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HLWEO+E 7 = LK) S-1108 DHEH, mMERS
WEIR R L EERR I RICEI T AR

HEEA - kA - FH=EENA
BEAZIERD « KK 3 - AR
RIBAFHFELF IR

S-1006 DIRE B LV T KT v 7' ThH 5 S-1108 DIMiE - HEIKFIRE & H B8 PERER 25/
BRI BERRM R 2R L7,

S-1006 DEEFRSBEEH 1< X1 B I 1113 Haemophilus influenzae (46 ¥k MIC,, ; =0, 025
1 g/ml) % Streptococcus pneumoniae (41 £k MIC,, ; <0.052g/mD XL TENTEH
0, Branhamella catarrhalis (45 %k MIC;, ; =0.39 zg/mD 12X L TRPPBVEWVD
BRTH-7100, SEREED Staphylococcus aureus (49 ¥k MIC,, ; >100 2 g/ml) #
Pseudomonas aeruginosa (54 £k MIC;, ; >100 2 g/ml) IR S/, 200 mg 2R L 7c
B2 S-1006 DEREMPBEL 0. 91 £ g/m]l THEEPREZEER 0,041 £g/ml TH -7,

14 ERI OB IR BREEDBEIC | B 450 mg H 5 600 mg % 3~ 7 HEiRS LIcBE
DEHRIBITN%TH - 12, MEFHRIZ H influenzae (3/3), S. pneumoniae (5/5),
B. catarrhalis (4/6) TH 7D\, S. aureus 1 HRIZBRETEL D -7,

P. aeruginosa 2 MBS LIS BBEREEIR 3 ED I » 1o, FWHBEHERHRBFICR SN
-1,

N SDEERIZ S-1108 i3 H. influenzae, S. pneumoniae, B. catarrhalis iZ & % FER 25

RPEICH LTHATH S ERKT 5,

key words : S-1108, HE1, METRE, WBRBREE, BERNPIRE

S-1108 (IEHBREIFERE L e X7 INVEEO
7 LRBEMET, S-1006 D 4 i ENOA LA
FUAFINEEIZTIVESIETHILED 5 DRI
EEHicTa RT3 v 7T, ABANOHEERIH
46%TdH 5,

AEROMEARY b T LT 5 LBEEH S FatE
HETIELLY, BRERE T FoBERRS S LB
HEE AF Y UERE T N OBKE, Enteroco-
ccus BREABRCHBECENE®EBLTED, 8-
752 —BILET, FORBEERBRRENLSD
hs*,

4Bl S-1006 D in vitro i 1% &P 255K H
B OWTRETL, I iR 23 R E 2
S-1108 #NR LcBROBERAMERAE L/ £/, &
FIEAEHOBREIC S-1108 25 Lot o
S-1006 D REE & R P FEARE B X FERMRICD
WTHRHT 21T - 1o

I. B & H &
1. FRBRERICHT 2REN
1988 FEH S 1990 £ 1 4 B8 PR 25 B A E D 2 M1
DEENSBONIREEOHELZEE T N7 KE
(S. aureus) 49 t#k, WiZREKE (S. pneumoniae) 41
W, 170V YHE (H influenzae) 468K, 75
UNAT e 1H 53—V R (B. catarrhalis) 45k, %%
BB (P. aeruginosa) 54 BRITOWVWTEXERAR
FBICX O BNEEHRIERE (MIC) %k¥i, @
BHikl3 S. pneumoniae &V B. catarrhalis 135
9% MR M M M Mueller-Hinton Broth (BBL),
P. aeruginosa L' S. aureus (3 Mueller-Hinton
Broth (BBL), H. influenzae {35 %% RiH (L&
fi Brain Heart Infusion Broth (BBL) (Fildes
Broth) ZH\, 37C 18 KR EEK Z T h[E—D
RESZHERIEREHIT 104 cfu 2R L7,
RS2t Al E XS IS Mueller-Hinton Agar (BBL)

*T852 RMETIRAET12-4
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M\, S pneumoniae % & U B. catarrhalis 15
WRMMRMEIN I, H. influenzae 13 5 %% BMH (LMK
EMATERL, BRoOEMEZs 17 - 7385~
VDR (IRIRMEP) SBBIE Ve FIE N 37°C 18
IR 1T MIC 3R 7,

2. S-1006 DOMEHH I L U IMrhikE

Wi%8 iz &0k L1 B, catarrhalis [E X RIX L
S-1108 % 200 mg PINR L 7B od Ik % 0, 30, 60,
120, 240, 480 MM, &S5 HEMA SI%S5H% 5 B
HE TOWEETXTHRL 7,

i (3 07 53 BT, IR IdZ D F F -20°CIT THRS
R LT S-1006 D MRE*ME L 7o

FHikizmik, WBEE HEBY v THEICK B EMEN
REEE B, REMEI Escherichia coli 7437 & L
fo& A S-1006 DRIEMRFZ0,02/.g/ml TH -
7o

3. ERREIRRET

14 PIOMMBERF RIS REERE (BEREIRT
B, FRMEKIEXIRIF, [ESIGRE 2 I, iz 2
F) ICAFIZ 13150 5 200mg, 1 H3E, 7H
B (REXIBE 1 fload 3 AR B5 LTHRELE
TER B IBPEHERE R,

F7, AFEFANICIIBED THREB,

BRI B OHIE 3R 5R], 5, HR5EROBKIE
K EBEEOBEY, MKEFHREMESDSHO
YEBAEICL DEL (excellent), HX (good), *

4 (fair), &% (poor) D4BRMETYR|

7V,

I # 2

1. VPR BRI AT (MIC)

S. aureus 49 # (MRSA ; methicillin-resistay
S, aureus 13 39%) @D MIC [35E21C 2 BT My
100 g/ml BL L0 HAC 18 8k (3T%) Tt
(Table 1), F&ZHEMD MIC DG 0,39 11 g/ml
5 25ug/ml FTTE—7{HIZ 1,56 1g/ml T cefiyi
me (CFIX) £ 9 3 ZEBUVA cefaclor (CCL)
Lid3EE%TH - 120 S pneumoniae 41 # it
2% MIC (Table 2) 28R 5 & 328 (78%) <005
i g/mlICFETELTHD cefteram (CFTM) &l
B UHRENT, CFIX tH~XTH3E, CCLLbg
5EBRBOVHRENE b > TWIH 1,56 £ g/ml iz 14
T EMNFEE LTze B. catarrhalis 45 5k TS
i3 (Table 3)2 #ICH11<0. 0254 g/ml I 164
(36%). 0,104 g/ml 55 0,78 1 g/ml <Y B
(64%) HEAEL T SEREREIBR SHEh-L,
o B-5 7 5 LEEDHB T CFIX LE%
AMPC + clavulanic acid (CVA) L 9 <005
ig/ml DD BEFELE L7, CCL ® AMPC it
3EMS4ES-1006 LD E->TWi,

H. influenzae 46 ¥k 12%t LT3 (Table 4) 2k
D MICH0, 10ug/ml UL TFTHD, ZORSOMH

Table 1. Susceptibility of S. aureus (49 strains) isolated

from sputa

0. 39 1. 56 .25 25 100 >100 zg/ml
S-1006 1 5 11 5 1 5 3 18
Amoxicillin| 1 1 3 9 9 2 6 11 6 1
Meticillin 18 8 4 4 1 14
Cefaclor 2 7 13 3 1 3 6 14
Cefixime 1 1 10 7 4 2 24
Erythromycin | 21 4 1 1 22

Table 2, Susceptibility of S. pneumoniae (41 strains) isolated from sputa

1

0055  0.10 _ 0.39

1.56

6.25

25; 100 >100 pg/ml
S-1006 32 3 2 2 1 1
Cefaclor 9 15 11 2 2
Cefixime 2 8 18 1 8 1 1 1 1
Cefteram | 29 5 2 1 2 1 1
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ug/ml DS 3THk (80.4%) LEBENIHEN2R->T
Wi fid B-5 7 7 LFIE DB TIE CFIX &1d
13E%, CFTM & Ti3=0, 0251 g/ml DEERZMH
B S-1006 iIcE K Rohi, £/, AMPC+CVA
iCh~3 & 3EEN, AMPCIC4ELIE, CCLIC
H~RSEL EBN TV,

P. aeruginosa 54 tRicxt LT3 (Table 5) —
MICRZHENFET 5530 CFIX, CFTM,
cefpodoxime (CPDX) & R7I %148 #k (89%) Ll
EHNMICI12, 5 g/ml YA EDORHERETH - 72,

2. WIERRGUESMICE T 3 BEM S X OTEE
D S-1006 DENERE (Fig. 1)

T4 B (i) BHIC B. catarrhalis [REXRK
MPRONI-DT S-1108 200 mg 2% 5 L1t & 2 A,
PERSE%OMEDBREIL 12007 KbEH< 0,94
rg/ml THo1oo HHEIT S-1108 5 HIRIAIC 38 B
EIRBX D, 20N 26 REGAERR (<0, 02

ng/mD TR TH -1 12 RIEDRIERTEEI KR D
BEI20.0261g/mlD5 004l g/ mlichDRLE
Mo7cDRBEMHD 0. 041 ng/ml THY, EREHE
T& 5% B. catarrhalis ® MIC (2 0, 78 1 g/ml TW§
FEh S-1006 DEE LD 1 K<, EREEAFRS
% bIHE LA - oo S-1006 OISR h R & Mg
BEOE—-/7DhEEBE4.3%TH -7,

3. EGKRHIRRET

14 () D H BT REIR 25 ERGME B EIC S-1108 225 L 7c
FER A Table 6 ITRF . EBBICEMERER S &
(Table 7), FEHRME[EXR 1/3, BHEIEZX6/1,
[E IR 1/2, Wik 2/2 T, 2EDEHERIZ10/14
THoteo PPEMIS aureus 1Tk AHHEMTREX
12 5-1108200 mg X 3 /B#%S LIERI T S. aureus
DD LichERE TERREIR bBEREIC L
E% - fEH & B. catarrhalis®& H. influenzae M
BEHEICL 2 BHE[EXROBET S-1108 150 mg

Table 3. Susceptibility of B. catarrhalis (45 strains) isolated

from sputa

1

0,025

0.39

1.56

6. 25

25 1 g/ml

0.10
S-1006 16 3 8 15 3
Amoxicillin 10 6 3 5 8 10 3
Amoxicillin+Clavulanic acid| 1 5 17 22
Cefaclor 2 10 9 1 7 5 1
Cefixime 15 4 5 16 5

Table 4. Susceptibility of H. influenzae (46 strains) isolated from sputa

1

L]

0. 025

]
0.10

0.39

1.56

6. 25

1
25

100 ¢g/ml

S-1006 37 8 1
Amoxicillin 3 28 4 2 2 4 1 1 1
Amoxicillin+Clavulanic acid 22 19 4 1
Cefaclor 1 1 8 29 5 1 1
Cefteram 12 31 3
Cefixime 41 2 2 1
Table 5. Susceptibility of P. aeruginosa (54 strains) isolated from sputa
1 1 ] 1 1 1 1] 1 L] 1 ! 1 1
0.05 0.20 0.78 3.13 12.5 50 >100 #g/ml
S-1006 3 1 1 1 38 2 14 8 21
Cefixime 2 1 2 3 3 5 38
Cefteram 3 3 48
Cefpodxime 3 51
Ofloxacin 1 3 16 9 9 7 1 8
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K.R. 74y, o, Bronchitis (Lung cancer) S-1108 200mg p. o.

0.1
pg/ml | Conc. of 8-1006
in sputa

B. catarrhalis (MIC:0,78pg/ml) 10"/ml—> 107/ml

0.05

May, 11 12 13 14 15
Peak serum conc. of §-1006 ; 0.94pg/ml

Fig 1. Serum and sputum concentrations of
S-1006 after treatment with S-1108

X 3 /A5 L1ck A H influenzae (37H% L fopd
B. catarrhalis 3H%&Y T EER EDSRE LS > 1,
Fro, [EBEXIRREEIC B. catarrhalis 23 &4: L7 fE
FITIREERLNA SNIH 37, 6°COWAMBREFLT
RO RBMOEELNPPENE L

BE5BEOREHRTIE 1 H450mg (150 mgX 3) T
1B E L 5 ERICBVWT 4/5 DBHMERT, 1B
600 mg (200 mgX 3) D 9FEHTIZ6/9 T, 41
B 600 mg R SEH TEHRENEN - 72,

MEFENHR LGSR EOMBRERERED MIC &
ZAIE LT M L7DH Table 8 TH 5, H. influ-
enzae 38k (2 #kT MIC Z#E L 0,006 2 g/ml,
0.025 £ g/ml) ¥ XT/HRKR, S pneumoniae 5 ¥k
b XTHEE (MIC (3 3N =<0,025 2 g/m], 2%k
0. 1ug/ml), B. catarrhalis |3 6 BkHR 4 BROSTH &
(MIC (3 1 #kA3<0. 025 2 g/ml, 1 ¥HY0, 05 £ g/ml,
L¥RDY0, 10 ug/ml, 18R 0,39 g/mlD), 2 ¥kDFE
B (MIC 120.39 1 g/ml, 0 78 ug/ml) L7, S
aureus (3 MIC ZfIETZ 10D - e O EEIIRD &
WHIRERTH - 7o RICWWRIBOVLIERKI 2 HH
D, WFNLEBE (MIC BIEET) TH-7HhT
NICEBERBHB LM -7, ZTOMEESINA
Enterococcus BICK AR EIHBELEH -
foo E7o, 1HNCERAIICX B EBONEHMBALHE
L, #ESdl#%EeTiZE L LIS ERLEIER©
REBEE LR SN -7 (Table9-1, 9-2),

wIEF O (Fig. 1)

B. catarrhalis FEHOHEBREZIILE Hon
HERETHEDERABRTTHR OB DI N/
HBRETH B, AHD B. catarrhalis iZxt3 % MIC
13<0.025 u g/mliCE— 27 % 28 E 0,39 ug/ml Ll

Lom@#Eican, EEROBRICI L T3S Ry
&1 T B EMH No. 15 BHiIBITH-1p
catarrhalis 1= & 2 AEX KT 200 mg % 1 H 3@y
B UEMTHBH, S-1108 200 mg H5 Lipg
S-1006 O MIHMEDRFTEIZ 0. 94 1 g/ m] T4
FN5H S-1006 (& 38 Bk 26 BIKTRIERE ()
pg/ml YT THED 12 RIEDBEER 0. 026 1 g/m] 4
50,041 ng/ml THo1teo BIRPDB-F 7 5 Lo
WD SRR RE R REMENT 5 &N TERH,
S-1006 (3#9 0.1 g/ml 75 0. 4 12 g/ml DRELR
WARREHNHEM X N5, B. catarrhalis ® MIC 1§
R IEHIRAEE L) FIC1s B & AEFRIHRIEE AL
(W, CHNBEMNSESNIC B catarrhalis it MIC
0.78ug/ml THY, WMATH > 7<RREIE S-10060
W MENFRHAT MIC 2 BT U1 b8
fEnsd, o, BENVHBETD - 70T &M OKEK
OMFEHHRRTET L TCERORRBITEHT 109
BEER 38 Bikch 26 BEN BEEREH HRE Ve
BLllE-tcE bEL NI,

m % =

S-1108 i3 S-1006 D 7O K5 w7 (£7z4)
THRL/ACBOFEILERRESHDTED, REAR
J ML bEHOHROEDO 7 » LHTH5 CCL
BEXDEBLY, FrEE IR T LB
nEhx*EYd, Bl MRSA 2B < S aures
S. pneumoniae, H. influenzae, B. catarrhalis
HWEDRBEPELERBFCHOVRENZFRTH
BB L CRIREDYT RV, R, S8
OB BELFEDOELLLEBED S B, S pneumo
niae, H. influenzae \Z\3BHTHWIRENEZELT
\V 2o B. catarrhalis (3%1 90% »% B -lactamase &
HELR=ZDY e+ T LHO—PicwEERT
2O, S-1006 13t L T3 B R R & it
IANTHORHERITIE S-1108 DRSEICK-TH
MRNSHIC W E BB I NI, F, S avrens
bIERZHENS ( MRSA (DMPPC 212524
ml) @ S-1006 =539 5 Rt id 100 1 g/ml BLEE
RL7e £ L THRBEICRIAERENNEN 10

EREIC S-1108 & MEHETFR SR AERE U
1 [E 150 mg A5 200 mg, 1 H 3 @5 LTZOH
BAH 2 & S pneumoniae, H. influenzae BHHEF
RENTHTSH > 7285 B. catarrhalis K3 LTE
MIC #30.39 4 g/ml & 0,78 1 g/ml D 2 FOHHE
<, BRZMD B. catarrhalis F&?{é@aﬁbi‘i%
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Table 7. Clinical effect of treatment with S-1108

Clinical effect

Diagnosis No. of €888 G xcellont Good Fair Poor
Bronchitis(secondary) 3 1 1 1
Chronic bronchitis 7 6 1
Bronchiectasis 2 1 1
Pneumonia 2 2

Total 14 10 3 1

Table 8. Bacteriological results of treatment with S-1108

Bacteriological effect

Causative organisms|No. of strains

eradicated decreased persisted

MICs of the isolates

H. influenzae 3 3 0.06~0. 025 g/ml
S. pneumoniae 5 5
B. catarrhalis 6 4" 2w =1 <0, 025~0. 39
S. aureus 1 1 *20.39, 0.78
Neisseria species 1 1 N.D.
Total 16 13 (81%) 1 (6%) 2(13%)
N.D. : not done
BAEAEFBRIELERBIIVWVNATEIWEEZIASND, £ £130D, ThHEMNT carnitine &S L TRPAE

DR E U TARIEOMNIREE O M RE & iR RE
H5HE, S-1006 DIt SHEEFADHITIIE —
JHT4.3% CHIEEOHEL-T 75 LEIEIE
FRILTH 207 AFIEROFTH 572 ibigE
MEL, MERPEREEICERLET L5 TH 5,
£, HERAELEBICEENSBON 38 KRk
DOWEZET 26 RIEAVAERFLT (0.02xg/ml) T
Hotio THEIABREICKITAMPEBENDE D EL
| - 1o & &, I BRE TIMEAR MG AR BTk
RVIHET L Tz iiidhh SEBEOKE X5
NOBITNEWE ARSI & bitRITXx 5T,
S-1006 (2 P. aeruginosa X4 25 HIRBELT
Bo9FS-118#%E% 2HICEVTRAREE LTHER
A&, BL, BPYEE L TOREK AT R
RBRICIE->7chY, Zhid S-1108 DEMREETh
F 1BRUAOEAThIE LicZ bk -t EBb
N3, HEHPEVCEERBRFEHSE LTENMI
S, aureus BiH B, AWETERRBR LU 1 FloisHEIc
U CRAEFICHRARDICIEE > 7o, F24#
2 MRSA & L TR B AN VNS ED 14
EFAFOERK E L THBRESIERIZ SO - 1,
S-1108 13 AAHN T B & 41 5187 T pivalic acid

XN 57 AERNTOD carnitine ZHDI¢*?,
carnitine B0 B I b3 L Y 7THTOIEERS
BEICLDEIEANI S IR TV ASEIZALL
ERBBERECAEHORBI N T,
PDEXDARIFHRERE 1~ 7L oFE, 777
INAT e K15 — Y 2T & B AE TR SREEOR
OBEEE LTEREERDR,

D

2)

3

X [

ABRARE, AAAT, B #Z wFE
chi&7kak : $r O+ 7 £ 4 S-1108 H L UKE
LAMO AR & HisEEEE, BARERR
11 £, R, 1991

Yoshida T, Hamashima Y, Komats
Y ,Nomura K, Kuwahara S : S-1108 &
new oral cephem : Antimicrobial activity.
29th ICAAC, Abstr. No. 368, Houston
Sep. 17~20, 1989

Inoue M, Inoue K, Hman
Y, Mitsuhashi S, : Antimicrobial activit
of a new oral cephem S-1108, 30 th [CAAC
Abstr. No. 662, Atlanta, Oct.21~24, 1%

Inoue E.
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Table 9— 1. Laboratory findings before and after treatment with S-1108
Case RBC Hb Eo. Plate. | GOT | GPT | Al-p | LDH
No. (10*/mm®)| (g/dD) | Umm®)| (%) [(10*/mm™)| (U) | (U) | (K&IU)| (U)
| Before 418 13.2 4,900 1 15.8 Al 22 143 9289
After 423 13.6 4,500 3 17.6 27 24 139 288
5| Before 415 12.6 4, 400 2 20.7 20 16 149 307
After 440 13.1 5, 000 5 29.5 59 50 146 366
5| Before 446 13.7 9, 700 1 12.8 20 17 131 300
After 426 13.4 3,800 | 4 18.4 24 19 119 336
;| Before 417 13.3 6, 900 3 29.8 17 10 293 9262
After 416 13.2 6, 400 3 27. 1 21 12 273 272
| Before 450 15. 3 5,300 | 17 16.7 29 10 6.6 | N.D.
After 437 13.2 3,600 | N.D. 20. 2 28 13 5.9 | N.D.
g | Before 408 13.2 7,700 1 17.9 17 9 133 340
After 396 12.5 4, 600 6 24.8 20 17 110 364
7 Before 374 12.5 7, 500 3 25.0 12 8 215 294
After 392 13.0 6, 800 2 25.7 12 8 211 369
g| Before 327 10.6 | 10,000 0 20.4 19 14 211 364
After 357 11.3 5, 400 0 31.3 21 19 187 305
g| Before 337 11.7 5, 400 3 19.0 16 13 N.D | N.D.
After 354 11.6 4, 100 0 N.D. 19 8 6.1 | N.D.
1o| Before 436 11.7 5, 000 0 18.5 12 10 160 257
After 457 12.2 4, 200 1 19.0 15 11 149 291
1 Before 412 11.8 5, 000 3 23. 8 13 7 130 317
After 388 11.3 4, 800 1 N.D. 12 6 127 311
19| Before 433 14.7 8, 300 2 17.8 21 13 165 385
After 453 15.1 6, 300 5 17.5 30 22 183 437
13| Before 416 13.1 3, 900 1 16.8 19 17 139 285
After 445 14.1 4, 200 1 17.5 28 19 135 276
14| Before 295 10. 1 5, 500 2 11.8 10 7 151 363
After 270 9.4 4, 200 2 11.8 11 8 139 328

N.D. : not done

O RAEE, FHERR HORIE : BRAMER

5)

6)

EEERE (BRERKERE-2107/ml OFE
BEER A T4 Y Y —2729: 181~
199, 1984

RAER. &% E UAEL : ehSERg
EEZHRE Ui LEBERI O RHE I<ET 5
%, Chemotherapy 34 : 316~330, 1986
Ngatake T : Clinical significaince of res-
piratory infection caused by Branhamella
catarrhalis with special reference to S -
lactamase producing strains, Tohoku J.
Exp. Med. 147: 1~ 3. 1985

D

8)

9

NEEA, FEBRXR kK R DEBER: M#
B MRIR, 25 R M 1A B 1 A HTAME D KiK
NBRENEDOER. —HICB-T 75 LA
\V T, Chemotherapy 34 : 250~261, 1986
Totsuka K, Shimizu K, Konishi M,
Yamamoto S : Metabolism of S-1108, a
new oral cephem antibiotic and metabolic
profiles of its metabolites in humans.
Antimicro, Chemother, 36 : 757~761, 1992
Nakashima M, Umematsu T, Oguma T,
Yoshida T, Mizojiri K, Matsuno S,
Yamamoto S : Phase I clinical study of S-
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Table 9~ 2, Laboratory [indings before and after treatment with S-1108

Case Bilirubin CPK BUN S-Cr Na K Cl CRP ESR
No. (mg/dD (mg/dD) | (mg/d]) |[{mEq/dD|{(mEq/dD)|(mEq/dD)| (mg/d1) | (mm/hy)
| Before 0.7 34 20 0.9 143 5.0 101 3+ 0
After 0.8 30 16 0.8 144 5.2 101 1+ 12
9 Before 0.4 22 21 0.7 144 4.4 107 1+ 0
After 0.5 24 17 0.8 145 4.6 104 (=) 10
3 Before 1.4 44 29 1.0 145 4,2 103 6+ 27
After 0.5 N.D. 20 0.8 146 4.9 101 1+ 21
4 Before 0.5 15 10 0.9 140 4.3 100 1+ 4
After 0.7 17 12 0.9 139 4.5 101 * 50
5 Before 1.64 56 10.6 0. 82 140 3.9 102 (=) 5
After 1.23 52 13.5 0. 74 141 3.7 101 (=) N.D.
6 Before 0.6 N.D. 16 1.1 139 3.8 101 2.98 4
After 0.5 N.D. 217 1.0 145 4.1 109 0.49 3
7 Before 0.7 49 16 0.8 143 4,5 101 5. 08 78
After 0.6 58 17 0.8 144 5.4 100 3.73 73
8 Before 0.3 N.D. 20 0.9 140 3.7 107 21. 80 55
After 0.3 N.D.| 21 0.9 145 4.0 108 0.45 50
9 Before 0.24 107 13.6 0.82 144 4.1 103 1+ 2
After 0.47 94 23.8 0.9 144 4.1 103 =) 16
10 Before 0.4 N.D. 17 0.8 144 4.7 107 1.65 52
After 0.5 N.D. 17 0.8 141 4.2 103 N.D. 42
1 Before 0.4 55 15 0.6 144 3.9 106 0.81 7y
After 0.5 36 16 0.7 146 4.4 104 0.51 42
12 Before 0.6 N.D. 16 1.1 143 3.7 108 0. 27 18
| After 0.9 145 20 1.2 144 3.9 106 0.05 13
13 Before 0.7 80 17 0.9 141 4.5 97 3.06 25
After 0.8 47 22 0.8 138 4.9 95 0.23 | N.D.
1 Before 0.5 48 19 0.6 142 3.4 102 0.07 47
After 0.4 34 15 0.7 142 3.0 102 0.24 65
N.D. : not done
1108, Safety and pharmacokinetics in a body stores. Antimicro, Chemother. 3:
multiple-administration study with special 762~768, 1992

emphasis on the influence on carnitine
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Antibacterial activity, pharmacokinetics and clinical
effect of S-1108, a new oral cephem

Naoto Rikitomi, Tasuku Sakamoto, Yoshiaki Utsunomiya,
Masakazu Takasugi, Tsuyoshi Nagatake and keizo Matsumoto
Department of Internal Medicine, Institute of Tropical
Medicine, Nagsaki University, Nagasaki
12-4 Sakamoto-machi, Nagasaki City, Nagasaki 852 Japan

The antibacterial activity of S-1108, serum and sputum concentrations, and the clinical
effect of S-1108 in bacterial respiratory infections were assessed. The in vitro potency of
S-1006 was excellent against 46 strains of Haemophilus influenzae (MICy, : <0, 025 1 g/ml)
and 41 strains of Streptococcus pneumoniae (MIC,;, : <0,05 2 g/ml) and moderate against 45
strains of Branhamella catarrhalis (MIC,, : <0, 39 £ g/ml), while highly-resistant strains
consisted of 54 strains of Pseudomonas aeruginosa (MIC,, : >100 £ g/ml) and 49 strains of
Staphylococcus aureus (MIC4, : >100 £ g/ml). The maximum concentration of S-1006 after an
oral dose of 200 mg of S-1108 was 0,94 £ g/ml in serum and 0. 041 z g/ml in sputum, A
daily dose of 450 mg to 600 mg for three to seven days were given to 14 patients with
respiratory infections. Good outcomes were seen in 71% of the cases treated with S-1108, In
those cases, 3 out of the 3 H. influenzae strains, 5 out of the 5 S. pneumoniae strains, and
4 out of the 6 B. catarrhalis strains were eradicated, while eradication failed in one strain
of S. aureus. On the other hand two strains of P. aeruginosa superinfected without exacer-
bating symptoms. There were no severe side effects observed among the patients treated.
These results indicate the usefulness of S-1108 treatment of bacterial respiratory tract infec-
tions due to H. influenzae, S. pneumoniae and B. catarrhalis.



