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7o
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SHREIHBEL, 24 L LTHB 1%DEMREEI,

3. HMMREBERELE (n=23); 1B50mgX 3, 5mgXx3, 100mgX 3DESHET
5 B L, 52. 4% DHEMREE/. 1 H 300 mg DIFEL 60% EBMRLE - 70
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Hote
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S-1108 IEHRMUEWTHREINFLLIZZ T
WEIEOY 7 2 LAITH B, AROHHIIBEFEDRER
Al & T in vitro TORBE N T 7 LBHKRED
9B, Staphylococcus aureus <Xt L TENTW S
Z&, o, BNBEICEVLTIRA%ESICTRSH
MK 40 B EBNTVWABRETHB Y,

SEIE A3, 9 LIcR#E boAFI 2RI
REEREGUE (UTD DigRIcW e, LT, Bl
EREMDRFT 2T > 1o BRIIRETE LTI, #A
ghEEL LT, & MAIMARE (prostatic fluid : PF)
~OBITRELRE L/, £/, —MOBEREBET
RbhBEZAIE L7,

I. 4% & H &

1. PF NOBITRES X CRPMEROEH

3 ZDBHERIRKDEEFHEICH 5 BEIC S-1108
200mg 25 L7, 2BMBICAIIR~y Yy —V%
fTOPF ZHE U7, RIRICIRI L 72 ME & LicRE
DRIE%1T - 720 ME S H:N Escherichia coli 1437
ZRREM & 3 5 bioassay Hic L -7,

T, [HEHMAHEBEK% (acute uncomplicated

cystitis : AUC) 3 #l (E. coli 2 #l, Proteus

mirabilis 1 ff]) 1275 mgX 8 /day 3 BE#&5IZT
REMEROE &S 2Rt Lo WREL - IERI
3T B~5l MO TH - 7o

2. UTI

AFNT K BRI 1989 F 9 AN S 1990 FE 8 H
ETTHB, EFIZAF 46 HITH B, AUC 23 #,
18 MM UTI (chronic complicated UTI : CC—
UTD 23fITHhH5, BEER |HEEER #54
fiid Table 1iZ/R L7,

SEIDEKRARTIX, | HOREEFOHMEE S5
eIz, RERBDHEEZ 50 mgX 3, 75 mgX 3,
100mgXx 8D 3 Hiks L,

EERZN R DYIE 32T UTI X MEED &K
THURTIT>7co TDFER, AUC23#), CC-UTI
21 BIDGRERIEET & - 720

Z2MI3EIC CC-UTI BE THRERIH% ORI,
B, HHEE, RATRAL S ICET 2ERREBEOE T %
Ailz, HEMEIERIZ, B2CRHZEELTRITL
720

o. m %
1. PF ~OBITERES X ORPMEKOZEH

*T254 M) ERTHRER 1 -19- 1
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Table 1. Patient background, daily dose and duration of treatment with S-1108
Diagnosis No. of Sex |Age (range)|Weight (range) Daily dose Duratjon
g patients | M| FF | mean*SD | mean£SD | mg xtimes | No. of cases mean £ (day)
acute 503 7
uncomplicated| cystitis| 23 | 0|28 , 4198 1_593 ) 5329'75 +7696 753 15 3,340,
(n=23) ' ’ T 100x 3 1
50%3 1
chronic oystitis| 16 | 4|12] 9T BT L 5k 4 51401
complicated ' ' 100X 3 11
(n=22) pyelone- 41~170 45~60 75%3 1
phritis | 7| 3| Y 50 9r100] 52766 | 100x3 6 5.4%05
503 8
19~85 39. 5~170
Total 46 7139 75X 3 20 4.3%1.2
+ +
47, 7£17.5 | 52.9%7.5 100 % 3 18
Table 2. Diffusion into human prostatic fluids (PF) of S-1006,
2 hours after 200 mg oral administration
Dose 200 mg
Case No. 1 2 3 Range Average
Name, age A.N.,,50| R.Y., 49| K. Y.,51
Concentration PF (rg/mlD) 0.02 0.07 0.01 0.01~ 0.07 | 0.03% 0.03
jonfim-o ke Rl gL ST T P e Y
Serum (ug/ml) 0.06 1.32 0.71 0.06~ 1.32 | 0.51% 0.63
PF/Serum (%) 33.3 5.30 1.41 1.41~33.3 13.3%+17.4

PF ~DBITRER 0.01~0. 07Tz g/ml (n=3) D
TS 0.03+£0.032g/ml (S.D.) TH-o1, F
TcmEBELEDOIR 13.3217.4 (S D) ThH- 1
(Table 2 ),

2. BRERARAR

1) AUC

BREERMPR, 23 Fich 22 pIXRELH (FH 15
B, BHhTHD EHEIN BHER BT%THH-»
1oo RBEERIDEZRD SNE -7 (Table 3 ),

ME¥MRIGIE, gram positive bacteria (GPB)
9 ¥k, gram negative rods (GNR) 19 #kDEt 28 £k
noatxnic, ZDH B Enterococcus avium D 1
BRISBEBEI N - 7ch, BB 2T K 96. 4% 03B
Hanrf, BRERBHEBII6[E 1IBHKIRITIN
Staphylococcus epidermidis ¥ £ U Enterococcus
BHETH -7 (Table 4),

BREZAIC3FICHOVWT, HIEFAEBZRFL
7oo FIREMIRBOZE VT NOERH 6 B5fE%ICIE
SELIBREIN TV, LarL, BERTRIEIS
30 HORZ 3 FlicE—HEDBRM A ST, 3
Bl S EEL7CHEO MIC i3, 2#|D E. coli #°

assayable concentration : <0.01 (gzg/ml)

0.39 2 g/ml, P. mirabilis ® 1 #i4 0.05g/ml T
Hotzo (Fig. 1)

MIC & MIBEFHIZI R, 19 tkBRLIOB E
avium @ | ¥kA52100 1 g/m] OEHEER LA &
3 18HIEVTNH<1.56ug/ml D MIC TH-1
E. coli 11 ¥kd MIC (3, 0.10~0.78 1z g/ml OFf
TE—7130.39ug/ml TdH -7 (Table 5o

2) CC-UTI

RATERAE R 21 Fith 11 FIDER (FH6H. F
W5HD T, BHELA%TH -7, | ARFEN
DFAETIZ 75 mg X 3HBGEI, EMH 5 Fle UL
DEDRIZL/5 EBEN - THSKHLT, 100mg
X 3D 15 WITiE, 60%DHEMET 300 mg H5HO
BRAEDER SMITE -7 (Table 6)o

TEERBERITIARRIERERI 4 B (G—4) DRERE/
LB oo, RERRISE (G-3) F2/4, RE
HA6B (G—6) 23/8&/DLEY, HEHID
B (G-5) O 1#lI3MHTH -7 (Table 7)o

MG, GPB 17 # GNR 23 #koit 0
FROERRRIIC B S oo GPB Tl 17 B 124
70.6%, GNR Td 23k 19 £k, 82. 6% 012 0E
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™ Case1: Sly. F

CFU/ml Relapse 1%
Therapy e No therapy—
108 4107 * . Case 1: Isolate before therapy:
106 4 E. coli 108 E. coli (MIC : 0.3%g/ml), 10’ml
104 Relapse; on 7 days off
102 the drug, Isolate
o Le 9 ) " E. coli 10%ml
6h. 1 2 3 i -7 (day) Pyuria (-)
% Case 2: 50y. F
CFU/ml Relapse
Therapy e No therapy Pe =
108 4107 * . Case 2: Isolate before therapy:
106 3 E. coli 108 P. mirabiliss (MIC : 0.05.g/ml), 107/ml
104 E. faecalis 10° Relapse; on 30 days off
102 the drug, Isolate
(SR (] ©) u | E. coli 105ml
6. 1 2 3 v -3 30 (day) Pyuria (+4++)
3% Case 3: 37y.F
CFU, Rel
fml Therapy e No therapy 2ree »
108 ” * E. coli 107 Case 3: Isolate before therapy:
1 ; .
106 E. fascalis 104 E. coli (MIC : 0.3%4g/ml), 10ml

104 E. faecalis 103
2
oo H H

Relapse; on 4 days off
the drug, Isolate
E. coli (MIC : 0.39g/ml), 10%ml

6h.12h 1 2 3 " -4 (day) Pyuria (-)

* pletion of the admini:

Fig. 1. Follow up studies in 3 cases of acute
uncomplicated cystitis after with S-
1108 treatment at a dose of 75 mg X 3

for 3days

Table 3. Evaluation by the UTI criteria of treatment of acute uncomplicated cystitis
with S-1108 50 mg X3, 75 mgX3and 100 mgX3/day

Daily dose Overall clinical effect Total Qverall
(mg) Excellent | Moderate Poor Unknown Cases efflc?g/oy) rate
0 mgx3 (‘%) 82.7 1111.3 g g T /0
me X3 ot o oo i 15 93.3
100 mg X3 |75 g 10(1).0 g g 1 (71
Total (; ) tls: 3 sg. 4 i 3 g 2 9.7

BREI i, BRATR AP 3B T7.5%H0BRES
hic, {RE%HEBREIIGPB5/E 15%, GNR3IM4
HH LU Candida 1 RDEF 20 ERIBI i, E
13 |3 Enterococcus faecalis T » 72, S-1108
i3 GPB @ 9 b coagulase negative Staphylococcus
sp. (CNS), Staphylococcus epidermidis %t L
TEhBROE > 7oh, E. faecalis I3 EAEB/HNT

-1 GNR it L T3, Citrobacter freundii,
Klebsiella BFICR2TEHNTH - 1cdt, AROHE
AR T LRI E XN S E. coli, P. mirabilis
I AERENS —DORRET S DD TEMh o7, TH
Zh8 i THK 4BKF2HROBRERETCH -
(Table 8),
MIC % RITE L 7c#ki324 R TdH 5, S-1006 IFE.
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Table 4. Bacteriological response to S-1108 in acute uncomplicated cystitis
Organism n Bacteriological effect Eradicative
€ Eradicated | Persisted Appeared rate (%)
S. saprophyticus 2 2 (2/2)
S. epidermidis 1 1 3 (/D
S. hominis 2 2 2/ 2
g’ E. Jaecalis 1 1 3 (/D
B E. avium 1 1 1 co/n
E. faecium 2 -
Other GPB 2 2 4 (2/2)
GPB subtotal 9 8 1 13 (8 9
E. coli 15 15 100 (15/15)
a | P. miravilis 2 2 (2/2)
N | E. cloacae 1 1 (1/1)
R | E. acrogenes 1 1 (17D
GNR subtotal 19 19 100 (19/19)
Total 28 27 1 13 96.4 (27/28)
Table 5. Relation between MIC and bacteriological response to S-1108
treatment in acute uncomplicated cystitis
MIC (xg/ml)
Isolated <0.025{ 0.05| 0.10(0.20{ 0.39| 0.78| 1.56| 3.13(6.25]| 12.5] 25 50 | 100<{Total
S. epidermidis 1/1 171
S. saprophyticus 2/2 2
E. avium 0/1 | W1
E. coli /1 ] 2/2 | 6/6 | 2/2 1
P. mirabilis /1 | 1/1 2
E. cloacae 1/1 1"
E. aerogenes 1/1 11
Total 1/1 | 2/2 | 2/2 | 6/6 | 3/3 | 4/4 0/1 |18/18
Table 6. Evaluation of S-1108 treatment of chronic
complicated UTI by the UTI criteria
50 mgX 3, T5mgX 3, 100 mgX 3 /day ‘
Daily dose Overall clinical effect Total Overall
(me) efficacy rate
mg Excellent | Moderate Poor Unknown Cases (%)
n 1 0 0 0
50 X3 1/1)
meX3 Taa T /D (
n 1 0 4 0
75 X3 (1/9)
) (4/5) 0
n 4 5 6 2 Je
100 X3 60.0
P87 ) 26.7 33.3 40.0 -
n 6 5 10 0
Total 52.4
T JoH | s 25.8 an.1 =
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Table 7. Efficacy % according to type of infection

*Group G-3 G-4 G-5 G-6 Total
Excellent + Moderate 2/ 6/8 0/1 3/8 11/21
Total (52.4%)

% : Criteria proposed by the UTI committee
G-3 : upper UTI
G—4 : lower UTI
G-5 : catheter indwelt

G—6 : no cathrter indwelt

> monomicrobial infection

> polymicrobial infection

Table 8. Bacteriological response to S-1108 chronic in complicated UTI

Organism n Bacteriological effect Eradication
Eradicated | Persisted Appeared rate (%)
C.N. S. 3 3 3 (3/3)
S. epidermidis 3 3 (3/3)
G S. aureus 1 1 (1/1)
P E. faecalis 6 2 4 7 (2/6)
B E. faecium 1 1 1 (0/1)
E. avium 1 1 1 1/
Other GPB 2 2 3 (2/2)
GPB subtotal 17 12 5 15 70.6(12/17)
E. coli 8 7 1 (7/8)
P. mirabilis 4 2 2 (2/4)
S. marcescens 2 2 (2/2)
C. freundii 3 3 (3/3)
K. pneumoniae 1 1 (1/1)
G | K. oxytoca 1 1 (1/1)
N | M. morganii 2 1 1 (1/2)
R [P. rettgeri 1 1 (/D
X. maltophilia 1 -
P. aeruginosa 2 -
Other GNR 1 1 1 (1/1)
GNR subtotal 23 19 4 4 82.6(19/23)
Candida 1
Total 40 31 9 20 77.5(31/40)

faecalis 132 T2100 £ g/ml DftE%E-RL, 51
th 1 OB INIITBER N > —F, BREHEN
bo & bENI P. mirabilis1 ¥ (MICO0.10 £ g/ml)
MREINLE -1, RUT=1.56zg/ml D MIC
BN UTCRDBREER I 17 BRrP 15 8k, 88.2% & @ »
7= (Table 9), AUC & CC—UTI » 5435 L /M
05 b, 438D MIC LHEFHRIRIEEZRIEL/IHD
Hi Table 10 TH 5, 43 ¥Rrh3T Bk, 86. 0% DBREIRAR
TH > 7o IS M7 break point (35305 1WA,
21.56 u g/ml ® MIC %R L7 EHkDS 35 Fileh 33 Bk,
9. 3%BREINTHD, BRERENED -7 (Tablel0)s,
3) BB EICE T A RPIRE & MEFENRIG
MBI 9 Bl DBERR RBE (AUCH B, CC-UTI

4D LT, S-110850 mg &5 L7, 1~4
BRI DRICIRZHRINL T, AFIDRPREE & fHEFN
RiGE &1, %5 1 BREA%ICAIE LK THITE, B
18.5+20. 0 g/ml DRFBETH 72, 2 ByfEED
3HITI30.02~96. T/ g/ml T, EFICLDIEFSDE
NHohi, 3~4BEED2HDS B, 3KRHERD
1#ITi32. 18 g/ml, 4 B5REHD 1 HITIE25. 31 g/
mle, ZO2HTREEHNEN LT, I
b, BEDIBMKROBEIZS 381g/ml Th- 1,
9 filch 8 Bl TOMBEFHIRIGE A 1co MIC Z#ITE L
e EEE, WFhb S-110812=0.78 £ g/ml D
MIC 2R RZMETH > 70 AIRE 1 ~T7THED
BEETIE, 5 BITTHENHALTWRY, 26T
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Table 9. Relation between MIC and

bacteriological response to S-1108

treatment in chronic complicated UTI
MIC (yr g/ml)

Isolated <0,02%5| 0.05| 0.10] 0,20 0.30] 0,78 1.56| 3.13|6.25|12,5] 25 50 [100< m
S, epidermidis 3/3 3
CNS 1/1 1/1 ] W
E. faecalis __ﬂw
E. coli /1 | 4/4 LT
P. mirabilis 0/2 - Ll
K. pneumoniae 1/1 o
K. oxyoca 1 1/1 . L
Chrreundii__ | | 2/2 | 1/1 B
S. rnarcescens | 1/1 Y]
NF-GNR 1/1 1

Total VAR ARLZARTARY 11 11| 25 (112’22;}

Table 10. Relation between MIC and bacteriological response to S-1108 treatment in UTI

in overall cases

MIC (pg/mb

Isolated <0.0%5( 0.05(0.10{0.20]0.39]| 0.78] 1.56] 3.13|6.25| 12.5| 25 50 |100<|Total
E. avium 0/1 | 0/1
E. faecalis 2/5 | 25
S. epidermidis 4/4 4/4
S. saprophyticus 2/2 2/2
CNS 1/1 1/1 2/2
C. freundii 2/2 | 1/1 3/3
E. coli 1/1 | 3/3 |10/10{ 2/2 16/16
E. cloacae 1/1 1/1
E. aerogenes 1/1 11
K. pneumoniae 1/1 1/1
K. oxytoca 1/1 1/1
P. mirabilis 1/1 | 1/3 2/4
S. marcescens 1/1 1/1
NF-GNR 1/1 1/1

Total 1/1 | 2/4 | 4/4 |13/13| 8/8 | 5/5 1/1 1/1 | 2/8 (:;/04’3‘)

BOFEREZRDI, L LRDBE EMEFHNRIGE
DRI ST -1, 15, ABLOBRRT
AIRDARZSZEE VS T, BRERE, RABICD
WTIRIZ % T > TV W (Table 1),

3. Bek

ERREEOE#HILFICED SN -1, BE
HIEI{EAR D #5313, amoxicillin/clavulanic acid
EROBELTOVIRHIT, REEE LI HDAFICE
Bl UL, REIREL//HIABIICHIEL
Too BRBARIODIFEEERIZ, 16%EEETH - 1o AFIH
1k%%, norfloxacin ICEEL 7 HRICHEE LI, <D
EFIFIREOEENKREVWE BN, FHIEORR

BA{% 2B STV, fHDFI TR TEERALD
1o

m * 7

S-1108 ® PF OB{TME . 200 mg FIBR 2KR
%12 0. 03+0. 03 2 g/ml & EETH » 720 HEAOI
Bt 7. LRFIR RLIRMEL PF ~OBTHE
EDEONT WA, —a—F /0 FElnd
&, T L/ BT E IR TV S, AFIORIEN
DBITHELOEEFEF L& 5 1B, AT
WEBbh, WEERTEREOERBERER
E. coli #¥&4 % GNR &—#d GPB Th5H
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Table 11. Urinary concentrations of S-1108 after a 50 mg dose in patients with cystitis
Diagnosis | Daily dose | Urinary levels ( zg/ml)|Organisms Before
No. SI;?IXee (Underlying (mg) isolated After ( uMing
g disease) (Duration)| 0 | 1h| 2h| 3h| 4h| (%) (/ml) g
TN, AUC 50%3 R (0) E ccfi 107 0.39
1 F 53 (3 days) 2.18/25.3| (1) (=)
(=) ays (10) CNS 10°
M.M. AUC 50%3 | _ | _| (0) E coli 10°
2| F 35 = (3days) | 001655 (4 (=
: 6

3| N.H. ADC 50X3 | _ |~ 10,02/8.38| - E?g'Ei%glo .
F 43 (=) (3days) ) ) (1) (=)

.| TK AUC 50%3 wsl =1 = = | C0) E coi10 0.78
F 37 (=) (3days) ) (2) E. colil0® 0.78
T.K. AUC 50x3 _ N

3| F 51 (-) (3days) 18.3

cce (0) E. coli, P. mirabillis|0.78, 0.10
6 HN. oo 50 wolizs - | - | - Candz.da spp. 10°
F 53 | Neurogenic (once) ) ) (1) E. coli, P. mirabillis,|0.78, 0.10
bladder E. faecalis 10°
T K cce 50 (0) P. mirabillis
K. o . 9

7 F 6l Neurogenic (once) <0.01{26.5[96.7 o E. c(‘o‘h) 10 0.10

bladder

8 K.A. & 50% 3 wolee. 7l - | = | - (0) E. coli 107
F 36 Uretheral (5 days) : : (7) (=)

stricture
R.U CCC 50 (0) P. mirabillis
. . - — —_ . 6
9 F a7 Uretheral (once) 0.02{48.9(62. 2 E. coli 10 0.10
stricture (1) (=)
18.5
Mean=*S. D. 0 +153.0(5.3 |25.3

20.0

% : day after treatment

REEM E. faecalis ZBRFIE=a—F/ oL Fl& BHIT, MR - HENOMENT2ICEEILL TV

HEEEV, LrL, BITRERED, FoELEL<
2HFTERVWLD BB, ERICIERARE
fT-THRT ALEND 5,

AUC IZxid 5%1Bi2 1 H 75 mgx 3, SHMT
93. 3% DEMRT, BHBTENLHREERDI. H
E¥HIC 13 GNR & GPB 2 ISV EEKE 2R
L, COWAERBLIZERETH 5, LH L, KA
Enterococcus IZIEEMENE DT, EHRFLEIR
REEE LCHET 28EVSEVY . IROMEKOHR
IZ2WTIid, 6 BRI%ICIZERED E. coli 24k, P.
mirabilis | KOWFh bR LTV, L,L, #
E®RTH#4B»5 30 BICBWLWTHRERIRD ST,
ZHUd, S—1108 AMERFNC & > TN « HEithAE 72

hotclEiT&BbDEBDLNS, ZHid, RITHEN
BEEFRTORPHHMBEZME LRI S bRBE N
720 CC—UTI TiX AUC L &% -T, —HDEHFT
REHEIREINTVWAEVWDT, | BR5RZ 300
mg 20ELTEHDEBbNSE, FOHEBERDE
B L MEEIRIETRIT L., ZDBRTR, BEC
SV RPBEICENA LN, ARIDXSITT AT
BROEHT, B 50mg SERBKEE, EFICXD
HEftDENRAZVOTREVHEBbN S, Repdift
ROEMRDBE L TEBEF T, $HELVE S AThE
DDy, FEREBGICHTIHEND S, SEIOH
T, BEREE L THRFICEROF ZERL TV
ADT, WINEHEMDZHIBRENROZIKET 2L D
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DEEZX W,
3D AUC HHRMIOKTITid, #HICEREMNS S
Ntce UL, TOLHBHNZBRMRD 10%LLTF 2)
EBbh, BLLIFMRPBRENESH, CC-UTI
bR ~NEXRIETH - 1o
LBRMITSVWT R TNE L3, thoffim
FIERIHEEZTLM 710 3)
RIENNITI3 S-1108 13 1 B 150~300 mg & {EHART
UTH izt LT, BEF D ERAI & RS0G5 ERD
12o F1, BRMICHOWT LM E 783 A - Feo 1)

X [
1> Yoshida T, Hamashima Y, Komatsu Y, 5)
Nomura K, Kuwahara S : S-1108, a New
Oral Cephem : Antibacterial activity.29 th

Clinical evaluations of S-1108 for

ICAAC, Abstr. No. 368, Houston, Sep, 19
~20, 1989

Inoue M, Inoue E, Inoue K, Haman, y
Mitsuhashi S : Antibactrial activity of;
New Oral Chephem 5-1108. 30 th ICAAC,
Abstr. No. 662, Atlanta, Oct. 21~24, 195
KEKA (UTI FELR’E - UTI B
8 (8 3 Mo Chemotherapy 34 : 43~
441, 1986

BARE= . BBHIMEDL XOD W EERNEL,
DESHK, WL (CEREDRL, 36y
~845, 1987

HRTHL T OB W40 @8 AMeegis
22, FEL LRI T L, S-1108, &EE,
1992

urinary tract infection

Keizo Suzuki, Masaki Horiba and Toshiaki Tanaka
Department of Urology, Hiratsuka Municipal Hospital

1-19-1, Minamihara Hiratsuka-shi,

Yorio Naide,Masayuki Shinoda,

Kanagawa 254, Japan

Masanori Yanaoka,

Katsuo Takanashi and Hideo Hibi
Department of Urology, Fujita Health University School of Medicine

Forty-six patients with urological infections were treated with the newly synthesized oral
cephem antibiotic, S-1108, in daily doses of 150 to 300 mg for 3 ~ 5days, and the following

results were obtained.

The drug was effective in 95.7% of the 23 patients with acute uncomplicated cystitis after
3 days of treatment and 52.4% of the 23 patients with chronic complicated urinary tract
infections according to the criteria proposed by the Japanese UTI committee.

The average levels of the agent in prostatic fluid (PF) 2hours after a 200 mg dose of S

1108 were 0.03 ¢ g/ml*0. 03z g/ml (n=3).

Neither side effects nor adverse laboratory findings were observed in all cases.



