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SRERIBIC T B S-1108 DERER) - ERRIVIRT

ik - BHEE - BENEEZ - & X
7l ¥ - MEkERA - R OIERE - TEHH
HP R - F 25k - FAREAX - #iHEe
R ORE - WEBRX - FEGETF - B &
BARFEFME = REHE

Ei—=
NRR RS

FEOLZATNE L7 = LK S-1108 IS > W TERE - BERMRFTEZTOVUTOKRES
oo

1) il H : BBERDBRIED coagulase (+) Staphylococcus spp., coagulase (—)
Staphylococcus spp., MRSA, Enterobacter cloacae, Escherichia coli, Klebsiella
pneumoniae, Pseudomonas aeruginosa \Z2W\C, S-1006 (S-1108 DiEtER&), cefaclor
(CCL), ofloxacin (OFLX), tosufloxacin (TFLX), temafloxacin (TMFX) D&/N%
HrEIEBEERIE LI, ZOHRTHEIC, K. pneumoniae <X LEN/HEHER L1,

2) BT B EREBERE 3 &I S-1108 100 mg ZRERA XY, 304, 16
fl, SEsfE, 6BsfE, 12 K5, 24 BSRICH T ABHZERIML, AROMRTERIE L/ 26#)
KHEWT, 3IBLU6BFRI%IC2 28ug/ml, 2.03ug/ml DEESBRELELAN, 1HTIEE
B2 0. 42 L g/ml DBETH > 7o

3) EEPREFHRR : SARISRBUREE 12 Flo S B, IIFSREIFRRS S FITiRFE 46, &3 1
Bl EERE2FITIIED LA CPE% 1 H, BREEREIFITIIIFE bICHEYS Zofth
2HITIIEHN LA, BN LFATRETIIBEDIF, LPEMLIH, BH2HATEHNR LT

Hotoo BIfEH, BARRAMBERER LFILEDONEh -1,
key words : S-1108, &+ 7 = L&, SRIFEBREEE, BHBT

S-1108 REFRMEKRA LM THREINLFLL
IZATVERO+ 7 70 RKY LV REEMETH 5.
FHid, MBREBEED T X735 —Eick D KR
Sh, HEEMEET S S-1006 & LT - M
Mt s, AT T LBHE, 75 LB L
LREORE AR b5 LERL, B/ T LB,
BOTHT FOKREICHT 2 BN dERO B EED
7z LR RERTED, F75 LREEOR
NTHEHOD OFLX WHEEIc L CRVWAE N %E
THLINTVBEY, S, Fkh iz S-1108 DAFIEE
BBt HHY - BERIRE AT - - DO THET 5,

1. #E&LUHE ,
L RES : BEREANEHEREHBED coagulase

(+) Staphylococcus spp. 27 ¥, coagulase (—)
Staphylococcus spp. 27 ¥, MRSA 27 ¥k, Escher-
ichia coli 27 #k, Enterobacter cloacae 27 t£, Kle-
bsiella pneumonia 27 ¥k, Pseudomonas aerugi-
nosa 26 BRICDWT, S-1006 D% B A(LER
EESEEECELTR/NREBHIERE (UT MI
C) 2MlFL, dbHb¥TCCL OFLX, TFLX, T
MFX OZFh & B U, BEEEE I 100 SHR
B TIT~>7

2. BBH#T : 3 FlDSRBRHHERE BE A 100
mg % IRAEEEHNC IR BB % #I%E L7z, S-1006
DEEAIFER E. coli 1437 #REHE & T 5 MAEYER
SERIETIT - oo BEERRIER D L OHRMICIT0. 1
M U UEEREER (pHT7.0) ZEHALI. BB 3HID

"TIT8 MR R A O_EET30— 1



516

CHEMOTHERAPY

JUNE 1993

BEDEB K 2 WHNBARE ik,
FlTdhb,

3. ERBR(EFHAAE : (R 287 Ad o 19k 381 A
FTIC, YRl X OBMMGREZE L, KiHOREE
NE oM 14 BICAFIERE L, £OEKGR, @)
{ERS &2kt Lice | BLEEIRD IR ARMIAB DR B
LB LD EMBY L os, BRSNS HE R L,
LBRYDHBRF U1 | FHEBILMKERSC, 7
NTHRA LI, 5 HEEG 1B 75~100me, 1H3
M\, 4~7EMES L. BREITLPE G 5 )
BRI 2 (], JRGPERYER 3, BER L H, BEE
RRYE 1 I TH -~ oo HEMa A 5% 5 HLIAIC
B RO AR bO A/ 5 AV EESE
LTHREE /I ELA LA E L,

1 173 il e I

O. m %

. Hi®H

HAEEE RS 100 (EAIREEIRIEETIT - 720 coagulase
(+) Staphylococcus spp. 27 ¥k T3 S-1006 D MIC
(20, 1~100 /2 g/ml V) Fic4# L, peak (2 3. 13
ng/ml T&H -7, coagulase (—) Staphylococcus
spp. 27 kT3 0.2~1002g/ml LI EICHT L, peak
{E(3 50 /£ g/m]l T CCL &[T H » 7ohi, KEIH 2
EREEBIFLRENERLIc. MRSA2T#TI30.8
~100g/ml LA BT L, 6.25,2g/ml LATAY 1L
¥k, 100 2 g/ml LA EAS 16 B8 T » 72, (Table 1)o

E. coli 27 ¥k Ti3 0. 1~251g/ml iZBHi L, peak &
i30,4/.g/ml TCCLICEHLL peak i b 2 Bfh, &
DL B MICEN TV K. pneumoniae 27 7
3, AANIEFICBIRRENER U, S0
~3 13g/ml T 0,41g/mll peak fE%R LW
%, L. cloacae 2T RT3 0. 8~100 z g/ml ) k&5
A LIA, CCL TRITRTDHA 50 £ g/ml bl
THYD, EHHBIZBMBNTV I, P. aeruginosg
26 R TIIARNZ 50 g/ ml LI EIZHFL, 100 wg/ml
P Eokbhisb Rohs (Table 2),

2. BT

3 71iC S-1108 100 mg Z R OB X ¢ 8/ dEH
ERE Ll 2 A T-tube RBEMT, 1H#H
PTCDHEMI T H %o 0 R EDBRE R 3H & bic
0.0l pg/ml UFTH 720 | BRI%OTHRER
0. 11g/ml, 3B§RI% 0. 93 ug/ml, 6 BFRI% 0.9
ig/ml, 12 B5R% 0,49 2 g/ml, 24 BRI 0,0]
ng/ml DBEBITTH -1, BEBHHBEY
No, 2fEH D 3 B5R% 2. 28 g/ml DBETH -1
(Fig. 1),

3. ERPR{EFIRAE

SRR AE 12 11 S-1108 2{EH L1, A8
B & L T anaerobic GPC 4 #%, coagulase (-)
Staphylococcus spp. (CNS) 3 ¥, aerobic GPC 3
. Corynebacterium spp. 3 ¥k, aerobic GPR |
Bk, Enterococcus faecalis 1 ¥k, Escherichia coli

Table 1. Sensitivity distribution of isolates

Gram-positive No. of Dru MIC (ug/ml)
cocel strains g <0.040.1]0.2/0.4|0.8[1.56[3.13|6.25/12.5| 25 | 50 | 100 |>100
S-1006 1 1 6] 8 1 5
c . . cefaclor 1 125 | 3 21141
oagulase positive | o ' ocin 1|5 |12] 5 2 | 1 1
Staphylococcus
tosufloxacin 31 11 5 3 1 2 1 1
S.aureus temafloxacinf 5 12 3 3 1 1 1 1 |
S-1006 3| 2 2 3 2 2 4 5|1 _?L
) cefaclor | 1 2| 3|31 3| 41|21
Coagulase negative 27 | ofloxacin 1 3 4 3| 1 4 2 741 2 1
Staphylococcus —.
tosufloxacin 1 2 8 1 5 3 3| 4 I
temafloxacin) 9 2 1 3 2 10 L
S-1006 2 51 4 2 U
cefaclor 1 1] 4 40 1 5|11
MRSA 27 | ofloxacin 2 2 2 1|10 64111
tosufloxacin |
temafloxacin |
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Table 2. Sensitivity distribution of isolates
Gram-negative | No .of Drug MIC (pg/ml)
rods strains £0.030.1{0.2/0.4]0.8[1.56(3.13|6.25[12.5| 25 | 50 | 100 |>100
S-1006 1 12 | 11 1 1 1
cefaclor 1 14 ] 1 7 2 1 1
E. coli 27 | ofloxacin 2 11711 5 2 1
tosufloxacin
temafloxacin| 8 14| 3 1 1
S-1006 1 4 14 4 2
cefaclor 13| 6 1 3
K. pneumoniae 27 | ofloxacin 5 | 11 7 2 2
tosufloxacin| 13 7 4 1 2
temafloxacin 3 12 ] 2 2 2
S-1006 1 2 3 2 3 1 5 7 3
cefaclor 3 1|23
E. cloacae 27 | ofloxacin 5] 1 5 2 1 1 2
tosufloxacin| 20 1 2 1 3
temafloxacin 11 3 1 1 3
S-1006 1 5 | 20
cefaclor 26
P. aeruginosa 26 | ofloxacin 10| 8 4 4
tosufloxacin
temafloxacin] 7 11| 4 4
Table 3. Clinical efficacy of S-1108
. . Clinical response .
Diagnosis Excellent Good pFair Poor Efficacy rate (%)
Periproctal abscess 4 1 4/ 5
Subcutaneous abscess 1 1 1/ 2
Infectious atheroma 3 3/ 3
Folliculitis 1 1/ 1
Pilonidal sinus infection 1 0/ 1
Total 0 9 1 2 9/12 (75.0)

1 ¥, Klebsiella pneumoniae 1 ¥, Pseudomonus
aeruginosa 1 ¥, Proteus vulgalis 1 ¥, Citro-
bacter freundii 1 ¥k, Bacteroides fragilis 1D
3t 21 BREEEER S B L 7co RIS NI RHIE R LI
o TEERNREADB L, I, CFMILH,
BN 2 BITHSERT5.0% (9/12) TH-1o AHD
BEICERD 5 L BONSRIEAS L CBERREMBE
HIZEEDSNEh > (Table 4),

m % ®
FROE 77028 VRRAEMETH 5 S-1108

DEGH LR ERF L, MENICEALTRE,
coagulase (+) Staphylococcus spp. ¥ & U coa-
gulase (=) Staphylococcus spp. XX U TIIWEIL
W MIC 2F L, CCL & BFRBLERENERL
72o MRSA THRIBEHTH 7o 7T LEBHLE
B TIHIC K pneumoniae X L TIRIASHICZB
FRRENER LTV S,

RIT in vivo 1261 AR DA HH1TE 3 Flic>
WTRE L7, IBREERTRD 2 fEF T3, A#l 100
mg D5 T3 HXLV 6 BH%KIC 2. 28 £ g/ml, 2,03
rg/ml DREGREIEL, BERHIEN+ICHSFT
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Age Sex  Diagnosis
case 1: 50 M cholelithiasis

case2: 44 M pancreatic cancer
pg/ml case3: 52 F  cholelithiasis
5.0
135

1.0

0.5 1

0.1 1

0.05 1

003
0.01 —+—4 - v Y r —(——

0o 1 2 3 4 5 6 12 %m
Fig. 1. S$-1006 concentration in bile after
administration of S-1108 (100mg)

JUNE 1903~

x5 LDEHKI DN, BRI TE 12 i
9fl, Refii 1 . 2 I TEHEE 15 0%
Btz MEFHHRICOVTE, 12 AdEoRs
ISt Kt~ 1o LR E, 11 B4 ~Ticgo
WEAH o, BHIIHDER (1 FIERR) o
B, KA T2.T% T > 12D, B 2 E Az
B EMPATINTG 8D, K0 EREREN Hsk:
bDEER D, BHERICBAL T, FHORS5
H5EEZONBEROHBE X UERBRERER S
A ohiimstee UL, S-1108 AHiEE R ke
S-1006 & 75 - THUN I NLAHHE, S-1108 DEIED L«
) CBORBBIZITEVT, ERATHAN=F il
HLTHM X N A, BHEORSHEIBVTH B
ENN=F VREDBRER>INTORLOD D4 4
BUIRIAEZBETELOEEDNBY Y, Litog
RBLO S-1108 (Z/FHREBIC B W TIFREAEOZ
AN BLDEEA BN S, '

Table 4. Clinical efficacy of 5-1108

Case Age| Sex | Diagnosis Organism Dose Adjuvant Efficacy Side
No.| € & & (mgxtimesxdays) therapy |Bacteriological| Clinical | effects
1|3 | M Pe;ti);saéé);:;al CNS 100%x 3 X 7 Incision | Eradicated | Good | (-)
2 {46 | M P eark;}sjzgsc;al P. vulagaris 100X 3 X 4 Incision | Eradicated | Good | (~)

Periproctal | C. freundii _ : _

3 153 | M abscess | K. pneumoniae 75X 3 X5 (=) eradicated | Good | (-)

. E. faecalis
4 [ 35| M Pe;régggsc;al Corynebacterium sp.| 100X 3 X 7 Puncture | Unknown Poor (=)
anaero. GPC

5 32| F Su:lc)ustcagsegus N.T. 75X 3 X 7 (=) Unknown | Good | (=)
6 |74 | F Suab}c)ust:élgcs)us g.P%erugmosa 79X 3 X 5 Incision | Persisted Fair | ()
717 | M zgﬁéﬁ: Srll\lasero GPC 75X 3 X § Incision | Unknown Good (=)

. anaero. GPC

8 | 50| M ;?ﬁi?é‘;:; anaero. GPR 100x 3 X 7 Incision | Eradicated | Good (=)
Corynebacterium sp.| I

9 | 23 Folliculitis | GPC 100X 3 X 5 Incision | Eradicated Good =)
1041 | M siﬁ&ﬁ:&%ﬁén CNS 100X 3 X 7 Incision | Replace Poor | (-)

. B. fragilis

11| 85 | m | Periproctal| g,y 100X 3 x5 | Incision | Eradicated | Good | (-)
Corynebacterium sp. -

12| 50 | M | Infections | GPC = 100X 3 X 5 | Incision | Eradicated | Good | (-)

GPC : gram—positive cocci
GPR : gram—positive rods

N.T. : not tested

CNS : coagulase negative Staphylococus
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Fundamental and clinical studies on S-1108 in the surgical field

Takeshi Sato, Shigelomi lwai, Masahiko Kunimatsu, Hisashi Furuhata,
Touru Nishikawa, Koumei Kato, Masataka Izumi, Yoshiaki Chishima,
Hidekazu Tanaka, Yoshiyuki Ri, Masaaki Akutsu, Naoyuki Arai,
Ennshunn Cho, Mayumi Tabu, Yumiko Ito and Takashi Tanaka
Third Depariment of Surgery, Nihon University School of Medicine
30-1 Kami-machi Oyaguchi Itabashi~ku, Tokyo 173, Japan

Kazuyuki Tomioka
Department of Surgery, Kobari Hospital

Fundamental and clinical studies on S-1108 (pivaloyloxymethyl ester of S-1006) have been
carried out in Lhe surgical field, and the following results were obtained.

1) Antibacterial activity

The antibacterial actlivity of S-1006, cefaclor, ofloxacin, tosufloxacin and temafloxacin
against coagulase(+) Staphylococcus spp., coagulase (—) Staphylococcus spp., MRSA,
Eschrichia coli, Klebstella pneumoniae, Enterobacter cloacae and Pseudomonas aeruginosa
isolated from surgical specimens was examined.S-1108 showed superior activity against
K. pneumoniae .

2) Bile levels

Bile levels of S-1006 were assayed after oral administration of 100 mg S-1108 to three
patients. Bile levels showed higher levels for S-1006 (2.28 1z g/ml),

3) Clinical studies

S5-1108 was administered to 12 patients, 1. e., 5 with periproctal abscess, 2 with subcu-
taneous abscess, 3 with infected atheroma, 1 with folliculitis, and 1 with pilonidal sinus
infection. The clinical results were evaluated as good in 9, fair in 1 and poor in 2 cases.
No side effects or abnormal laboratory findings were observed.



