 24 NS (W)
pyuria + 32 43 (p=0.420)
H# 43 41
10¢ 17 18
10* 25 18
Grade of >10 1 NS (W)
bacteriuria 10° 16 23 (p=0.991)
107 53 48
210* 1 2

* NS: not significant
x? : chi-square test
W: Wilcoxon rank-sum test
E: exact probability test
® 3 cases have been excluded because of combined use of analgesic antipyretics
CFTM-PIL cefteram pivoxil

AR ELET 5L, S-1108 REHTIROFIFE v, HHEIFEHL bic LR L2, S-1108 B 55
24961 (61.3%), HR2451 (30.0%), A E KBIZLEROHFNELL, ZOMRRHOEHED
91.3%, CFTM-PIREH TR 2H P EH35H McHEEEZEEDZ (p=0.003), %7, REEEYD
(48.6%), HR17HI (23.6%), ARE72.2% L2  REUETOHEME LLBRS X CHERICN T R0
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€
jg.
MICs | Treatment MIC (ug/ml) Total] Statistical |yoo o
of group 50.0125 [0.025{0.05 | 0.1 | 0.2 [0.39]0.78|1.56 [3.13]6.25 [12.5] 25 | 50 | 100 [>100 test (W)®
51005 S-1108 A 1 8] 4 s 37|12l 251 |w0|z2]6]3]|16 NS 6
CFTM-PL.B 2 6 3| 8133 {16]1w]|12] 45| 94| 3]35|160] (P=047D 11
™ S-1108 :C 3 8| a4 (15|28 f2f2] o 5|63 2[1|af]aw]|wm NS 6
CFTM-PLD 1 0] 6 | |25|1u| 5] of 8|8 /|6 ]| «f 4] 5| 4a]160] (P=0.885 1
* W: Wilcoxon rank-sum test. NS: not significant. CFTM: cefteram, CFTM-PL cefteram pivoxil.
Fig.1. Sensitivity distribution of clinical isolates (10° CFU/ml).
Table 4. MICs of S-1006 and cefteram for clinical isolates
MIC (ug/ml)
Organi No. of
ganisms . Drug eometric
strains range MIC;, MIC,, g mode
mean
S-1006 =0.0125~>100 12.5 >100 7.0 >100
GPB» 145
cefteram <0.0125~ >100 25 >100 11.3 >100
S-1006 0.025 ~>100 0.39 50 1.2 0.39
GNB» 176
cefteram <0.0125~>100 0.2 >100 1.0 0.2
S-1006 =0.0125~>100 0.78 >100 2.7 >100
Total 321
cefteram =0.0125~>100 1.56 >100 3.0 >100

® GPB: Gram-positive bacteria
® GNB: Gram-negative bacteria

5%, BRI TEHBICBWT, S-1108 K58
DML 82.5% &, CFTM-PI&5#D 65.3%
RHARTHERCE» > 2 (p=0.017),

2) MEENER

A% R I1E Table 72 RL7 & 51z, S-1108
BE5R» oM 2N 721674 5 140 B (83.8%),
CFTM-PI# 58 5» 5 58 S W 7: 171 R H.136 B
(79.5%) »S#&L 228, MEHARCE L CHREH
REBZ:R2ZDZ o
ThE7ILABEEE S ARMEICDIT TR

3L, 77 ABMEOHARCEL CRHEHMCER
ErBOUb o, 7 LBYEDOHAEIRXS-
1108 5B B T3 90.6% &, CFTM-PI# 58
D 76.5% I HARERICED» > 2,
BRI LIBE IR, ML b ICBRE
BLRBHEOMERBMEL, MEEL2ELEHAR
12 S-1108 58 T 35 ¥k$ 45.7%, CFTM-PI &5
BHTUBRB61.4% L, MWEBOHEARICIH~RE ST
Wiz, ZO, ZOHEEERVBEOMERK
i, S-1108 £ 58 T 132 ¥k 93.9%, CFTM-PI
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Table 5. Overall clinical efficacy according to type of infection
Overall
Type of UTl Treatment No. of : Statistical
. ) Excellent Moderate  Poor efficacy
infection grouping  group patients test®
rate (%)
S-1108 6 3 2 1 83.3 W: NS (p=0.079)
group 3
Monomicrobial CFTM-PI 9 1 3 5 44.4 E: NS (p=0.287)
infection , Sis 59 37 14 8 86.4  W:NS (p=0.057)
BrovPt CcPTM-PI 53 2 10 17 67.9 E % (p=0.024)
Polymicrobial ot 6 S-1108 47 15 16 16 66.0 W: NS (p=0.264)
infection YO CPTM-PI 48 2 12 4 70.8  E:NS (p=0.663)
Total S-1108 112 55 32 25 77.7 W: NS (p=0.220)
o CFTM-PI 110 49 25 36 67.3  E:NS (p=0.098)

® W: Wilcoxon rank-sum test
E: exact probability test (=2moderate)

NS: not significant
*: significant at 0.05 level
CFTM-PIL cefteram pivoxil

Table 6, Relation between effects on pyuria and bacteriuria

Pyuria
L. Effect on
Bacteriuria Treatment Cleared Decreased Unchanged bacteriuria
group
. S-1108 55 12 10 77 (68.8)
Eliminated
CFTM-PI 49 5 14 68 (61.8)
S-1108 2 1 3(2.D
Decreased
CFTM-PI
S-1108 5 2 7 14 (12.5
Replaced ( )
CFTM-PI 6 5 11 (10.0)
S-1108 5 3 10 18 (16.1
Unchanged ( )
CFTM-PI 7 20 31 (28.2)
Effect on S-1108 67 (59.8) 18 (16.1) 27 (24.1) total no. 112
pyuria CFTM-PI 62 (56.4) 9 (8.2) 39 (35.5) of patients 110
Excellent S-1108 55 (49.1)
C—7J | crrm-mr 49 (44.5)
Effi te
Moderate S-1108 32 (28.6) S 1108 'C:;;'I;: 7.1%)
[ ]| crrm-m 25 (22.7) ’
CFTM-PI 74/110 (67.3%)
Poor S-1108 25 (22.3)
1| crrmem 36 (32.7)

Wilcoxon rank-sum test

Effect on pyuria
Effect on bacteriuria

NS (p=0.294)
NS (p=0.131)

exact probability test

(% cleared, % eliminated)

NS: not significant

CFTM-PI: cefteram pivoxil

NS (p=0.683)
NS (p=0.324)
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Table 7. Bacteriological response to treatment
S-1108 CFTM-PI
Isalate i Statistical
Solate No. of ! eradicated No, of | eradicated b)
L persisted . persisted |  test (E)
strains | (%) strains (%)
S. aureus 8 | 5 3 4 3 1
S. epidermidis 14 12 ( 85.7) 2 7 5 2
S. haemolyticus 4 3 1 7 7
S. hominis 1 1 1 1
S. simulans 3 3 1 1
GPB Swhylom.cm Spp. 9 9 2 2
S. agalactiae 8 8 7 7
Streptococcus spp. 1 1 4 4
E. faecalis 23 14 ( 60.9) 9 29 23 (79.3) 6
E. faecium 3 3 2 2
E. avium 1 1 1 1
others 7 17 8 7 1
subtotal 82 63 ( 76.8) 19 73 61 ( 83.6) 12 NS (p=0.321)
E. coli 43 43 (100 ) 38 35 (92.1) 3
Citrobacter spp. 1 1 10 6 ( 60.0) 4
K. pneumoniae 9 9 12 12 (100 )
K. oxytoca 4 4 1 1
Enterobacter spp. 5 5 6 3 3
GNB Serratia s?p. 4 3 1 5 3 2
P. mirabilis 2 2 2 2
P. vulgaris 1 1 2 2
M. morganii 3 3 2 2
Providencia spp. 2 2 1 1
P. aeruginosa 8 2 6 12 3 (25.0) 9
NF-GNR 3 3 7 5 2
subtotal 85 77 ( 90.6) 8 98 75 ( 76.5) 23 * (p=0.017)
Total 167 | 140 ( 83.8) 27 171 | 136 ( 79.5) 35 | NS (p=0.328)

® GPB: Gram-positive bacteria
GNB: Gram-negative bacteria

NF-GNR: glucose-nonfermenting gram-negative rods

» NS: not significant
E: exact probability test
*: significant at 0.05 level
CFTM-PI: cefteram pivoxil
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MIC » $IE2a9%0 % & DB8fRIE Table 8 iR L 7z

25, S-1108 # 58 Tix MIC %5 25 ug/ml LA F D#kD
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WBOEXL, MIC #3850 xg/ml LA iz 5 L LR
IMETL, 438218 (48.8%) vSHKL7-DAT
by, TOMEBRENED SRz (p=0),

—75 CFTM-PI#% 58T b, MIC 2825 xg/ml L
TOMRDOHKEZ 107 - 96 £k (89.7%) L Ev 23,
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Table 9, Strains® appearing after treatment

Isolatet Treatment group Statistical
$-1108 CFTM-PI test”
S. aureus 2
S. epidermidis 1 4
S. capitis 1
S. cohnii 1
S. haemolyticus 1
S. saprophyticus 1 NS (2%
GPB CNS 1 (p=0.507)
Staphylococcus spp. 1 2
E. faecalis 11 8
E. faecium 4 2
E. avium 2 2
Enterococcus spp. 2 2
GPR 1
2
subtotal 24 2 (: > of:o;)
C. freundii 1
K. pneumoniae 1 1
E. cloacae 1
E. aerogenes 1
Enterobacter sp. 1
M. morganii
P. retigeri 1
P. aeruginosa 2 2
P. cepacia 1
GNB | P fluorescens 1 :: 0(‘7‘2’;)
Pseudomonas sp. 1
X. maltophilia 1
F. meningosepticum 1 1
Flavobacterium sp. 1
A. lwoffi 1
Acinetobacter sp. 1
A. faecalis 2 1
A. xylosoxydans 1
NF-GNR 2 1
subtotal 17 11
Fungi 4 1
Total 45 37
No. of patients in whom strains 25/112 25/110 NS (E)
appeared/Total no. of patients (22.3%) (22.7%) (p%1.000)

® Regardless of bacterial count
Y GPB: Gram-positive bacteria
GNB: Gram-negative bacteria
CNS: coagulase-negative staphylococci
GPR: Gram-positive rods
NF-GNR: glucose-nonfermenting gram-negative rods
9 x* chi-square test
E: exact probability test
NS: not significant
CFTM-PI: cefteram pivoxil
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MIC %50 pg/ml LA £ @ ¥k T 13 53 # 1 30 % (56.6
%) LETL, PRYZOMCEERELED SN
(p50),o

3) HFELHRMEE
BRBORPCHLICHIL M IX, Table 91
RLEEDIZS- 118 EH T 258 (22.3%) »
5458, CFTM-PI&ERTIZ 258 (22.7%) »5
NS, EOHBHE ML THEME
EERE2RD 2o N, NHRERONIRRICELT
LYVERZZREDY, ML LZ/7S2BNEELID 7S
LABMELS L AMENLETL—BL T,

4) HYRMHHEE L LEEMR

$HMERATHSHE U - BEERRR 13 Table 10 iR L 72
o, MEMCERZ 2R3, UTI XM
BLOHZELEA L BIRAIZOEEL TR L,
6. Tet

B - fiEABIfER IX Table 11 ® X 52, S-1108 #
ERD140F B 46 (2.9%) 271, CFTM-PI#
E#D 13856 (3.6%) i 7THFD S ki,
FOREFECHL THBEMcERZLE D L,
Tzo
BWERONRIZS-1108 e 5HT R TP 6 T
BHEBREETHD, FruThiBEZL LS
BETholeds, 4B 3IMIcB W THRESDIEEHA
2o =3 CFTM-PI 58 CRMLBREE X 74
H20HTHY, BEAOEEICMEL T—EDMER
BEDShL oI, El2, TOBRERIRTEED
ZVRPEETH o3, 55T 4 HITEIEHS LS
nr,
BARREMORYE LB 2 Table 120 & 51z, S-
1108 5B T 108 (7.6%) = 18 ##, CFTM-PI
BREETIRIP (7.4%) 13 @D s>NH, 20
REFECHL THEMICEEE2Z D ko T,
BRAREBEREONFEL TR, FARELLICS-
GOT, S-GPT oZ@pi%Ehr o748, WFhbBEED

EMTHY, %1, ERWMENTETD - LEFTIZ
WFhb—BEDEMTH - 72,

WERLE I Table 130 & 3 MM ERE %
Ro¥, [Re] £ [1ZI2RL] 2Bb¥RLEIES
-1108 & 58% 7 95.3%, CFTM-PI# 58 794.1%
TH-

ERRMR E RSN 2 RIE L THYURMAIKEL o8
R, Fig 20k cHBMcERZ2ED T, %
DMt S-1108 58712 84.0, CFTM-Pl 5
BTIZ80.5TH- 7,

I % =

SEORN TR S W IRAHKYRIIFAHM AR
ErRdholehs, BMETIZIS-118REHT
77.7% &, CFTM-PI 58D 67.3% & D B[
RLT,

S-1108 5B B THBOLNLEHETT.T% I,
—RERRBRY BT, 1H300mg (43) 243
LB on-E81%ED 145 Fld 75.2% i EBL L
T8Y, BSEONRLFERCY 7 — 7 VERES
ERALI10FD77.9%0EHEL ZITLEA LY —
BLTw,

—HXMEIE L LTHW: CFTM-Pl 0S¥ 4 R
BIEwH T 2 B3% 12, BRBO_ETFRIEKSR

00y T
5 TR ,
Bwo| el w0
gao.(p _*'s'.M”m

N
ga00) crm.pr NS (Wip=0296)2 .
: e
Y
g 200
R
0.0- T 2‘0 T 4’0 v 6’0 T §0 10'0
(score)

YNS: not significant
W: Wilcoxon rank-sum test CFTM-PI: cefteram pivoxil

Fig. 2. Clinical value.

Table 10. Clinical efficacy assessed by attending physician

Treatment No. of . Efficacy Statistical
. Excellent Good Fair Poor
group patients rate (%) test®
$-1108 112 58 27 11 16 5.9 | W.NS (p=0.248)
CFTM-PI 110 51 24 12 23 68.2 E:NS (p=0.232)

® W: Wilcoxon rank-sum test
E: exact probability test
NS: not significant

CFTM-PI: cefteram pivoxil
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Table 12, Laboratory adverse ractions

Treatment  Age Sex Items and changes to Relation to Incidence Statistical
group (y) abnormal values the drug (%) test (E)¥
83 M S-GOT 4877 possible
S-GPT 38—60 possible
72 M S-GOT 7111826 probable
S-GPT 69—106—15 probable
67 M Mono. (%) 6.0—13.0 possible
66 M LDH 333—481—350 probable
BUN 15.8—+27.5—14.6 probable
S-Cr. 1.0-2.6—0.9 probable
S-1108 25 M CK 426144 possible
10/132
70 M Platelet 22.7—+41.1 possible (7.6)
S-GOT 18—50 probable
S-GPT 19—+56 probable
77 M LDH 462562 possible
54 M LDH 455—496 possible
58 M Eosino. (%) 5.0—10.0 possible
81 M Seg (%) 4328 possible
Mono. (%) 6.0—14.0 possible
S-GOT 46—55 possible NS
48 F S-GOT 2060 probable (p*1.000)
S-GPT 1978 probable
52 M S-GPT 24—51—12 possible
65 F S-GPT 14—50 possible
82 M S-GPT 20—53—17 possible
Al-P 304—832—449 possible
. 9/122
CFTM-PI 61 F WBC 3,400—2,700—3,200 possible 7.4)
78 F WBC 3,600—2,900—4,400 possible
Mono. (%) 6.0—10.0—7.0 possible
78 M K 3.9—3.2 possible
59 M Mono. (%) 7.0—13.0 possible
60 M S-GOT 55—83 possible
S-GPT 83—113 possible

" E: exact probability test
NS: not significant
CFTM-PI: cefteram pivoxil

B 0Tz, SEILECERSRTHZH, 1536 BEFASEIATHELDLBRbI, ZOh7—FNV
$63.4%THD, SEDREL DV EFELS Z-TY HEEMAEBRAT L, BHEIZIRATTI.2% L
3, Thiz, ERFOLUERABONRICHT—FNVE &0, SA0OKKLDETFTHELIZ>TW3,
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Table 13, Global safety
fi
Treatment  No. of Almost Safety Not Safety Statistical
, Safe completely somewhat
group patients safe rate (%)% test®
safe doubtful
S-1108 129 115 8 6 123/129 (95.3) W: NS (p=0.525)
CFTM-PI 119 103 9 6 1 112/119 (94.1) E: NS (p=0.778)

Safe+ Almost completely safe
No. of patients evaluated
% W: Wilcoxon rank-sum test

*» Safety rate (%)=

E : exact probability test (&Almost completely safe)

NS: not significant
CFTM-PI: cefteram pivoxil

¥ 7: # D%, cefditoren pivoxil DM ICITTDOI
T _EERIEERARY TR, ¥ 7T LVEHRERL
RIMEDMER 2N L TITbh T 528, xHiEKE
LTHwasn?:CFTM-PI 1H300mg (33) OF
ZhEZ 101 B 73.3% TH D, SERIOKML D ETF
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EREDLDTAMULEYEL XS, ZhbDIEdh
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A randomized double-blind comparative study of S-1108, a new oral cephem antibiotic, and
cefteram pivoxil (CFTM-PI) was carried out in the treatment of complicated urinary tract infec-
tions. Patients were randomly assigned to receive 300 mg of S-1108 or CFTM-PI a day in 3 divided
doses for 7 days. All patients were shown to have pyuria with at least 5 WBCs per high-power field,
bacteriuria with at least 10* CFU per ml of urine and identifiable underlying urinary tract disease.
Only outpatients without indwelling catheters aged over 16 years old were enrolled in the study.
Overall clinical efficacy was evaluated as “excellent”, “moderate” or “poor” on the basis of criteria
proposed by the Japanese UTI Committee. Of the 222 patients evaluated for clinical efficacy, 112
patients received S-1108 and 110 received CFTM-PI. No significant differences were observed in the
background characteristics of the two treatment groups. The overall efficacy rate of 77.7% obtained
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in the S-1108 group was slightly higher than the 67.3% in the CFTM-PI group. Bacteriological
eradication rates were 83.8% of 167 strains in the S-1108 group and 79.5% of 171 strains in the
CFTM-PI group, with no statistically significant difference. Eradication rates for Gram-negative
bacteria in the S-1108 group, however, were significantly higher than in the CFTM-PI group.
Clinical adverse reactions were experienced in 2.9% of the patients in the S-1108 group and in 3.6
% of the patients in the CFTM-PI group. Laboratory adverse reactions were observed in 7.6% of
the patients in the S-1108 group and in 7.4% of the patients in the CFTM-PI group. There were no
significant differences between the incidences of either clinical or laboratory adverse reactions in the
two treatment groups. Nor were there any significant differences in global safety or clinical value in
the two treatment groups. From the results obtained in this study, we concluded that S-1108 is useful
in the treatment of complicated urinary tract infections, except those due to Enterococcus species or
Pseudomonas aeruginosa and those associated with indwelling catheters.



