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FLIHARINABOA® 7 = LRFEYHE S-1108 2R ARERREE I3 5 Bkt
MR, RMELSCICHSBMBBHITICHEL, R ZMA ., A% 100 mg BEHE5% DMK
m#, FEBARMERE I 3 B 30 D%ICHRAMO0.24 L g/ml, 0,24 xg/ml, 200 mg 5
B3 O BERAICREIE 1. 25 g/ml, 1. 21 pg/ml 2R L, DA#im Lz, SEABNBE
EHMETERED SN 100 mg B5HTIE 3 850 30 HEICREE 0, 12~0, 24 ng/g 575
L, Mm#&LD 50%2 EDHBIT%, 200 mg RE5HTI3 3 BERI%IC 0,50~0, 69 1 g/g R L,
MED 0% LDBITEBD o BERME RIE 20 flh, HEHTHEETS -7 15F0
IBEM2H, B IBHAITEHDR 0% TH-10 BB, | FICBEOERBSOHENDY
SNIcDAT, BERREBORER 1FILBDOShED 70 DILEDORKEIC KD S-1108 i3
WABMESEEEICH L, SVWFREEZRT I ENRBINI,
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1. WRREEHHE

2 11 H~3FE 3 B ToMICBNIERAS
TRERIC T FEMHEL & OERAMBHEERICKD
HEFELBMTEZ T L/ BECRIEEZEB N 9H
ZXRE Lico AHID 100 mg & 7213 200 mg % Bi[6]
BOKRSL, 5% 2BH2T9~4BR309F D
FEBRM, FRIRMAER L 7o $RE L 72 ik 13
HICMESREL, BRERMEE T -20°CICHEFREL
7o XBHLATFELRSUVIMNBRBRFENE, F=
*EEmE FEER E FROKMBICHEL,
EEERIEKTHRE L, MBEEBREL KRS —ETHER
L, P —20°CISBRRERAE Lo BRENL 7o oRksHR
BEAEHRCERCEL, ABRERD2ZED 0.1
M phosphate buffer (pH 7.0) #/0% T ULTRA-
TURRAX THRE Y+ 1 X%, 4500 rpm T 10 43R4
BOSEL, ZoLLEEZREAEARME L, mER
ZFDEFMEICH L, BEATEICOWTIZ Esche-
richia coli 7437 ZREH & L, #EMIT Trypto agar
ZRAVAEIEREIC X B Bioassay B THRIE L1z,

2. B8

S-1108 100 mg, 200 mg B[E]#% 5% o i # ARk 10,
FESHRKIM SEBMBAMREL Table 1 ICRT
100 mg 5D 4 Hl T35 % 2 BRI~ 4 B 30
DYEFFAERPIRE X TFEWEH0.04~0. 24 ug/g, FE

A& 0.04~0. 152 g/g, FEMNMEE 0. 03~0,17 1 g/g
TREEZ 3 BfE 30 % IciBoh, FhEH 0 24,
0.15, 0.17pg/g Zm Ui, 1z, BIE, HE~DHB
713 3 B/ 30 0~ 4 B§RE) 30 A3 Tl 2 h 2 0, 04
~0 12 g/g, 0.03~0 18ug/g DBITHEDOH
7o IERARINES & O FEEARMMAEE I I2IXE UBITE
BE TS 2 By~ 4 B 30 534212 0. 04~0. 24 1 g/ml
DBRITHRD SN, 200 mg HB5D 5 HlTI3, B5
% 2 B5RE 27 93~ 3 B:RE1 53 S TFEIEE 0. 07~0, 69
vglg, FEEEO0 07~0.50ug/g, FERNMEO, 07~
0.55ug/g DEITTH -1, BEiEI, 25 3EL®%
TZENhZh 0.69, 0.50, 0.55ug/g DEITERL
7o E/o, UE, IREINIZIRS 3 BERT 40 434% 0, 20,
0.26 ug/g, 3WEMI 53431 0.17, 0.25ug/g DHEIT
RO, MEERMSB L OFESRMBE 2IL5 2 1
FE127 53~ 3 5[] 53 3% T 0. 14~1. 21 ¢ g/m] DFEFT
PRD SN,

I.EEEMRBRN
SHRITFERRITE 9 A~ 24 10 A £ Cicl)EXE
WA L OB 5 MR CERARHERICH T 2R
ETZ2L, BBABSEHHEL, RAEEBShi 20
EFTEDNRIITFENEL IF, EBRFEARE ]
B, BRERLIHE, LMY ERMB6H, SILRY Y

Table 1. Serum and tissue concentrations of S-1108
after a single oral dose (100mg and 200mg)

~200mg~
c Time after | Serum (ug/ml) Tissue (ug/g)
ase Age | Weight|administration| Uterine (Peripheral| cervix | myome- | endome- .
no . . ] . . oviduct | ovary
(hr'min) | artery Vein uteri trium trium
1 36 52.5 2.21 0.14 0.13 0, 07 0.07 0.07
2 46 39.5 3.00 .21 1.25 0. 69 0.50 0.55
3 35 62.0 3.25 0.88 0.86 0,37 0. 34 0.40
4 48 44.0 3.40 0. 44 0.44 0.18 0.19 0.18 0.20 0.26
5 46 53.5 3.53 0. 44 0.46 0.21 0.20 0.14 0.17 0.25
~100mg~
6 50 66.0 2.00 0.04 0.04 0. 04 0. 04 0.03
7 47 45.8 3.30 0.24 0.24 0.24 0.15 0.17 0.12 0.18
8 43 48.0 4.00 0.17 0.16 0.09 0. 08 0.09
9 51 53.5 4.30 0.05 0.05 0.06 0.05 0.05 0.04 0.03
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IRAEEBBITH »1eo EHHEIZEH 75 me, 100mg
BLY150mg % | A2~ 3ERKEDNT2~8H
M, ERICBUTRE Ui, RIS &3 400 mg~
3150 mgTdh » oo ERYIE (2 FeH, EM, % /-8M
BRI %72 & OEBE MR S5% 3 HAPICHE L
il LIamIcE » 7ol 2 %%, 3 BRAPMICHB O
BERL, THUPICIBBICE > 72f2E%, 7 L
M LaflZzeeE, TERELThaiEsh
VRS WD 4 RIS THIE L7, i, 21,
YIRS & DA BISLE % 0FF L THNTH -7 b
FEheed, B Ui, HIEENMRIEOHRIC

D, HE - BD, BERR TESLUYEREOD 5
BB THEL 720

1. ERIREIR

SRR —%Z % Table 2 1Z/R L7, RN 18~
62 ¥ Y239 34, 4 o T, 43~68 kg 1950, 0 kg TH»
7o ERRAR AR ZIRE LI FENRE: (FENE
#9%l, ERTFEARLLFAD 10 H, EF 18, 19
REEEANC T T I P T7THRH Lic/ s, R 20 1389
WE7S REBHEIR DR S NS » Fo 1o OBRSN L Foo BBER
BRIED THITRE Uiz, EXh2 6, BH46l, R
B1HToH 7o RIAD 1 FlI3IRE 2 B HICEREH
HWHUCEFTHEHEDOHE SR LIERT
Hotio FTEMBRBL GIER F1HAOATEY
T, SMEBEE CSIL MY CIRIRE6H, S by
RE3FD ofIcRITL, H%8H, FREALHAITH-
7o RNEHD | FlI3BEERICAH—ENBAINTWE
PITHHEDHED S RN Lice 26T 20 f
h, EsEORFTEEB L. 15 1T, ELH2H,
B 13FITHYD, BHEI10%TH -1,

2. MEFHHE

BRKMRERA LA ITHDS B, BREELEZS
NAMEEIFHOoNBEL 72, REX N/ Strepto-
coccus sp. 3 ¥k, Staphylococcus aureus 1 #,
Staphylococcus epidermidis 1 ¥k, Peptostrepto-
coccus prevotii 1 #RIZBES%ICEBE L. G C-
Streptococcus sp. | R I BREX LB HEHEY T,
S. epidermidis WEICHBE L, WEFEMHRIRE
TdH »7zo Citrobacter freundii @ 1 #RIZIF5HEIT
EHEE LD, E. coli MHRULCOTERNLL
7zo Corynebacterium sp. D IR EZHBREE
HBHRTARIAL Lico BEANCEVFBETEIIFD
35, HEK6H, BRXL1HF, RE1HF, RF1HT
Ho71

3. BMERS X UHEFREMER

SR E L7 20 IO 5 BAFNCL B & Bbhagy
i3, W6 cBEDOEREE L fliiBninse
Bl COHEREARESEPLLT 1 Bops
Lo X, BRERRBMBERER 1 HI BB H 1,

m % %

B, %_ﬂﬁwﬁﬂt7lbf#¢%ﬁaj
cefixime, cefteram pivoxil, EM B L4 r,
L L7235, cefteram pivoxil & 75 LBkEt:
Staphlococcus aureus IZPPHBENHEEL, 7354
RBE, 77 LBRERAAIC/ ST L ZARBVHEHLE
THREMEDOHBEMNAEN TV, S-1108 70
R 75 LBPEBEICNE LTt cefotiam hexetil £
BECKHEN, 77 LBMEICHLTE, cefteran
pivoxil LEIREDHENEET 5,55 » 28V
ART ML EFLTHEYD, IOABSHELEHE
EOEN B N 5 ER ARSER O BREE DR % ik
X U AR OB OREL S hbibhs, £, i
HREEDHERS, RPPEH#E Mo X 7 AVBENY
7 L LFRPUEME L ZRED SNV, HBARTK
2WT 18100 mg 4 & 200 mg 5 FlCRHAZT-
e, FERUFEMNBB~OBITIX 100 mg By
53 3K/ 30 RRICREBEZR L, MATRER
0.24 1 g/ml, MBEEPVEEE I 0. 12~0, 24 1 glg Th
0, WMEL 50% L ETH - 7o 200 mg 5Tt
BR%CRSEZRL, MAEDRER L2 yg/ml,
FREARELL 0.50~0,69 £ g/g TH D, XHMAELA
BUULTH > 1, TOMELEH LV LT VHED
7 2 LAIEHB L TABE, cefteram pivoxil lﬂ‘]
30~ 40 %?, cefotiam hexetil (3% 60~80%",
cefetamate pivoxil (349 33~56%", cqfdiiﬁ(en
pivoxil 1340 20% > TH 0, AR DHEENBTIRE
T, REREEHEENIED SH,

AFIDERBE CRFERRL 10 f, FELRE
R 1 B, AMeESRRRYE 9 BIET 20 I CRRE L i, AN
DORE5RIZ 1 [ 75 mg 252 H, 100 mg A% 17, 180
mg A 1P 1B 2EREH2H, 3 EHSH 1M
T2~8 HMRETH -7 BiEIR, RFAET-L
17 @ik, E5h2 ), HRh 1341, AREA 2 F1T 100%0
HHETH 1o MEFHNRGEREN AR
h, BHRUEHRS-SHDI BT W‘J?’J‘ﬂ%%b #
RRIZT/8 EEVRESRERL :

BIfER, 1%&&515&k&ﬁ@§ﬁﬁ®ﬁ
L7chs, FrcomEs ¢, &5¢¢uﬂ5w
L7, BHRREEORER | FlbBpLH-T I
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‘ Table 2. Clinical results of S-1108
—’—"’__‘ R R R N ]
| Case . . Admmls%mhon Organism isolated I?gctizgllo Clinical| Side
"o Age| Diagnosis dose |duration|n (o, 4o (count) fgf ; effect | effects
) (day) | (day) ellec
1| 28 Endometritis 100mg X3 7 2100mg ’ (;) Unknown |Excellont| (=)
2 | 33 |Endometritis{100mgX3[ 7 2100mg Co\r?lnebczc-':t)mum SP| Unknown | Good | (-)
3 | 18 |Endometritis|100mgXx3[ 3 900mg =) Unknown | Good | . (=)
4 | 41 |Endometritis|150mgXx3| 7 3150mg (=) Unknown | Good | (=)
5 | 30 |Endometritis|100mgXx3| 7 2100mg =) Unknown | Good | (=)
6 | 18 {Endometritis{100mgX3| 2 400mg Chlamydia Unknown |Unjudged|urticaria
Puerperal - n
7 | 24 |intrauterine [100mgXx3| 7 2100mg C'_;f rz‘undltf (( ::)) Replaced |Excellent| (=)
infection - cou
8 | 43 | splpingitis | TSmgX3 4 900mg N.T. Unknown | Good | (=)
g | 4 | Bartholin’s 1,0 oxsl 7 | 2100mg | S epidermidis )| Eradicated | Good | (-
abscess T - (=)
Bartholin’ G. C. strept (#)
10|45 | 8000 2% |100mgx3| 7 | 2100mg |>S. epidermidis (+) Unchanged |Unjudged (-)
abscess ‘ =G. C. strept (#) |-
11| g | Bartholin’s 1,5y exsl 7 | 2100mg | F-Pre0tE (YD | pdicated | Good | (=)
abscess - (=)
12 | g | Bartholin’s 100mgx3| 7 2100mg S. aureus (#) Eradicated | Good | (=)
abscess ‘ - (=)
13 | s¢ | Bartholin's |y osol 5 | 1000mg | @Streptococcus(H)l g dicated | Good | (-)
abscess - (=)
] in’ . +
14 | g | Bartholin’s 1,0 o x2| & | ooomg |7 Streptecoccus(t)| g dicated | Good | (-)
-abscess - (=) .
5| 28 Bgrtho!m S li00mgx3| 5 1500meg | @ -Streptococcus(+) Eradicated | Good | (=)
. infection » - (=) .
16 | 3 | Bartholin's |\ sl 7 2100mg -) Unknown | Good | (-)
infection
17 | g4 | Bartholin’s 1,00 o wsl 7 | 2100mg ) Unknown | Good | (=)
infection
18 | 19 |Endometritis ldOmg x3 T 2100mg | Chlamydia (+) Unknown |Unjudged| (=)
s 19| 40 |Endometritis, 100mgx3| 8 2400mg | Chlamydia (+) Unknown |Unjudged| (-)
20 | 22 |Endometritis 100mgx3| 4 1000mg ) Unknown |Unjudged| ()
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L ORI RO S-1108 (78 49 A FHAF I 08 G 1o 30 3) i, BB, REEM, BB ;&
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#, ERFREIRES Chemotherapy vol. 3, k(]
X W ~~788, 1088
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Pharmacokinetics and clinical studies on S-1108 in obstetrics and gynecology
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Phamacokinetic and clinical studies were conducted on S-1108, a new oral cephem; in the
field of gynecology. The results were as follows :

1) After oral administration of 100 mg of S-1108, the peak serum concentration in.
uterine artery and cubital vein bluod was 0, 24 £ g/ml, while genital tissue "concentrations
were 0, 12-0,24 ug/g. after 200 mg of S-1108, the peak serum concentration in uterine artery
and cubital vein blood was 1. 25 ¢ g/ml, while genital tissue concentration were 0. 50-0.69
rel/s.

2) The results of treatment with S-1108 in 15 patients with gynecological infections
were “excellent” in 2 and “good” in 13 cases, with an efficacy of 100%.

3) Side effects consisted of skin allergy in only 1 patlent and no abnormal laboratory
findings were reported. ‘ s

These findings indicate that S-1108 may be a useful antlblotlc in the treatment of
gynecological infections.



