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AEFRDRICOWTIE, SHEBEAEBRE TR 2 FICBOTHRHUENTEET, WIhLED
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FRBR LA SR D B E (R A7AK 202 #F (7T LEHE
228k, 75 LEEHEEE 180 #) 120\ T S-1108 DR
HEMILBE (MIC) # BA(LYRkFLEEE
ICHEL, {EREE 10°cells/ml THIE L1, £k
FIREHTH 5 cefaclor (CCL), cefixime (CFIX)
cefteram (CFTM) 125\ T b it T MIC 2#lE
L, AL hEhgst Uiz, 7%, im0, i
RAREBERO LR T 5 — P & - CHEREEER
4% S-1006 IS M/kSMRE hL % 72, S-1006 & LTH
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EHERE LT , (% 1.56~100 12 g/ml RN LT e MIC,, 13
2. WX : 502 g/ml TH - 7cht, SRSEHN L L THENA R

AEHIZ\VTA B EAHID MIC i3 0. 025~ > 100
pg/ml OFNCAAL, B LENTENIRAESER
Lt 2tk LT, CFIX, CFTM & 3I¥RE%, CCL
L2~ 6 BN ER L

EERic A B &, Staphylococcus epidermidis
(9 ) THRAFID MIC i 0. 39~ >100 1 g/ml D
1t L, MICs, 43 50 2 g/ml, MIC, %> 100 2 g/
ml TH -7 )

Enterococcus faecalis (13 #%) T3 A&#F|D MIC
12 1.56~>100 £ g/m]l DENCHTH L, MIC,,45> 100
pg/ml L RHEHRNPSHE W1

Escherichia coli (30%%) TI3AHID MIC;,(3 0. 39
ug/ml, MIC,,ld 1. 56 £ g/ml & CFIX, CFTM &3

f3fE% CCL &M T 5L 3~5 BEREENIIEN
ERUTS
I Citrobacter freundii (14 #) TRAHD MIC i3
10, 2~25 g/ ml ORI FH L, MIC;s,i3 3. 13 g/ ml,
MICyoid 25 ug/ml &, XRIEFCH L BN
HHTH-T
. Klebsiella spp. (30 #%) <2\ T3, Klebsiella
ioneumoniae Q0K 1Z¥td 5 MICs,(30.39 g/ ml,
MIC,, 3 6. 25 1 g/ml, Klebsiella oxytoca (10 )
Wxtd % MIC;otd 0.39 1 g/ml, MICq,ld 1.56 1 g/
‘ml ERIFTCHD, CFIX, CEFTM iIZ9®E 5 H DD,
CCL XhBhT W,

Enterobacter spp. QO#K) IZDOWTI3, Enterobacter
cloacae (10 #%) 125" % MIC;,4d 25 g/ ml, MIC,,
@50pg/ml ERENREL TV HOD, HEKH
KEANIER BN T W, % 7. Enterobacter
aerogenes (10 #£) 1<Xd % MIC;, 2 0. 78 £ g/ml,
MICyo it 12.5 1 g/ml & CFIX, CFTM il L 2 ~
38 CCLikk L5~ 6 BREBIhRENERL
f

Proteus spp. 12\ TI3, Proteus mirabilis (19
) THE B MIC,,13 0. 39 £ g/ml & BOHEH AR
L. CFTM, CFIX &) ®%%% t®®, CCL &b &
NTW o Proteus vulgaris (10#) 1<%§4 % MIC,,
i20.39 2 g/ml & CFIX, CFTM & 31375, CCL
BT B L BNIRIETH - 720

Morganella morganii ( 9 ) Tl3AHFID MIC,,
120.20 1 g/m1, MIC,, 13 0.39 2 g/ml & CFIX IZ®
¥%%b0D CFTM, CCL & b T,

Serratia marcescens (19 #) Tid, A#ID MIC

HTHot,

Pseudomonas aeruginosa (21 ¥) TiZAN D
MIC 3 6.25~> 100 z g¢/ml DRI H LT Wiz,
MIC, 42 100 1 g/ml, MICy, ¢ > 100 1 g/m] T
7oAy, AN & RERISOHE NI TH - 72,
Pseudomonas putida (8 ¥k) TEAF D MIC i
12.5~>100 1z g/ml DN L, MIC,, i3 100 2 g/
ml, MIC,, /3 > 100 £ g/ml & XHRIEH & 2IFRHFD
MEHTH-7 (Table 1),

M. B8 KK % £

1. NRBLOHE

X3, 1989 11 BL b 1991 ££3 A TOMM
KBV TEILARFEMR BRSO LB EMREZ2 L,
BRI T AEBOE SN/ RESERYE B 28
Flcedh, ZONFRITEEEEEHEEED S 4 51, 1808
MEMEPRBERRAME 24 ) GEMEMEBERB R | f, HiEE
BEBL 28 ) TH 7o 1o, 1B KR BRI G
EOEBRBIZ, HERMLERER 12 6, FiIREXE
TH, BEBLEER LB, B SH, BHEALIHAT
H -7z (Table 2, 3).

#55EE, A#E 1 H 75 mg 72V L 150 mg, 1
B3EA%HEE L, HEHMEI3ISVWLTERTH -
1o

BRI R HE X EBEE S L UTI BohFME
OGBSV ICEUTHRY, 2FIIkoWTH - fth
HHEER L S CICERRBBOREEHOEEELR
L7

2. BB

1) AR (Table 2)

FREYETIIOTN OHRAE, BRIGERLEVL
EEEL 2858FHEHEINI, UTI EHFHME
BECIIRABERDENETH 2HE bISEYT
B 1o BEFHHBIVTNOHEE L,

2) EHHEIRIBRRE (Table 3)

FIREHECIESD TH, B 10 Fl, 8|2 H),
RBA 5 Bl THEHE 70.8% (17/24) ThH 7o TDI
5 UTI EFEMBESTHZ 195 THD, RERK
$hR i3 Table 4 ICRT LI ICEL 8l H% 8 #,
S 3 I CHSER 84. 2% TH ~ 720

| B 585ICR 54 1 H 225 mg REHWTR, F
M1F, B3, 1 H300mgik5ETE, EX6
Bl, BE%h36), W16, 18450mgREHETIE
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Table 1. Antibacterial activity of S 1006 and other cephems against clinical isolates
Isolate Drug V:VVHVMIC (ug/ml) I
(no. of strains) e ~ _range 50% oK
S-1006 0.39 ~>100 50 >100
Staphylococcus epidermidis cefaclor 1.56 ~>100 12.5 >100
(9) cefixime 12.5 ~>100 >100 >100
o ) cefleram ) 0.78 ~>100 12.5 >100
S-1006 1.56 ~>100 >100 >100
Enterococeus faecalis celaclor 25 ~>100 100 >100
(13) cefixime 6.25 ~~100 =100 >100
cefteram 0.025~ >100 6. 25 >100
S-1006 0.1 ~ 100 0.39 1.56
Lscherichia coli celaclor 0.78 ~ 100 1.56 50
(30) celixime 0.025~ 25 0.20 12.5
cefteram 0.1 ~ 3.13 0.39 1.58
S-1006 0.2 ~ 25 3,13 25
Citrobacter freundii cefaclor 25 ~>100 >100 >100
(14) celixime 0.78 ~>100 50 >100
cefieram 0.39 ~>100 6. 25 >100
S-1006 0.05 ~ 100 0.39 6.25
Klebstella émeumoniae cefaclor 0.39 ~>100 0.78 100
(20) cefixime 0.025~>100 0. 05 50
cefteram 0. 025~ >100 0.20 25
S-1006 0.2 ~ 3.13 0.39 1.56
Klebstella oxytoca cefaclor 0.39 ~ 100 0.78 100
cefixime 0. 025~ 0.39 0.05 0.39
cefteram 0.10 ~ 50 0.20 3.13
S-1006 0.39 ~ 25 0.78 12.5
Enterobacter aerogenes cefaclor 0.78 ~>100 50 >100
(10) cefixime 0.10 ~>100 0.78 >100
cefteram 0.20 ~>100 0.39 50
S-1006 0.39 ~ 50 25 50
Enterobacter cloacae cefaclor 12.5 ~>100 >100 >100
(10) cefixime 0.78 ~>100 >100 >100
cefteram 0.78 ~>100 50 >100
S-1006 0.025~ 25 0.10 0.39
Proteus mirabilis cefaclor 0.39 ~>100 1.56 >100
(19) cefixime 0.025~>100 0.025 0.025
cefteram 0. 025~ 0.20 0.05 0.20
S-1006 0.05 ~ 0.78 0.20 0.39
Proteus vulgaris cefaclor 50 ~>100 >100 >100
(10) cefixime 0. 025~ 0.78 0.10 0.39
cefteram 0.05 ~ 1.56 0.10 0.78
S-1006 0. 025~ 0.78 0.20 0.78
Morganella morganii cefaclor 1.56 ~>100 >100 >100
(9) cefixime 0.025~  0.20 0.10 0.20
cefteram 0.05 ~ 3.13 0.78 3.13
) S-1006 1.56 ~ 100 6. 25 50
Serratia marcescens cefaclor >100 ~>100 >100 >100
(19) cefixime 0.20 ~>100 6. 25 >100
cefteram 1.56 ~>100 6. 25 >100
) S-1006 6.25 ~>100 100 >100
Pseudomonas aeruginosa cefaclor >100 ~>100 >100 >100
2D cefixime 25 ~>100 >100 >100
cefteram 0. 025~ >100 >100 >100
S-1006 12.5 ~>100 100 >100
Pseudomonas putida cefaclor >100 ~>100 >100 >100
(8) cefixime 25 ~>100 >100 >100

cefteram 25 ~>100 >100 >100
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Table 2. Clinical summary of patients with uncomplicated UTI treated with S-1108
1] Treatment Bacteriuria® [ivaluation** .
. Age Diagnosis| dose | duration Symptom* | Pyuria* N Sfde
No.|Sex species | Count| MIC UTI Dr. effects
mg Xday| (days)
] # + | E coli | 10" | 0.39
1 9 AUC 75X 3 7 ot —— | Excellent | Excellent| -
P - — _ _
e " % | Ecoli | 10" | 0.20
2 GFG AUC 75X 3 7 — — iOl — —— | Excellent | Excellent -
N 3l + + — _
3 AUC 75X3 7 —_— | — Unknown
P _ _ _ _
] 53 + +#+ - -
4 P AUC 75%X3 4 — — — —_— | — Good -

AUC: acute uncomplicated cystitis
alter treatment

WG, BE2Hl BH2HTH -1,

RERENHEE Table 5I1/RT, BIRRYSE
TRENTH, BHeH, EH2H, EHERPET
i, ESLG, EH1HAITH -7

MEFHE % Table 61T 7, RSRIDBEEIZ
IILIGHR6ERE TR 7T LFEPEE 5 BEFE 15 K
Dit 2% THD, 20 kAEEL, BREEIZ5.5%T
Hol E. faecalis D 1 R FEE LIchS, 75 LK
ERETRTREI N, Fh L7 E. faecalis ®
MIC i3> 100 2 g/ml ETHEE TdH -7z (Table 7)o

BERHHEL LTI, P aeruginosa fiit 5 &k
HEH SN (Table 8),

4) BIfER, BEREEORELE)

RESER 28 flics\NT, B - hEMEIERR 1
Flbdonih-re, £1z, ARBREAIRICHT 58
KREEOERLEHIRDD SN > 1,

_ m % =

CE, Za-F )0 EBEBIUHROE T £ LEN
MROTHR SN, iz a—F ) o B, BV
Ex/w PLEBVWRENEET 248 BLUBRIFS
BEBTHEZET 25BN TS Y, AZKRE
MMRBBIEIC 5 0 T3, first choice & LTHW
SRBIEHBL, L, HeMESHIATRRR
D6-779 LENBATVADIEETHD, L
RRN%E b SHRO€ 7 2 AREROBERNIDENT
Lo SEBRE NI S-1108 13, FET 27 ILEIE

. before treatment

.. UTl:criteria of the UTI Committee
Dr :Dr.'s evalualion

O+t 7= LHIT, ZDHREEEAETH S S-100643,
75 LIGHE, 75 LBREEICEILVIRE AR b
FHETAEHEINTVLS,

B, B ZIRBERESBEK I T 2 ME 2R
LD, 7S5 LEBHED S S, S epidermidis T
i3, MIC;, 750 g/ml & CCL k9 i35\ iE %
AT HDD, CFIX, CFTM Kt LE->THD, F
72, E. faecalis \IZxid A AN HE L, REGEEE
OREREEBEEIEDE VT T LIGHR 2 BT
AMENRBIRBEFENLDTRLWEEZ SN, F
=, 75 LBEME T}, E. coli, Klebsiella spp.,
Proteus spp., M. morganii \Z%t L T3, MIC,,H
WENb L.56 g/ ml UTEENIENZB LT
1=, E. cloacae, P. aeruginosa, P. putida 125
I AIEAE N EMFIERI N - oo 21k E LT CFIX,
CFTM & 21X, CCL &b 2~ 6 EREENDHK
HWTh-1,

BEARZNE ORI TIE, 2R IED 2 fliduv
ThLENTH 7o T, EHMEREBRLEETIE,
UTI EhFEMEEICESCHET, BRI 84.2%
EECEMRL 42. 1% Th -1, N, RIFRDOh
#THh 5 CFIX, CFTM-Pl DHEL L RTOE
R, FNFN66.7% 66.5%ICL~EBRTHIY >,
BELEENARL BRI TEZEVWD, SEO
BB RFEICET S bDEEX ORI, HEEIZDW
T, 1 H225mgH{5EET4H12fl, 300 mg&5E
TR 9 FIDBEINAETH » 72, 450 mg 258
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Table 3. Clinical summary of patients with complicated UTI treated with S~1108
;l Age _,,,,ﬁD_i?,‘_gE,‘?ﬁiﬁAw Ul ‘I'reatment - ~ Bucteriuria® Ivaluation I
Qo | underlying | dose | duration|Pysrin® U \ . o e
oS | condition | F oy duys) | © | Seecies | Count | MIC | UTE | i
CC ] Iy, coli 107 0.39 I
V| — e | 7| R 2 Decllont] Exeolien -
T e 1S epidermitis | 0| 196 —
) ":7 e G- 79X 3 7 | S epidermidis '—ll—‘ 1. 56 Maoderate| Good :f -
i I’ NI + T
72 CCC 3 I, coli 10° 0.78 I
: — | G- 1 HX. — e o e e | e —— i v _
: M | Prostatic tumor G- Tox3 7 + I aceruginusa 10" 100 Moderatel Good
86 >CC + K. Loc 10% 1. 56 I~
p| B Lee Goa| 13 7 ORYO | = |Moderate| Good | -
I NI B + - -
CeC + -Streptococcus|  10° | =0.025 I
5 T R G| 100x3 5 T |DTepIDenets —= |kxcellent| Cood | -
M BPI - -
.| A2 CCC H# I coli 10° 0, 20 \
| | G- X! — — | == |Excellentt; -
61 ) NB VU G4 | 100x3 7 — - — EExcellent| fixcelleny
) >CC # Iv. avi 10° 6. 25 _
7| o ——ﬂ%ﬂ“——r—~ G- | 100x3 o | lowum 2 > ixecllent bxcaln =
i cce + Tl coli 107 | 0.20 [ -
8 (;h N G-4 | 100%3 7 E— -%L- — — |Excellent] Excellent]. -
Y >CC + . coli 10° 0. 39
9 l)z LN(/”L G-1 | 100x3 7| —] =5 | — | == |Excellent|Excelient -
80 cCcC # K. oxyloca 107 1. 56
— v X _ — s —_— g 3
10 M YR, G-1 ] 100x3 7 m = — Moderate] Good
. NNy ) N NN 6
" h? CCC G-1 | 100x3 7 # . mirabilis 10 0.10 Moderatel Good
3 NB + - -
2 CC ++ . ¢ 7 0’ 0.78
12| 7 (’N(’lg“ G-1 | 100x3 5 " K. peumoniae | _10 Z. |Moderate| Good | -
68 CCC + | B-Streplococcus| 10° 0. 025
¢ N 3- X ) >, _
131 NI G-4 | 1003 T + . Jaecium 07 | Srop | Foer | Peer
. I coli : 0.39
> + canii | 10
| 8 el G-6 | 100x3 5 | —— | M _morgani | _—_ 1 0.39 \pycellentfExcollent -
K Renal stone - _ -
AT r . 7
15 71? LN(,[f G-4 | 150%3 7 % —E—f—(ll-l'— lg .78 Excellent| Excellent| -
65 CCC . - # I, coli 107 0.39
N 5\°, O e 50X 0.9 _
18] M Bi, N | G| 1903 ! Y| A faecalis | w07 | 3z [Moderat Cood
66 CCC # I coli 107 0. 39
. - 50 % —_— e — GOOd -
0 NB G-4] 1503 7 m — — Modcrate
84 CCC - # S. epidermidis 10° 0.78
— =22 G4 | 150 201 p Good
18 M | Prostatic tumor G-4] 1503 T + Flavobacterium| 10° Poor
g. coli 10° g g?
Ny . qureus . 29
1g| & (‘r\ig’ G-6 | 150%3 7 —i I faccalis 2100 | poor | Poor | -
I faecalis . 10¢ >100
S. epidermidis 50 |
81 CCC + - -
o - - R JR— Unknown
201 M Bladder tumor 753 3 # = - nkno -
G CCC 5 - -
2 _ 100x 3 3 _— _— _— — Unknown
"1™ | BRI, Bladder stone 0 + = - e
77 CCC # P. cepacia 10? -
00X 3 . - —_— Unknown
22 M BPI 1003 3 # Candida 10? - I
Salel 2 —_
23 74 (,(.,(, 100X 3 3 # Staphylococcus sp. 10 Unknown| -~
M | Prostatic tumor + - k - -
75 CCC + - -
X3 3 —_ Unknown
2| M BPH 190 = = - L/,,

. Before treatment

After treatment

CCC : chronic complicated cystitis
CCP : chronic complicaled pyclonephritis

N B : neurogenic bladder

BPII : benign prostatic hypertrophy
VUR : vesicoureteral reflux
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Table 4. Overall clinical efficacy of S-1108 in complicated UTI
R Pyuria Cleared Decreased Unchanged EL‘ffect on.
Bacteriuria e hacteriuria
Eliminated 1 5 14 (73.7%)
~ Decreased
" Replaced 2 2 4(21.15%)
Unchanged 1 1 ( 5.2%)
; -
 Effect on pyuria 8 (42.1%) 3 (15.8%) 8 (42.19%) P atien total
@ Excellent 8 (42.1%)
' Overall efficacy rate
D Moderate 8 16/19 (84.2%)
[::I Poor (including failure) 3

Table 5. Overall clinical efficacy of S-1108 in complicated UTI according to type of infection

UTI Group No. of Patients | Exellent | Moderate| Poor Overall efficacy
o rate (%)
G- | (indwelling catheter) 0
G-2 (post-prostatectomy) 0
Monomicrobial G-3 (upper UTI) 0 o
infection G-4 (lower UTI) 17 7 8 2 15/17 (88.2)
‘ Subtotal 17 7 8 2 15/17 (88.2)
o G-5 (indwelling catheter) 0
.Polyrr‘ncroblal G-6 (no indwelling catheter) 2 1 1 1/ 2
infection
Subtotal 2 1 1 1/ 2
Total 19 8 8 3 16/19 (84.2)
Table 6. Bacteriological response to S-1108 in complicated UTI
~Isolates No. of strains Eradicated (%) Persisted*
'S. aureus ‘ 1 |
S. epidermidis 2 -2
" a-Streptococcus 1 1
B-Streptococcus 1 1
E. faecalis 1 -0 1
E..quium 1 1
E. coli .10 10
K. pneumoniae | 1
K. oxytoca 2 2
P. mirabilis 1 1
M. morganii o1 1
Total 22 21 (95.5) 1

“regardless ol bacteria count
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Table 7. Relation belween MIC and bacteriological response to S-1108 in complicated UT]|

Isolat MIC (ug/ml) Inoculum size 10°cells/ml [
) sotate <0.0]0. 05]0. 10[0. 20]0, 39]0. 78] 1. 56| 3. 13]6. 25| 12. 5| 25 | 50 | 100 | 10| O
S. aureus 1/1 1/
S. epidermidis 1| 171 I
i
a -Streptococcus 1/1 . /1
G(+) | B-Streptococcus 1/1 1\/1
E. faccalis ol ot
Is. avium 1/1 171
Subtotal 2/2 /1|11 2/2 1] &7
£ coli 2/2]6/6|2/2 10710
K. pneumoniae 1/1 171
K. oxytoca 2/2 2/ 7
G(-) L b —
P. mirabilis 1/1 171
M. morganii 1/1 /1
Subtotal 1/112/2)7/7]3/3]|2/2 15/15
Total 2/2 1/112/2|17/7|4/4|3/3 2/2 0/1| 21/72

No. of strains cradicated/no. of strains isolated

Table 8. Strains® appearing after S-1108
treatment in complicated UTI

Isolates No. of strains

S. epidermidis 1

E. faectum 1

Flavobacterium 1

A. faecalis 1

P. aeruginosa 1

Total 5

No. of patients in whom
strains appeared 5/24 (20.8%)
Total no. of patients

*regardless of bacterial count

TRBDLLEISFIF3IHTH - 1o EFIEN DI
{, SEIDORFTIRERNE - ZF5EE OHEBIIHIK
ELEh 1o, BBEFSRICBEL TR, HEIERR
ZORBEE L > THITTRETHAH I, B, WHE
#) 3 Fx, TS5 aETIC MIC 2> 100 £ g/m]l @ E.
faecalis ZEUEHBASMIIO 1, Lo, #BE
BPEBENDERKERLIC2HTHD, REBEOER
EENBRRDBICEHC B LIEMNEELZ SN S,
HEFRNRICOWTIE, 77 LBIETIE MSSA,
S. epidermidis TI3EFIBREINTWcDIZHHL, B
HXNKUh -7 1 ¥RIT E. faecalis THD, D MIC
13>100 2 g/ml OFHERRTH - 720 7T LIEEERE IS

FIBRE XN T IcHs P aeruéinosa 1220V, |
LRI NIt BT LB T,

ZEEICE LT, Sk Lo 28FTRE &
BHSIERE 1 Bl bR >T, F7:, EEkEE
DREEHLBHT, AROLRLUREVEELN
50

LiE& D, RBBREFEDOERIIEWT, Afligs
HbE <, EEREZERT L BREOSVE
BThbtEZL NI,

X it

D BBEZE, MWk B 540 B E A EREY
Lle HWEL R Y L, S-1108, BEE
1992

2) BAEEEFES K/ REHEIERE MO
AEE (BREIZ VT Chemotherapy 8
76~179, 1981

3) UTIHEES (R : KBIEK) : UTI E
HE# (3 3. Chemotherapy 34 : 403~
441, 1986

4) FERHER, BE 8 31 EAKCFRET
LHAAXHAR, FEY XYY L, FK
iR, 1984

5 REBEST BM % %33 EAKLFEE
ol WES BT Y L, T-2588 HE,
1985
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Basic and clinical studies on S-1108 in urinary tract infections

Noriaki Ono, Toyohiko Watanabe, Tadasu Takenaka, Toshihide Hayashi,
Kazuhiro Hata, Hiromi Kumon and Hiroyuki Ohmori
Department of Urology (Director : Prof. H. Ohmori),

Okayama University Medical School
2-5-1 Shikata-cho, Okayama 700, Japan

Katsuichi Nanba
Department of Urology, Okayama City Hospital

Yoshikatsu Kondou and Teruhisa Ohhashi
Department of Urology, Okayama Red Cross Hospital

Teruaki Akaeda
Department of Urology, Tsuyama Central Hospital

We studied the antibacterial activity and efficacy of S-1108, a new cephem antibiotic, in
urinary tract infections.

1) Antibacterial activity : The MICs of S-1006 were measured against 202 clinical
isolates of v14‘species from urinary tract infections and compared with those of cefaclor
(CCL), cefixime (CFIX) and cefteram (CFTM). In general, the antibacterial activity of

-5-1006 was almost equal to that of CFIX and CFTM, but superior to that of CCL.

2) Clinical efficacy : According to the criteria of the Japanese UTI Committee, the
overall clinical efficacy rate was 84.2% (16/19) for chronic complicated UTI. Bacteriologi-
cally, 21 of the 22 strains isolated (95.4%) were eradicated.

3) Side effects : No clinical adverse reactions and no abnormal laboratory findings were
observed.



