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1. MARFTHE « AH 200 mg BOKRS R OBMA M BMALAMEE 1 658 35 5~ 4 8505
0 FCHIDRAEL, FHEIRROTFEEIRMADMEZIF—BKL, MEDREIRS?2 8
veg/mlHBon, HEPNRE RS 0.20~1.51 ug/g HB SN,

2. ERPRAKAR : EEMR AR SR ARAME 22 B icXd LT, AHI 225~600 mg/H, 28 675~
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Table 1. Tissue concentration of S-1006 in genital organs after a single oral dose

(S-1108, 200mg p.o.)

. Peripheral |Uterine |Endo- Myo- + |. Cervix |Portio .
No. Name | Time vein artery |metrium |metrium | uteri |vaginalis Oviduct | Ovary
1 Y.Y.[1°3%° 2.82 2.82 00,11 0.09 1.28 1.51 1.38 _—
92 F.H.| 1°45° 0. 82 0. 80 0.25 0. 34 0.44 0.59 —_— —
3 K.Y.|1°55° 0.02 0.02 <0.03 <0.03 <0.03 <0.08 — —
4 HEK.|1°55° 0.17 0.18 0.06 0.11 0.13 0.14 — —
5 K.S.|2°00° 0.03 0.04 <0.03 <0.03 <0.03 <0.083 — —
6 M. I.|2°05° 0.66 0.74 0.30 0.25 0.40 0.44 0.18 0.25
7 T.H.| 2°30° 0.24 0.28 0.10 0.16 0.16 0.19 _— —
g K.I.|3° 26" 0.63 0.60 0.29 0.35 0.40 0.57 0. 38 0.30
9 T.T.| 326" 0. 42 0.45 0.18 0.22 0. 36 0.39 0.39 0.63
10 Y.T.[3 10" 0.03 0.02 <0.03 <0.03 <0.03 <0.03 <0.03 _—
11 F.0.| 383" 0.18 0.17 0.09 0.12 0.15 0.17 0.16 —
12 MA. | 355 0.07 0.08 0.03 0.04 0.07 0.07 0.07 0.10
13 MK.| 857" 0.04 0.04 <0.03 <0.03 0.03 0.03 0.03 0.03
14 E.H.|2°03° 0.75 0.55 0.15 0.21 0.36 0.26 0.30 0.25
15 KM | 2°10° 0.62 0.60 0.16 0. 27 0.24 0.29 0.17 —
6 Y.K.| 2°15° 0.16 0.17 0.06 0.07 0.09 0.09 — —
17 HK.| 3 23~ 0.33 0.28 . 0.15 0.15 0.22 0.26 0. 36 0.37
18 HM. |3 27" 1.17 1.30 ., 0.61 0.63 0.72 0.95 0.53 0.63
19 N.S.|4°15° 0.60 0. 56 0.29 0.32 0.47 0.43 0. 38 0.29
20' M. O.] 4° 24~ 0.04 0.04 0.03 0.03 0.03 0.03 0.03 0.04
20 K.T.| 4° 21 0.72 0.75 0.28 0.28 0.40 0.53 0.48 0.56
(ug/ml) D R R AR R O B iR (KB U 7o EE R AR}
301 HYRRE 22 N EER Lce T DNERIZERTFEA K
) ge2pl, FERNBEXRIF, WERIA, S UBR
RZE8#ITHB (Table 2)o
BEBRUORSEAER, 1E75mg 1 H3E5H,
1B 100mg 1 H2E 26, 18100 mg 1 H3[E 4
207 B, 10150 mg 1 B 3[E 104, 1[E200mg 1H
3[E 14, B%EET, MOTEREHRELEH-7,
151 2. R HRE
BRPRSHR, MRS BRI CICERRREE & 2R
o . AWIEEL, EEEMBER I BUNCELCH
.. EINBBLIBAEEEHE L, FEBMEEIRN3
- . . B IcKEOHERZRL, TORABLIBEE2E
031 ] $EL, FEEROBEOHSH TRV DAL E
. ¢ Ltco MIEZFEMSIRIE, Bk (R, —HiHEE
S T (BD), ERK, FE, RO 5 BETHE L. Bl
2 3 5 6mn  ERRS®OBMMER BRREREICE - Tl

Fig. 1. Serum concentration of S-1006

(S-1108 200 mg p.o., n=21)

E L1
3. BHBRIEEKRE (Table 2)
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CHEMOTHERAPY

596 JUNE 1993
(Pg(s; J Endometrium (pg{g; i Myometrium
1.0 1.0+
'Y [ ]
0.5 0.5
[ ]
o o . . e’ o *
. ® . b e ° .
* Y * ¢ ] v o e
T - T T T o 7T -
1 2 3 4 5 (hr) 1 2 3 4 5 ()
)| Cervix uteri Wf; ] Portio vaginalis
[J
1.0 1.01 Y
[ ]
0.5 . 05 * .
® . . . . . .
. . )
hd [ . O. .
P L . P .
] -t . L -_I. T T - | ‘ l. T
1 2 3 4 5 (hr) 1 2 4 5 ()
Ge/p) Oviduct e | Ovary
1.54 1.5
L J
1.0 1.0
e e
L]
0.5 ¢ . 0.5
[ ] ‘ o ® .. [ ] i °
.l d . L
[ ] —
T T | .‘If. T T T T . 5 )
1 2 3 4 "5 (hr) 1 2 3 4 (b

Fig. 2. Tissue concentration of S-1006 in genital organs after a single oral dose
‘ (5-1108, 200 mg p.o., n=21) :
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Table 2-1. Clinical results of treatment with S-1108
] . : Dose - cr .
Case 1A B.W  Diagnosis Compli{ Organisms [Before] Clinical | Bacleriological| Side
e N :
No.| base |\ ABE (o) cations | isolated L After dDoasltlay Duration ggggl effect | effect |elfects
] Puerperal intra-| Klebsiella preumoniae ) i
1JK.NJ 29| 55 | 4o nfection =) ——-————(_) 150mg X 3| 3 days|1350mg| Excellent|Eradicated| (—)
R Puerperal int )
verperal intra-| , \ |\ T _
2[0.H| 24| 60 | oo o infection (=) | Enterococcus faecalis |150mgx 3| 6 days|2700mg| Good | Unknown | (=)
Staphylococcus epidermidis
] Sreptococcus agalactiae )
3|H.N/| 23 | 50 |Endometritis| () # 150mgx 3| 7 days|3150mg| Good |Eradicated| (—)
T . )
4 [Y.M/ 16 | 53 |Endometritis| (-) =) 150mgx 3| 4 days|1800mg| Good | Unknown | (-)
Staphylococcus aureus )
5\7.M| 27 | 50 |Bartholin's abscess | (—) # 150mgx 3| 4 days|1800mg| Good |Eradicated| (—)
Enterococcus faecalis
6 |H.I.| 56 | 47 |Bartholin’s abscess| (—) | Staphylococcus epidermidis {150mgX 3| 7 days|3150mg| Good |Eradicated| (—)
(=)
o Enterococcus faecalis
7[K.Y| 29 | 44 |Endometritis| (—) | ——————— | T5mgXx 3| 3days| 675mg| Poor | Unknown | (=)
7 i Not tested
Klebsiella pneumoniae
8|S.B.| 22 | 60 |Endometritis| (—) | Saphylococcus epidermidis |150mgX 3| 3 days|1350mg| Poor | Replaced | (—)
a-haemolytic Sireplococcus
Staphylococcus epidermidis
9(S.T.| 23| 38 |Endometritis| (—) ﬁ——-—ZOOmpﬂ 3 days|1800mg| Good |Eradicated| (—)
Pseudomonas sp.
10{S.Y.| 21 | 55 |Endometritis| (=) | a-haemolytic Sreplococcus [150mgX 3| 4 days|1800mg| Good |Eradicated| (—)
(=)
i Staphylococcus aureus,
111S.M, 23 | 54 |Endometritis| (=) Smphylommep'derm@s 75mgx 3| 3days| 675mg| Good |Eradicated| (—)
Streptococcus pneumonie
(=)
Streptococcus agalactiae
. Enterococcus faecium
12[UK) 30 | 44 |E - | — X -
ndometritis }(. ) Enterococcus faccalis 100mgx 3| 7 days|2100mg| Good | Unchanged| (—)
Enterococcus faecium
. Normal flora
13]M.M/J 382 | 55 | Salpingitis | (=) 100mgx 3| 7 days|2100mg| Good | Unknown | (=)
Normal flora
Not tested
14]8.M. 41 | 51 | Salpingitis | (=) 100mgx 3| 7 days|2100mg| Good i Unknown | (-)
| Not tested j
(=)
I5|LH.| 27| 59 | Salpingitis | (-) N.F.R, 100mgx 3| 7 days|2100mg| Good | Unknown | (=)
. Pseudomonas sp.
Staphylococcus aureus,
I8/H.K| 48 | 55 | Bartholin'’s abscess| () N.F.R 150mgX 3| 7 days|3150mg| Good |Eradicated| (—)
—L | =
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Table 2~2. Clinical results of treatment with S-1108
; Dose . o
No.| Cass |Age Bl'(wj Diagnosis | .O’f”“‘d“ms [mli\effm Daily —Totar | Coeal | Baderiooga Side
(kg g calion | isolate ter dose Duration dose effect | effect |effocis
Siaphylococcus epidermidis I
\ i f-haemolytic Streplococeus

171Y.S. ! - X i

S.| 43 | 61 |Bartholin's abscess| (—) Corynebacterium sp. T5mgX 3| 7 days| 1575mg| Good (Eradicated| (-)
(<)
Corynebacterium sp. -
18|A.M.| 50 | 58 |Bartholin's abscess| (—) _ry___(_)____p__ Timgx 3| 3days| 875mg| Good |Eradicated| (-)
Siaphylo idermidi N
19/S.M.| 48 | 80 |Bartholin's abscess| () -ﬂyﬂ%y)ﬂﬂ—'—lmmg)(’d 3 days| 1350mg| Good |Eradicated| (=)
Esherichia coli, I
20|G.F.| 43 | 48 |Bartholin's abscess| (=) | Enterococus faecalis | 75mgX 3| 3 days| 875mg| Good |Eradicated| (-)
(=)
21(Y.T. 42 | 56 |Bartholin's abscess| (—) g:; 100mgX 2| 7 days|1400mg| Good | Unknown | (-)
22|K.C| 20 | 52 |Endometritis| () |—>ormalilora i, 2| 8 days| 1600me| Good | Unknown | (=)
Not tested

HOER T, #itk3E & L T bacampicillin, cefixime
PREINTVEHRENT, 453~ 6 HMIRET,
ENRUBENTH 1o TERERIZIFADD, D
56, BREBOLWHDN 1, ATLKERH 8 F
Th 5,

£/, AHERAERORERIRSNTbOTH D
B2, CDH>B 1 FIRERINCHBEIREINT
BT, AREOHLELESLOLNG, ChOoDEMICH
L, A#I3~8 HMEEL, THES 258
(case No.7, No.8) DHERTH -7 BERD 3 Fi
WIFRSAMHER L, A#I 7 BHRS TC2ABHT
Hoteo 7SIV MY VIRRBIZ B HITH D, 2F1LIEABE

fzo VAE, Table 3iz/Rdtm<, E% 16, 419
Fl, EH2HT, 90.9%DEHRTH 1

4. FREFIMEFENHE (Table 4)

RRD LI 22 fildh, BEANICHEERIETET
MEFENNREEHETCE/-0 4HT, Z0IBH
K12H, BRI, RE1HT 2E0HEE]
13/14, 92.9%TH > 70

5. SBEERIMEFENHE (Table 5)

BERICRHBEINCBRIRROL SIS 12 EE B
T, IBEICK - Tilk 228k, EE LEkELD, Bk
RIZ 5. 716 TH -7

6. BIfEA

BATTbhIH, 3~7BHOBRETLHEHTH- ARIERICE 3, VbW T LAF-FEPERE
Table 3. Clinical results of treatment with S-1108 (Summary)
‘ _ No. of Clinical effects Efficacy
Diagnosis rate
cases Excellent Good Fair Poor %)
Puerperal intra- 9 1 1
uterine infection
Endometritis 9 T 2
Salpingitis 3 3
Bartholin’s abscess 8 8
Total 22 1 19 2 90.9 o
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Table 4. Bacteriological effect of S-1108 according to diagnosis
. . No. of . .

Diagnosis cases Eradicated | Decreased | Unchanged| Replaced Unknown
Puerperal intra- 3 1 1
uterine infection
Endometritis 9 4 1 1 3
Salpingitis 3 3
Bartholin’s abscess 8 7 1

Total 22 12 1 1 8

Table 5. Bacteriological response of organisms isolated to S-1108

No. of Eradication
Organisms . Eradicated | Persisted | Unknown ratio
strains
%)
Streptococcus agalactiae 2 2
Staphyolcoccus aureus 3 3
Staphylococcus epidermidis 5 5
Enterococcus faecalis 2 2
Enterococcus faecium 1 1
Streptococcus pneumoniae 1 1
haemolytic streptococci 2 2
Corynebacterium 2 2
Escherichia coli 1 1
Klebsiella pneumoniae 2 2
N.F.R. 1 1
Pseudomonas spp. 1 1
Total 23 22 1 95.7%

FEREOBERR2HNCED -1, T2, BREE
BEAER IS -1,

m * %®

S-1108 (3 R BIFEKMWP T CHREI N/AROH
77 ZARY SRIEMETH 5. ARIIIUES
2ETANEORINI NN S-1006 D 4 747 LK~
B, EXNaANAFUAFARELZATINESTS
CEickvBORNAEEH-EHT, BOKER, B
BROIZ27F7—¥iITXOMAkaEIh, EHEL
S-1006 & L THiE 1% Ri#d 5 prodrug Tdh 5,

S-1006 i3, [LEHOMEARY bILEBL, BT
S LB, A TH T NORKEIST AHMENR,
RROBEEOE 7 = LAICH. LEBRTWVS,

WEOERARREEN S, 77 LBHE B
HEIEEI L TREIH, LHrDEEEIEXRD
S5hb, £7:, RSHEOEER LIKARE LTEAEL
W5,

ZHSDEEANS, AHRZOHEH LORK#%E
b - T, ERARSERO RS I UHMEFNEIGE
L, HREIMEFTEHHDEA LN S,

MEHICOVWTD, Y UBRITLOEHBE" 3,
75 LBHERIC LT MSSA KU CNS izt L,
cefaclor (CCL), cefteram (CFTM) X D\ i
@H%EmRL, S pneumoniae, S. pyogenes IXf L
T3 CCL &0 bM<, CFTM, cefotiam
(CTM) tEBIER%ETH-7. LHL, MRSA ¥t
L Ti3fthd cephem FIEBIE M - 7co 7T LIEHE
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RUmss et LTk, %< Offliic->\WT CCL,
CFTM, CTM & hEhiclimrimEhi, 2D
Mo, EENARHRRYEE I B MBS R0 R 34
BETEEHDEBONE, Y UBRIYLITEIT B
R T3, ERARER O BYE I L 80. 4% DM
HENZRVBONTE D, BRWERE—BT 5L
WH I eENTES,

RIS HWT, ¥ oY ATORMBM T,
WIRIZRIFT, %5% 2 IGMGI% CMmPmE L — 2
WL, TOXRMIIN 1 KMTH S, X, MixDE
PR DBITNBRIFL I EMMEONE, FE
HRBEOF/RAM:BEBABITISOVTRLDIT-
TEERMN SR, MpmEE K U ERL, 2D
RELS{OEMO MIC A A X=LTWVWABI &N
5, BB 3 EEEAHFTEEHDEERDS
ha,

BRERERIC oW T, EMARSIRREICH LB
FISERERE, MBEEHSIENBONLN, hidy
RO LICBITA2RHBR LRBETHD, EN
ZRUDETIEBROBME—BK LTV S,

BIERICSW\WTId, RABRERLEN D, v
RUYLICEITBEHTIR L 6XDREMHEET, [
ROIRTFNEEOLT = LEIERRETHD,

FIRDEEEETHLDLEL B,
WHWEARBREEL T BRE, FSFEokeg
GAEIT T BREOMEAIOLER B, ogs
SHFRRINE TORBMMEMRT 5L, ER@Ag
Btk 2HREND S bDLERI -,

vt T U

MLUCHRESNAIZATVEEO LT .1y
S-1108 22\ T, EMARERTREZHY, IF
DR %1871,

FHN% 5% DI BRI K O T2 SR i migch e
@E—8L, 200 mg BSKMAPICIARR 282,
ml 24§ 54, MEBEFITIEBE 0. 29~1.51 1 g/g M@
shic,
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H, %k 675~3, 150 mg 25 L, E4 16, 54
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92. 0% DHIEFMIZN R E 2, BUERE A1,
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Basic and clinical evaluation of S-1108 in obstetrics and gynecology

Nankun Cho, Takehiko Kimura, Atsushi Shimizu, Yoshinobu Haneda,
Masayuki Funatsu, Zenziro Miyakawa and Yukimasa Notake
Department of Obstetrics and Gynecology
Showa University Fujigaoka Hospital
1-30, Fujigaoka, Midori-ku, Yokohama, 227, Japan

Kango Fukunaga
Department of Obstetrics and Gynecology
International Goodwill Hospital

Katsuaki Kunii
Department of Obstetrics and Gynecology
Kunii Hospital

A newly-developed ester-type oral cephem antibiotic, S-1108, was investigated for its tissue
penetration and clinical efficacy against obstetric and gynecological infections, and the
following results were obtained.

1. Tissue penetration : tissue penetration of the drug into the intrapelvic genital organs
was found to be good, the peak serum concentration was 2.82x g/ml, and the peak tissue
level was 0.29~1.51 £ g/g after oral administration of 200 mg.

2. Clinical results : S-1108 was given to 22 patients with obstetric and gynecological
inféctions in a daily dose of 225~600 mg and a total dose of 675~3, 150 mg, and 90.9%
clinical efficacy and 92.9% bacteriological response were obtained. No side effects were
observed.

Based on these ‘findings, we consider S-1108 a useful antibiotic in obstetrics and

gynecology.



