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S 8 MR R R
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AFAFNENLZATNEEE LI TaNT v I Th
%, KEBBPENMSHINZH, BEEOIRTT—F
I D ERITKDEES N, S-1006 &85,

S-1006 (&, 75 LIBHEB XU T LEEREIICY
LT 2D ENTLTBISIRE AR ML EsEN
mEHEAL, £/, FEMEEHRRDB-T75<—
PIKEETHHEMNHEINTVS Y,

AT, =7 2BV B EEBRRMEREIIN
7423 S-1108 @ in vivo HEEARIC>WTHE T 5,

1. RBHHELURRS®
1. (EFEEY : BEREPIRRG,, MRORESERGL, TR
B L UBEES I Sle : ICR RiftE= X, 5 EEL
(K& 19~23¢g %, PREBEEZIC(L Icl : ICR Rttt <
wZ, 588, {KkE 17~21 g AWV,

2. HERFE : S-1108 CEHHREWMAA, Lot
No. 56), cefteram pivoxil (CFTM-PI, Elift
%), cefaclor(CCL, EHHBE) H L amoxi-
cillin (AMPC, BRERKIE) *HBRET, 5%
TSETTLBRICEBLTERICHL [,
vitro HERITIX S-1108 3 L ¥ CFTM-PI D& R
TH 5 S-1006 (EFHEBFEHFA. Lot No. P-79-
49) 75 5N cefteram (CFTM, Zlifk#) #AV
7o

3. EREK  YRERRED VS LIGHEE 4 BE
SEMRIL SN 'S LEEHEEE 8 BfE 9 AR E
RRAEERRICE L TIE, —80°CICEHERELLINLD
HiEZRBTTEROMIHMEL, S4DENELT
=Rk AT 2VarT43 (HIB, %) T
BEARLU TERICH L,

4. B/NRBMHEILEBRE (MIC) ORIE : HALF
BUEEAMERER (THEHL LT, RSEEaIE R
(B ZHWIERERFARET MIC Z#15%E LT

*T553 KM@ XiM5-12-4
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5. b X ONERERER

1) e RS : Streptococcus pyogenes C-203
% & U Streptococcus pneumoniae Type | (3 HIB
12, FOMOEKIES5 %4 F >~ (ICN pharmaceu-
tical Inc.) WL, ThoD05mldBWE10
ml ZEREPRICERE L, BYICL BRI, BRD
RATIIEERE | BR% 1 EOROKREE L, S
pyogenes B X U Pseudomonas aeruginosa B&H:T
i, BE1BLU5KEH%D2E, S pneumoniae
BRETH L, 4BLUTHMAKZO IEREO#/RSE L L
teo 1ESIED= REFEHL, 2~3MEEREHD
E’LUT, BEGT7 BROEFERN S Probit ki Xk 050
%EHME (EDso) O ITEMMBA (95%) %K
¥, 1A% OHGRTRLI.

2) BTFEY : Staphylococcus aureus SR14 %
REFICHW ., AEE MY T bV 1T a R (TSB,
¥W) T 37°C, —HREHERK 1/156M ) CEEERER
(PBS, pH7.0) ZHWTHE.LBERL, €5 F 001
%EECREREKT 2 X10°CFU/m]l OFEKICTE
Lo COEED 0.1 ml =y AHMETICEE
L, B 8LV 5 BMZICEERZO®/RS L, &
e A8 BERERICERE T2V LT BBOREL LU
BREAMEL, TOBERBEEE Lico 187~8
Cp=y ZEBWV 2 [ERETY, FEHFERSEHOFE
HEEEEE B IC U CEARSHORBE KM IER%E
R, EESEOMIEEMN S Probit #IZk D ED;,
BOITEHERR (95%) zBHL, [EYLOES
BTRLIS

3) BEfEZ : S pneumoniae Type 1 ZRREEIC
AW, BSOBFECICHE-T, A—aR =5 TH
Blicey 2OKRBAIC, BREER 0 0l ml (2 X
10°CFU/mouse) %7 v 7 BICERh & 7 27 4 —
Ve NT—HTHEEE LIccM 702y Y IUERN
THEL, HEXTEREX S, Eiidmkg a4, 27
BLU 0 BRI 3, BOX0E L, Rk 48
Bi#%ice 1 7 oERy b TAMA LD 3K %R
L. 3RFERMEM A A—b « 127 223 L EREM
(HIA, WD) X2 EREFEZITAV, BHK 1 ml
YO DEFEHAERDI, | BHTEO<Y ZEZAWT2
MEREZVIRL, BERAEERSERIEESEICIT
N1/1000 U FOBAEZEMEHEL, SBREEHD
BEEMN S Logit &I L D ED;, 15 5 TIC{EFRA
(95%) %k, 1EIH4D DFREETRLIS

4) FRIRgsRLYy « BRYE & L T Klebsiella pneu-
moniae B-54% B\, BRICHRE LIcHEY - T

RPAZITIS » oo T DMMEZL~BE, TSB T ~#
B U o ARRY Am e %, 1/156M PBS (pH 7. 0)
T 1~2X10°CFU/ml s L, C DHiB%IEE K
GeUEB A D 7 7 2B R X e, TR RRGE 4 1
ML OBBL, BAXOWS 20, 7 BRMEEL
f2o 1BESIED= Y Z%2H, 2 EFERERDIELT
R 8 QD2 ZEFR LD, Probit #T ED,,
7S MTEFERAR (95%) 23ked, 1[EY D DS
Tmr L7

5) FRERRKHL : Proteus mirabilis SR434 % &y
BUCHVY, BEICHE Lo Bk g - TG IR L
teo EG, —RAAKEHIR Lo~ 7 ZISHBIHER 21T
7o 7oL, B 0.1 ml (1 ~2X10°CFU/
mouse) A RFREANCBEMPIICEM L 7o, HM%E
LI REO RN Y » 7T 4 BB L1, Y
SEIEE 6 B R ICR OIS L, LEBHELOES 2
B, 3 HRAELE L2, B4 BRI 2R’
L, HIBAMATHREIF A X L1% 3%BEXM
NU AL ZF—RBEM CGE Ik 2 EREBREIT
B, BER] g Bo0AFEKEKDI, 1B5T
D=y AEHAY, 2~3EEREFOKL TENEHK
MNI10'CFU/g XGDBEICEMEHEL, S5 R
BICB 3 HHRN S Logit 5T EDs, 14 5 UITE
FERRR (95%) A3k, 1Y O DEERTR LI,

0. £ &% & &

1. 25RGIxT 5 I8EME

7 LIGHEE A EES MR ST YT LPEtE 8
B AERICK B~ RIEENEREICITT 5 S-1108
DIRBHEERFTL, TORELE MICEE—1ELT
Table 1 LU Table 2 IR L7,

1) 77 LIGHERES (Table 1)

Penicillinase (PCase) A K EZ S H 72 S
aureus 5 BHEKIINTT 5 S-1108 D ED,, i3, PCase
BEADOHBICLEC 9.98~28. 8 mg/kg DIEAR
L7ce —FH. AMPC Dig#shRI3, PCase IEEAK
T3 0, 40~1. 07 mg/kg & S-1108 1= HBE &AM B
nTWichs, PCase EEAEMKTIE 22. 0~>100 mg/kg
ERESCETL ZTOHER PCase EED S
aureus BPIIXI T B S-1108 DIREENRIZ, B
AMPC ITHE~RBESMTEBN T W, £, 2 TDR
gicBIFBH S-1108 DigEM R F, CFTM-PI
(EDs, {i=86.9~>100 mg/kg) IZtE~EMICEN
TWwizh, CCL (EDs, fi=1.05~7.07 mg/kg) i
HARNED H > T,
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Table 1. Protective elficacy of S-1108 and reference compounds ?,gainst
experimental intraperitoneal infections with gram-positive
bacteria in mice

Organism C d ED;o 959 confidence MIC
(Challenge dose, Mucin) ompoun (mg/kg/dose) limits (ug/ml)
- ~ 0.78
Staphvl S-1108 10.6 8.08 14.2 7
apny Oggfictis QUPEUS  Cefteram pivoxil 86.9 64.9 ~ 117 1,56
(1 x10" CFU/ Cefaclor 1.05 0.7 ~ 1.41 1. 56
_________________ mouse.t)  Amoxicillin______ 040 028~ 059 02
Staphylococcus aureus S-1108 L 18.0 13.5 :' 24.3 ? gg
SR2744 Cefteram pivoxil >100 .
(1x10" CFU/ y Cefaclor 1.76 .33 ~ 237 3.13
_________________ mouse.*) Amoxicillin 076 057 ~ 103 02
Staphylococcus aureus S-1108 28.8 21.5 :' 41.2 :13 ?g
SR2746 Cefteram pivoxil >100 .
(1x10" CFU/ + Cefaclor 2.64 2.02 ~ 3. 46 3.13
oD pnRmouse ™ Amoxicillin L7 . 0.79.. ~____. 1% _______ 0.2_____
Staphylococcus aureus S-1108 N 9.98 7.24 ~ 13.6 1. 56
SR14° 8effteriim pivoxil >102 i L a7 - 234 (33 }g
eraclor . . -~ . A
({2 X107 CFU/mouse. ) Amoxicillin________ 220 158~ 303 156
St , S—1108 20.1 4.7 ~ 283 1.56
aphylgclggg:t)s QUreUs  (Cefteram pivoxil  >100 - 8.25
Cefaclor 7.07 540 ~ 9. 26 12.5
(1 X107 CFU/mouset) Amoxicillin __ >100 = 125 ___
: . S—1108 7.14 3.70 ~ 11.8 0.39
Staphylocaceus LTS Cotieram pivoxil 60,7 4.7~ 822 1.56
(1x10° CFU/ 4y Cefaclor 1.16 0.76 ~  L72 0.78
_________________ mouse ™ Amoxicillin 291 189~ 50.2 039
Strent S—1108 0.10 0.087 ~  0.15 <0.006
o o PE"%S Cofteram pivoxil 0,11 0,081 ~ 014 =000
(2 x10° CFU/ —_y Cefaclor 0.81 0.55 ~ 110 0.2
Bt mouse. ) Amoxicillin | 0095 ______ 0.046 ~ __0.12 0.013
. S-1108 0.57 0.39 ~ 0.92 <(. 0086
Strep mc%ccg: FIEIMOMIE Cefteram pivoxil  1.24 0.82 ~ 2721 0.013
(2 x10° CRU/ _, Cefaclor 10.7 6.15 ~ 171 0.78
mouse, Amoxicillin 0.17 0.087 ~ 0.27 0. 025

Therapy :p.o.,

MIC

I h after infection,

'

S-1006 and cefteram, respectively.
@ : penicillinase—producing strain

Staphylococcus epidermidis SR4266 gzt L
T S-1108 i3, 7.14 mg/kg ® ED;, fi*/RL, CCL
>S-1108> AMPC = CFTM-PI DIEICBN TV,

S. pyogenes C-203 BRHITH VT S-1108 13 0, 10
mg/kg D ED;, #/xL, CFTM-PI X AMPC
LEREE, CCLXhHLMBENTHW, —4, S
pneumoniae Type I &GN T B AFEDBENE
i3, AMPC iZiRWTH#H, CFTM-PIL iZtlb~X#2

(3r.
a

CCLITHA~# 20 fEEN TV 0

2) 77 LiatEEE G (Table 2)
BRIREZBR 7 T LRRHERRGICT L S-1108 3

; land 5 h after infection
;1.4 and 7 h after infection

: Inoculum size was 10° CFU/ml, MICs of S-1108 and cefteram pivoxil represent those of

8.82 mg/kg LITD ED;, %7/~ L, B -lactamase
EAFEESOLHHAOREEICHNTH - e, B
Haemophilus influenzae 88562 4T3 0, 14 mg/
kg ® ED;, Z/R L. CCL, AMPC ick.~6 &L
EN T\, 51T, cephalosporinase (CEPase)
BE4 D Escherichia coli SR377, Proteus vulgaris
CN329 ¥ & T Citrobacter freundii SR23, 1550
T PCase EEAE®D Klebsiella oxytoca SR696 BAT
i3 CCL ® AMPC icHx, 5&LI &S MICER
TWic, £, CFTM-PI& #4538 &, E. coli, K
pneumoniae B-54 B XU H. influenzae 88562 R



vOoL. 41 S 1

S-1108 @ in vivo HiEH

97

Table 2. Protective efficacy of S-1108 and reference compounds against experimental
intraperitoneal infections with gram-negative bacteria in mice

Organism Compound ED;, 959% confidence MIC
(Challenge dose, Mucin) P (mg/kg/dose) limits (ug/ml)
ichi I S-1108 . 2.83 2.21 ~ 3. 62 0.2
ESCh‘i’E’éc_l‘f con Cefteram pivoxil 2. 00 .31 ~  2.60 0.2
Cefaclor 1.07 0.83 ~ 1.40 0.78
(1107 CFU/mouse. ) Amoxicillin_________ 682 . 278~ 811150
b li S-1108 8.82 6.96 ~ 10. 8 0.78
ESChSeRrg%}?g cot Cefteram pivoxil 10.5 8.09 ~ 13.9 0.78
X10° CFU/ 4+ Cefaclor 45.0 3.7 ~  80.7 25
(3107 CFUY mouse: ) Amoxicillin___ >100 = 2100
. : S-1108 2.90 2.36 ~ 3.50 0.1
Klebs‘e”‘]’af’g‘f“m"”‘ae Cefteram pivoxil 2.31 .50 ~ 3.2 0.05
Cefaclor 1.40 0.97 ~ 1.73 0.39
(6107 CFU/mouse. 1) Amoxicillin . 3.06 2.1 ~ 390 078 ____
. S-1108 5. 72 4,29 -~ 7.74 0.2
Klebss‘;lé‘;;’fy 9% Cefteram pivoxil 61,6 46.3 ~ 915 1.56
(1 x10" CFU/mouse,+) Cefaclor 2100 _ 100
T T Amoxicillin  >100 o T >100________
Proteus mirabilis 5-1108 3.02 2.21  ~ 4.20 0.2
(1 x10° CFU/ 4y Cefaclor 5.30 4.04 ~  T.08 3.13
R oY mouse. ™) Amoxicillin_______| 6.60 _______ 5.05_~ __8.66 1.56_____
Proteus vulgaris  S-1108 3.54 268 ~  4.67 0.78
CN329% Cefteram pivoxil 21.5 12.9 ~ 37.0 1.56
(2 x10° CRU/ H Cefaclor 35.6 26.8 ~ 49.5 >100
_________________ mouse ™ Amoxicillin ___ >100 = >100
Citrobacter freundii S-1108 . 4.51 3.03  ~ 6.85 0.39
SR23% Cefteram pivoxil 9.10 6.97 ~ 11.8 0.39
(3 x10° CFU/mouse,+) Cefaclpj ; 2100 _ 100
T (Amoxicillin  >100 T 21000 .
Preud nosa 51108 T304 222 ~ 4Ll 6.25
seu omosrzélg ;erugmosa Cefteram pivoxil >100 - 100
Cefaclor >100 - >100
_(2x10° CFU/mouse.t) Amoxicillin _ >100 = >100
Haemophilus influenzae S-1108 0.14 0.10 ~ 0.20 0. 006
88562 8ef;‘teri\m pivoxil 8 1139 8 ég ~ 0. gg §8. Ogﬁ
efaclor . 81 R ~ 1. L7
(3 x10° CFU/mouse.¥) A oxicillin 113 0.86 ~  1.49 0.2

Therapy :p.o.,|h after infection, *; land 5h after infection

MIC : Inoculum size was 10° CFU/mIl. MICs of S-1108 and cefteram pivoxil represent those of
S-1006 and cefteram, respectively.

“ : penicillinase-producing strain

o : cephalosporinase-producing strain

TRREBETHYH, K oxytoca SR696, P
vulgaris CN329 £ & FC. freundii SR 23 B&gtic %t
LT 2~ LB SN EBNICIRESRER LT,
UL, P. mirabilis SR434 G Xtd % S-1108 D
TBESRIZ, CFTM-PLICHANR1/2 &4 ->TWi,

P. aeruginosa SR24 BEFIIIXd 5 S-1108 D
EDs, fli13, 30.4 mg/kg & DG HAERIHE
BH->TWich, HBRIED>100 mg/kg I LS
MENT: in vivo iEMER L1

2. IEHMRCREITHREREROLE

PCase JEFEL K S. aureus Smith ¥ X ¥ PCase
BEAEMK S. aureus SR14 ZRRGE & U7 RN G %
AWT, S-1108 DiaEMBRICRIITHERRICOV
TR L, ZTDRE% Table 3 i1Z/8 L7co Smith &
ZIcBOWTHEEERY 100 f5IC8R T 5L, CCLO
ED;, {Ei3% 20 £&, SRI14 BB THE% 10 {ZIIHE
4 5%5& CCL BXU AMPC @ EDs, (3 20 {121 E
WERL BEHEEOEEMNFHIIRD SN, —
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Table 3.

Effect of challenge dose on protective efficacy

of S-1108 and reference compounds against '
experimental intraperitoneal infections in mice

Staphylococcus aureus Smith infection

ED;, (mg/kg) Ratio
Compound [ x10%* (a) 1 x10™ (b) (b/a)
S-1108 4.89 10. 6 2.2
Cefteram pivoxil 42, 4 86. 2.0
Cefaclor 0. 053 1.05 20
Amoxicillin 0.10 0. 40 4.0
Staphylococcus aureus SR14** infection
ED;, (mg/kg) Ratio
Compound 2 x10™ (a) 2 x10** (b) (b/a)
S-1108 14.1 24.9 1.8
Cefteram pivoxil 156 452 2.9
Cefaclor 2. 46 62. 1 25
Amoxicillin 22.0 >500 >23
Therapy : p.o., lh after infection

* :challenge dose, CFU/mouse
** : penicillinase-producing strain

7, S-1108 DEENROEHE I3, MBEICEVTH
2f&&/h& <, CFTM-PI [@# CCL & AMPC
I EREROEEZ IO EME R LT

3. TG T BiEHME

S. aureus SR14 (PCase BEARR) 1T X B TR
IS HIaEMBERIT L, TOREE Fig. 1 ITR
L7co S-1108 5 8Hic B 2IRBHEE L, BERIC
ELCTHNL, ZOEMKMEIERIZ 10 mg/kg DRSS
ICBEWVWTHM 0% 2R L, MYREOVLWTIhEID b
SVWERETh 7o ZOBRBEBRMEILERE DKRHI:
S-1108 @ ED;, {EZ 5. 99 mg/kg L RE L =MD
FTHR bEN, CFTM-PI, CCL XU AMPC i<
EXERZENH TE, 10EBX0 1T ELL EDEED
BTh-1,

4. BEERICTTT BIREHNE

g & LT S pneumoniae Type I ZRW/- Bl
FRRICITT 5 S-1108 DinFMB ORERE % Fig. 21
RUTce WINDE M dose dependent 73 Bk N EHE
HOB/OMWEEIN, S-1108 Tid, 1.5 mg/kg &5
BICBWTHHIKRANERIZ 7. 8X10°CFU/ml & 3H|
JEEEEE (8. 7X10°CFU/ml) iZtbX1/1000 AR
BOL, ZOREMEIZ AMPC &%, CFTM-PI

FDEMot, ARFEEFTNICHT S S-11080
ED,, {3 1. 78 mg/kg 2R L, ZDEFENER
AMPC & [E% T, CFTM-PI it~ 2 £, CCL
ICHE LI 30 fE LB S BN TV,

5. MEORERREANIC N AIARNE

K. pneumoniae B-54 % &8 & L 7= FFIR S5 E
IKxt9 5 S-1108 DB RERIT L, ZOMEE
Table 4127 L7z, S-1108 (2 4. 34 mg/kg @ EDs,
ExERL, ZDBEEHEE, AMPC, CCLIicHLE
heh# 2 H5EERTVRN, CFTM-PIK
X172 EF->TOV,

6. FREQRRFICT BiEEHE

P. mirabilis SR 434 i & 2 IRBRGICE T b
EHRERTL, TOME% Fig. 3Icm LT
S-118 #&HHBR LcLWFhoEY T L BEREHR
BRERIKFELTHEDL, S-1108 T3, 3mg/keik
BIBWTX A bENEEKR 7.8X10°CFU/g & EA
IEREEED 2 8X10"CFU/g I H~BF & pvicbiid,
BMOBRENENED SN, —F, ThooREDE
53R S-1108 D EDs, fEid 1. 23 mg/kg &7
L, AEOEBFEHEIZ CFTM-PI LERECTH-
7, AMPC 5L CCL It 4 # 4 {£5 L UH
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1004 W S-1108 =~ 9
904 [ Cefteram pivoxil § 5 z—clrltm .
& [ Cefaclor 8 teram pivoxil
> 80 B Amoxicillin (:o O C::(aclf)r ,
] 2 7 £ Amoxicillin
S 704 7 °
H E]
8 601 ? <
: 2 g
° 50+ ? g‘ N
g g 5 54
g 40+ 2
= 7 7. [
S 7k 7 8
2 30 7 gl £ 4
g— J ﬁ'-i,; % 2
g 20 Z ) 8
@ f 4 £ 3 ;
101 N b 3 v
0 éL‘ é A > 2 L
T 30 100 0 05 15 5 15 50 150
Dose (mg/kg/dose) Dose (mg/kg/dose)
EDso  95% cofidence MIC EDso  95% cofidence MIC
Compound (mg/kg/dose) limits (pg/ml) Compound (mg/kg/dose) limits (pg/ml)
S-1108 5.99 1.50~ 13.7 1.56 S-1108 1.78 1.00~ 2.89 £0.006
Cefteram pivoxil ~ 39.7 14.1 ~303 3.13 Cefieram pivoxil ~ 3.59 2.19~ 5.73 0.013
Cefaclor 62.8 - 3.13 Cefaclor 51.1 27.5 ~98.8 0.78
Amoxicillin >100 - 1.56 Amoxicillin 1.78 1.00~ 2.89 0.025
Organism : Staphylococcus aureus SR14 Organism : Streptococcus pneumoniae Type |
(penicillinase-producing strain) Infection : intracisternal inoculation, 2X10° CFU/mouse
: sub: yus i 1 2X10% CFU/mouse Therapy :p.o., 24,27 and 30 h after infection
Therapy : p.o., land S h after infection Judgement : Viable cells in brospinal fluid were d at
Judgment : Abscess areas were measured at 48 h after infection. 48 h after infection.
MIC : 105 CFU/ml. MICs of S-1108 and cefteram pivoxil MIC : 108 CFU/ml. MICs of S-1108 and cefteram pivoxil

represent those of S-1006 and cefteram, respectively.
Fig. 1. Therapeutic efficacy of S-1108 and
reference compounds against
experimental subcutaneous infection
in mice

represent those of S-1006 and cefteram, respectively.

Fig. 2. Therapeutic efficacy of S-1108 and

reference compounds against
experimental meningitis in mice

Table 4. Therapeutic efficacy of S-1108 and reference compounds
against experimental respiratory tract infection in mice

ED;, 95% confidence MIC
Compound (mg/kg/dose) limits (rg/ml)
S-1108 4. 34 2.83 ~ 6.79 0.1
Cefteram pivoxil 2.18 1.38 ~ 3.44 0.05
Cefaclor 22.3 13.3 ~ 30.1 0.39
Amoxicillin 10.0 4.95 ~ 15.0 0.78

Organism : Klebsiella pneumoniae B-54
Infection
Therapy
MIC

: acrosol infection with bacterial suspension (1 ~2 X 10° CFU/ml)
: p.o., 4 h aflter infection and then twice a day for 7 days
: 10° CFU/mIl. MICs of S-1108 and ceflteram pivoxil represent

those of S-1006 and cefteram, respectively.
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’ %A% (ED,,=>100 mg/kg) & 0 WIS ICHEAE

o 8 E(s:;lr:::m pivoxil Hahro o
= l B Cefaclor S-1008 (3, &K 7 LIAVERHEEED B -lactamase
2] , = Aot i LTRETH BRHMAERLTOEY . 511084
% 6 § 3 -lactamase B4 7 7 LIGYEEH, K. oxytoca SR
£ N 696 (PCase), E. coli SR3T7 (CEPase), P. uul.
9] f§ | garis CN320 (CEPase) $& U C. freundii SR
$ Y ?E N (CEPase) 4% L T 3, 54~8. 82 mg/kg ¢
3 ; %§ @ AMPC, CCL & 0B S iclhr REFISIGERMEE
N DR L, AED B -lactamase 12K T 5 KR, in
e e vivo HERT bW E Mo, 72, PCase EAMTH
Dose (mg/kg/dose) % S, aureus SRI4 E&GICHWT, EHHERYMBICS
EDso  95%cofidence  MIC 5 S-1108 DLW BEDOES (EDsotb=1.8) @
Compound (mekg/dose)  lmis _ Ge/mb CCL (ED,,t=25) % L0 AMPC (ED,, H=>2)
eetorun pivoril o8 osn 16 o1 L 0/N&L, S aureus BKD PCase 12X LT, &
P AR s A 4 (3 CCL, AMPC ICH LELETH 5 T LNRKES

Organism : Proteus mirabilis SR434

Infection : hral i ion, 1~2X10% CFU/mouse

Therapy  : p.o., 6 h after infection and then twice a day for 3 days

Judgement : Viable cells in kidneys were counted on 4 days after
infection.

MIC : 105 CFU/m. MICs of S-1108 and cefteram pivoxil
represent those of S-1006 and cefteram, respectively.

Fig. 3. Therapeutic efficacy of S-1108 and
reference compounds against
experimental urinary tract infection
in mice

12(5 LB SMTEN, in vitro DLEETEMENENR & Rl L
ToRRETH -7

V. & 3

S-1108 DIEMFIETH 5 S-1006 (2, 77 LG
BB LU 7T LEERICH L CLEBSIRE AR b
WEHLY, B-lactamase XX L TEETH S
EVNMHEINTVWS, CORLEYMERTS S-
1006 @ in vivo IREAEHICBAL T, FDOIZATIVET
H5 S-1108 DIEFENRE T A TOESERPEET N
FRWTRET L7

77 LIGHEE 8 BEHRTL S TN 7T LEEHEEE 9 RIS
K BIEENRERICNTT 5 S-1108 D EDs, B, 7'
LIGHETIZ0 10~28. 8 mg/kg, 75 LEEMETIR
BRIBEZBR\VTO0, 14~8.82 mg/kg &, in vitro HiH
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In vivo antibacterial activity of a new oral cephem antibiotic, S-1108

Hideaki Miwa, Kenji Hori, Hayato Matsuda and Masaaki Izawa
Shionogi Research Laboratories, Shionogi & Co., Ltd.
5-12-4, Sagisu, Fukushima-ku, Osaka 553, Japan

The therapeutic efficacy of S-1108,
evaluated against experimental systemic and local infections in mice and compared with
that of cefteram pivoxil (CFTM-PI), cefaclor (CCL) and amoxicillin (AMPC).

In systemic infections with various gram-positive and gram-negative bacteria, including
B-lactamase-producing strains, S-1108 showed excellent in vivo activity, reflecting the high
in vitro activity of S-1006, the active form of S-1108, S-1108 had a broader antibacterial
spectrum against gram-negative bacteria than CCL or AMPC. Compared with CFTM-PI,
the antibacterial spectrum and efficacy of S-1108 were found to be almost the same, but
its activity against staphylococci and some JA-lactamase-producing bacteria, such as Proteus
vulgaris and Klebsiella oxytoca, were far better.

The antibacterial activity of S-1108 tended not to be affected by the challenge dose of
bacteria.

S-1108 also exhibited good activity against local infections, such as subcutaneous infection
with Staphylococcus aureus, meningitis due to Streptococcus pneumontiae, respiratory tract
infection caused by Klebsiella pneumoniae and urinary tract infection with Proteus
mirabilis, and its effect was highest among the antibiotics tested against the infections,

a new orally absorbable cephem antibiotic, was

except for respiratory tract infection.



