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HTAEMT, TEHE TENBEE LERAEOR
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T, BERBOEHET THRETNCAHZ 200 mg F£OHE
B’E L. ERABAIIZT~T S-1108 100 mg (B
) $E&E L7,

e BT S BhIRES R IC FESIRM B X KRy E
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ETH B, 15db, RIS OB [ F= Sk
BRENEL, BELATERNE, HE SIS K
D4 FEOMBICHEL 7,

BRER U 72 Mg (3 T R 2 MBS B L, R fHE
REEREKERAVCREL, BEAMEICHRTIET
—20°CICTHEREL 1

2) IMiFd s L OPLithieE

S-1108 DMFEFRE L L Ot ~DB T4 K
TH5HMT, EBBAIFAEWNREL T, AKICA
% 200 mg ROMEHEE L7, EAEAETRT
S-1108 100 mg (JIf) $E& Lo

Mg H & LT DERIBERIZ, AFIHRS%, 1, 2,
4, 6BRI& Lc,

BRERL MRS XOCAHE E bICE BICH#HO B
L, 2O LEEEZREMTEICHT 5 E T-20°CICTHEE
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3) BEERIE

miEs, MmN L Ptz s i 5 S-1006
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» 5,
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B SHREAN D S-1006 B (31% 5 2 B5R 55 A%
Mo TOMBIcBVW TR IO, REBRTELD
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2) MiEHE Lt iEE

EWEAIC S-1108 % 200 mg R OHEA%IZS L
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Table 1. Concentrations of S-1006 in serum and tissue after a single oral 200mg
dose of S-1108
Case . Serum (g g/ml) Tissue (ug/g)
no. Name Time Pe‘ripheral Uterine Oviduct | Ovary Endq— Myo-. Cervﬁix PorAtio .
vein artery metrium| metrium| uteri vaginalis
1| MH|lh 19min| <0.01 <0.01 <0. 03 <0.03 <0.03 <0.03 <0.03
2| KM|1h 20min 0.04 0.04 <0.03 <0. 03 <0.03 <0. 03 <0.03
3| Y.N |1h 40min 0.02 0.02 <0.03 <0.03 <0. 03 <0.03 <0. 03
4 F.O | 2h 10min 0.03 0.03 <0.03 <0. 03 <0.03 <0. 03 <0.03
5| AY | 2h 55min 0.42 0. 40 0. 33 0.28 0.24 0.25 0. 30 0.42
6 | F.A |3h 25min 0.12 0.11 0.08 0.10 0.07 0.08 0.09
7 S.A | 3h 2Tmin 0.41 0. 40 0.23 0.24 0.22 0.21 0.24 0.32
8 | Y.T |3h 38min 0.47 0.42 0.30 0.27 0.28 0.22 0.31
9| HM | 3h 48min 0.12 0.11 0.07 0.09 0.08 0.09 0.11
10| MK | 4h 20min 0. 27 0.24 0.13 0.18 0.11 0.09 0.12 0.19
11| K.T |4h 57min 0.11 0.10 0.05 0.09 0.04 0. 06 0.07 0.10
12| HN | 5h 02min 0.21 0.18 0. 09 0.08 0.06 0.08 0. 48 0.28
13| M.T | 5h 35min 0.05 0. 04 0. 04 0.04 0. 04 0. 04 0. 04 0. 04
14| M.H | 6h 48min 0.16 0.15 0.10 0.09 0.11 0.09
pg/ml Peripheral vein pgml Uterine artery
0.5 1 ° 0.5 -
0.4+ S 0.4 oo
0.3 0.3
.
0.24 o 0.2 ¢
° .
0.1 o . 0.1- oo o ¢
0 S N ,.. . 0 e —_
0 2 4 6 0 2 4 6 h

Fig.1. Serum concentration of S-1006 after a single oral 200 mg dose of S-1108
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Fig.2. Tissue concentration of S-1006 after a single oral 200 mg dose of S-1108

Table 2. Concentration of S-1006 in maternal serum and milk
after a single oral 200 mg dose of S-1108

Casé Maternal serum (g g/ml) Milk (g g/mbD
Name

no. lh 2h 4h 6h lh 2h 4h 6h
1.0 2,66 2.98 1.17 0.46 <0.01 <0.01 <0.01 <0.01
2| 8.Y 2,48 3.11 1.15 0.62 <0.01 <0.01 <0.01 <0.01
3 | N.K 2,37 3.08 1.13 0.56 <0.01 <0.01 <0. 01 <0.01
41 8.1 2.05 3.14 1.22 0.56 <0.01 <0.01 <0. 01 <0.01
Mean+§p| 239 3.08 1.17 0.55

— | _0.26 0.07 0. 04 0.07
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BEFIENTH -7, BHEREEIIHT, ZOANR
3 E. coli + Klebsiella pneumoniae 2 ], coagu-
lase negative Staphylococcus + Corynebacterium
sp. LAITH »720 INHITH LT HAFDHRIZE
FIE*TdH - 720

2) HIEFRIZNR

AHN DM ERZN R E Table 41K L7,

SEEE ARG 2 FIERS WIS 12 HiE 1T H
e hi, TORRE, 77 LEBEESH 77
LIEHEEE 8 MR B L OISR IR TH - 7,

AFIOMEFHIZNRL, E. faecalis 1 AR < 16
BOSER L, EHKARIZM 1% TH-7,

3) BIfER S ISR EERE

BERIC S WTREE L THIZBLUOBELXT- 12
n, AR DEEETT - 1o 2fIc Bt RRSEER 3R
HoNIEM- 1,

Fio, ARARSEIRICIR R FFEEE BRaES
DiEREEERL, BEARBEEREORBEOFEEZR
L7 ZDORESE Table 5IT/R L7, BERKRE
HDOREXHIZD SN M- T,

m % E-3
HTE, ERAREBIC B AHERAEICHLT
2, EEBHEARY S LEBL, L bEREROE
KA EE L TEXL2EDF B-lactam RTAH,

BICtE 7 2 LRRERINE—EIRE I N ZHENE
W LhLED—ATIE, B-lactam RPTAEH]
DERLEE, FHEOHMIMIEY, ERZHEDHD SV
SRR IC & B RRGME X BIMERNICH ., F1245
BT fthktERE 7 LBHEE OB M EER I 2>
BB,

BOw7 « LRAERNCRET 2 EF ORI E% R
THBHE, CCLIZHLLIENICTI LA DL B-
lactamase & E 7% CFIX™, cefteram pivoxil
(CFTM-PD® HDEFINFHEAREINBICE >, Ld
L, IhonEFN 7S LEREEICHT 2 EI3®
{LENTRWVB HDD S aureus FN 7 N HKERE
T AIMENDFEVEDREEZF LTV S,

AEIE L BRI N S-1108 DIEEATH
S-1006 (&, B -lactamase KX L TEHETHO, »
277 LEMEICHLTH CFTM FERIFL LI
Fh EoREHNEEL, Lt 7 FoEKERICHT
HHRENNEEINA RO T 2 LRREFITDH 5,
AF DR BER IS T AT 1135 40 BIHAR{LF
BEZLEREREY VEY Y LY ITBWVWT, CCL,
CFTM, CTM % & st IhicliErREINT
W3, ZOHRTY 7 LBEEICH T 5 S-1006 D
MIC,, {& (3, MSSA, Streptococcus pyogenes,
Streptococcus pneumoniae XXt L TZNZE 1 1, 56,
0.1, =0 1pug/ml ZRLENTWVWSD, MRSA

Table 4. Bacteriological response to S-1108

Isolates No. .Of Eradicated | Persisted Eradlci)atxon
strains rate (%)
S. aureus 1 1
S. epidermidis 1 1
Gram- CNS 2 2
positive Staphylococcus sp. 1 1
bacteria a -Streptococcus 1 1
Corynebacterium sp. 1 1
E. faecalis 1 1
subtotal 8 7 1 7/8
E. coli 4 4
Gram- .
negative K. pneumoniae 2 2
baiteria H. influenzae 1 1
A. calcoaceticus 1 1
subtotal 8 8 8/8
Anaerobes | Bacteroides sp. 1 1 1/1
Total 17 16 1 16/17 (94. 1)
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Table 5. Laboratory findings before and after treatment with S~1108

ceed RBC [ Hb HL WBC | Platelet [S-GOT[S-GPT[ ALP | BUN | S-Cr [Aldom
A8 % 104 /mn") (g/dD) (%) (/um®) (x)0"/m®) | (IU/D | C1U/L) | (TU/D) |(mg/dl)| (wg/d]) (Tuny
"I Bla|B[A|B[Aa| B[ A |B[A|B[a|B[A|B]A[B]A|[B]AlB[4
1 | 415[418(12.8(12.9(837.7[40.0(12,100/6,900(51.7|44.5{ 18| 10| 9|10 (178|159{14|10{0.6 0.7\\
2 1389)386(12.5{12.4(36.3|35.8(17,800[4,500({30.1/38.1|14|12| 8|10{138{161|10]|12(0.7 0.5\\
3 |405]405(12.8/12.9|39.1|40.0{ 8,500({6,600(28.1|34.1|15|11]10| 9| 128|141|14|16]0.5 0.7“\
4 1445|461 |13.1(13.3|40.5|41.5|14,500(8,100({41.6/45.1{ 14|10} 9{ 9| 161|151 |11|10/0.6 Oi:;
5 |423|431|18.5/13.6/39.4|40.5| 8,000|6,200[30.0(31.4[ 11|10[10| 7{145|139| 9|10]0.7 O,SM
6 |441|428(13.0/12.8(38.9/38.5| 8, 100{7,000{38.1{40.5| 14| 16| 6| 10| 141|144 (11| 13]0.7{0.5 ¥,
7 1394 (405(11.8]12.2|87.8(30.1(10,900{8,200(28.1(30.5 168 10 135 14 0.6 ,‘l
8 |445|440(13.5/13.5]{41.1]40.5| 9,000{7,800({41.1{28.9{16(15|12|10(211|194]|16|17{0.7]{0.5/ :,"
9 [420(422[13.0(13.0(38.1[30.1| 8 400(4,800(24.1(28.5] |19 14 191 8| los] |
10 | 441)42813.8(13.3|44.1]40.5| 9,400(/6,600(38.1|40.1{ 16|14 (10| 11|116] 98 | 14| 16{0.5/0.7

11 403|438 9.8(10.7|31.1|34.3| 9,800/7,800(28.0{29.1|10| 9| 8| 8| 75| 71 [18]15/0.6/0.8 2.2_25
12 405 11.0 33.9 5,000 22.9 13 14 101 11 0.5 L5
13 1428 431(13.4|13.5/40.5/41.0(13,100(8,600|37.1/40.5/ 10| 11| 9| 9(171}194{10]14|0.7/0.5

14 | 416|422 |12.1(11.8|40.5(42.1(10,900{7,600(31.5(46.1| 15| 14 | 10| 12| 141|166 16| 15[0.7[0.7

15 | 407 395(13.3|12.8(38.3|37.6/ 8,100(6,300|31.4|28.2| 18|26 | 16|23 |286|229(11| 9 |0.8|0.6(3.6{3.2
16 | 421|425(13.2{13.5(39.2(40.1| 7,600(5,400(29.0(25.5| 14 | 17| 9|12 15(1670.710.6[1.9(1.9

B : before, A : after

BELUE. faecalis <X 5 il 7113 MbFIERETG D -
oo 75 LBEMBED E. coli, K. pneumoniae,
Proteus |&, Haemophilus influenzae FiZXt 4 %
S-1006 D MIC,,fEi2 <0, 1~0, 78 u g/m] %2/~ L&
N TWi, P. aeruginosa IZXtd HIE L, &
EHLOBR TV LOD, BEERERTATRELS LX)
T3’ -7z —7F, Peptostreptococcus @, Bac-
teroides fragilis FOEWIME IS T 2B N b
BEHLDIBR TR EPREINL TV S,
Al A4 13 S-1108 DEFEMREGT E LT, A 200
mg HEEO#KRSHOMES, MHHRMERAS KT
i S-1006 IREZRIE L7z, ARIRSEORMEFRIRI
B S-1006 BEE (3, ERBORHT THENCERS L
1A 1B 20 %I oREIH, REEIT 3
88 %IcdH D 0.4Tng/ml Z/R L, LIE#HRL, 6
BEfE 48 D%1C13 0. 16 ng/ml 2R L7 —4, EHB
BAICBEIES LBa OFRMEIRMET S-1006

B3, B5%INMTES 2 39 g/ml, 2BR%T
T3 08ug/ml EBEBEERL, 6K TTY

0.551g/ml Z/RL, BERATOREESROME
PBEEHRY BT AL, REEEBPPEDTRS
B0, 2L LTRBEULIREER XY -T

Hotco COMEDKRE R, AHDOHEAENSORN
BABELIULEHRMETOFMOEEERE (XI5
CLERBTHLDTH S, AEOEBIOVTIA
o 1 AR [CBWTBICERIhTVALDS
TRH B0, EREEOMEERED ShTVENE
o, IOERBBEHELIOELAL2EHMTOF
KL BB ERESRMULERTH A LHE
5, COXHIZERIY, LIAHITRET L7 cefpodoxime
proxetil (CPDX-PR)'®, cefditoren pivoxil’ ng
ETHRHONTVS, Lichi-T, 25HKHT0F
HTSRTF B O h it AL S-1006 MEEREE
0.25. g/g~0.48 ug/g (KIMAE# 0.5~1) &AL
foht, S OBRERARORINAPEE S N EHTTO
BETHD, BEOEUTTRE SICHEERTO
LHBIND, JOMBMGEN S-1006 MEMREH
AROFIE » KT Y LD 1B TRESNLER
BERR DRI DHRBE L DKM T 5E, S aurels
E. coli, K. pneumoniae, Proteus BEoERA
M BSRE D X 72 B ERKEE 5 A1/ — T BEETS
5EEZ o, ]

AF OIS T 1S 6 B 2 PRI
F (<001 pg/mD) THH, AHENLTOHEE
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HEVIRARICEZAIHBIRALBSLEELAON
foo ZDHE, AHDPBITORBKNBF L —2—% /0
YR ICH L, AFNERREEICHERT ABICIE
BAHERIET AHENECENTH 5,

DIEOEBHIRTEBE L, REEHF 167 (F5
PIREZ 10 B, BREZR A H, 2L MY 2 RRIRE 2 B 1
g BERERAA I, BEKRIRILAFHTHD,
DR LTI 4 & Lic CFTM-PI'», CPDX-
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Kazuyoshi Hatsuda
Department of Obstetrics and Gynecology, Fukuchiyama National Hospital

Basic and clinical studies were conducted on S-1108, a newly developed oral cephem,
and the results obtained are summarized as follows ;

S-1108 was administered orally in a single dose of 200 mg under fasting condition
before simple hysterectomy, and the concentration of S-10068 (active form of S-1108)was
determined in serum and genital tissues. S-1006 was detected in serum at 1h 20 min after
administration. The concentrations of S-1006 in peripheral serum and uterine artery were
0.47 4 g/ml and 0,42 ¢ g/ml respectively, at 3h 38 min, 0,16 2 g/ml and 0, 15 ¢ g/ml respectively,
at 6 h48min after administration. S-1006 was detected in all genital tissues at 2h 55min
after administration. The peak concentration was obtained at approximately 3~ 4h(0, 25~
0.4812g/g). S-1006 was detected even at 6h 48 min (0.09~0, 11z g/g).

S-1108 was orally administered to puerperal women in a single dose of 200 mg under
non-fasting conditions, and the concentration of S-1006 was determined in serum and
milk. The serum concentrations of S-1006 were 2 39+0.26 (mean*SD) i g/ml, 3 080,07
uwg/ml, 1,170 04 g/ml and 0.55%£0, 07z g/ml at 1, 2, 4 and 6 h, respectively, after
administration. S-1006 could not be detected in milk at these times.

In the clinical trial, 100 mg or 150 mg of S-1108 was administered orally three times
daily to 16 patients with obstetric and gynecological infections (10 with endometritis, 4 with
salpingitis and 2 with Bartholin’s abscess). Clinical results were evaluated “good” in all
cases. Bacteriologically, 17 organisms were isolated from 14 patients and the eradication
rate was 94, 1% (eradicated 16, persisted 1). No subjective side effects or abnormal changes
in laboratory values were observed in any of the patients treated with S—1108.

Considering the above results, we conclude that S-1108 is a useful antibiotic in obstetric
and gynecological infections.





