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S-1108 150 mg I 5HKOFEHRIMICE T 2R
BERL02ug/ml ThHY, KHHBKORSRE
0.7ug/ml TH-7,

200 mg BHEHTOFEHIRMD Cmax (3 0.55
ug/ml, Tmax2 2l hr TH Y, EKHIMD Cmax i
0.47u g/ml, Tmax 2. 09 hr T » 7z, HEBHEEAN
BEEIZ 150 mg 5 TR 0.05 (FEHB, FEANE
~0.59ug/g (FEBES) OEERL, EBEHHFENR
FEMA 7 200 mg 5 TR, HEMHBEBED
Cmax (398% 0. 28, HR# 0.29, FEWNEE0.26, &
BHE0.25, FERELRBLUTFEMH0.3Tug/g
Z/RL, Tmax 32K/ 304, T1/2131.55hr T
HD, TOREZKXHMBEDREDHK 1/2~2/3 1BE
THEB L7,

Table 1. Tissue concentration of S-1006in genital organs after a single oral dose (S-1108, 150 mg)

No.[Name Age Tin?e Pef'ipheral Uterine Por'tio . Cervix uteri?® | Myometrium? |Endometrium?
(y) |(h:min) vein? artery? vaginalis?’

1{T.N.| 49 [1:30 0.10 0.11 0.08 0.08 0.05 0.05
2|N.U.| 49 |1:33 0.37 0.39 0. 29 0.24 0.24 0.25
3|K.D.| 52 |1:43 0.30 N.D 0.27 0.21 0.15 0.12
4|1Y.S.| 42 |2:10 0.33 0.28 0.14 0.14 0.09 0.10
5/K.S.| 46 |2:25 0.74 0.77 0. 54 0. 54 0.38 0.25
6/S.U.| 32 |2:30 0.12 0.12 0.07 0.07 0.06 0.05
T|S.K.| 45 |2:43 0.13 0.14 0.10 0.10 0.08 0. 06
8|K.M.| 47 |3:07 1.01 1.02 0.58 0.56 0.54 0.33
9]S.Y.| 41 |3:10 0.57 0. 53 0.36 0.33 0.20 0. 20
10/S.Y.| 41 |3:14 0.18 0.16 0.10 0.11 0.07 0.07
11{S.U.| 41 |4:35 0.78 0. 81 0. 59 0.58 0.34 0.28

Do pug/ml P uglg
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Table 2. Tissue concentration of S-1006 in genital organs after a single oral dose (S-1108, 200 mg)

No| Name Age 'I‘irrfe Peripheral Utering Por'tio' Carv.ix M.yome- En'dome- Ovary® m
(y) |Ch:min)| vein" artery’’ |vaginalis®’| uteri? | trium? | trium?®
1|K.T.| 44 |1:00| <0.01 | <0,01 | <0.08 - <0.03 | <0.03 | <0.03 m
2| Y.S.| 43 |1:15 0. 80 0. 51 0.38 0. 36 0.19 0.18 0.33 0.2
3| A.T.| 3 |1:83 0. 44 0.44 0.34 0.20 0.20 0.18 0.20 0.19
41 Y. 1. 47 2:10 0.40 0.39 0.34 0.25 0.25 0.28 0.15 0.2
5/ T.Y.| 41 |2:40 0.40 - 0.21 0. 22 0.16 0.18 0.18 0.14
6| H.I.| 42 |3:15 0.25 0.55 0.26 0.32 0.20 0.27 0.30 0.8
7| S.M. 36 3:27 0.42 0.4 0.26 0.18 0.18 0.11 0.18 0.19
8| K.H. 42 3:35 0.38 0.33 0.24 0.21 0.16 0.09 0.27 0.19
9| H.T.| 37 [3:44 0.33 0. 42 0.34 0.24 0.22 0.23 0.36 0.2
10| K.T. 44 4:20 0.57 0. 52 0.42 0. 32 0.24 0.42 0.25 0.2
11| K.M. 43 4:34 0.22 0.15 0.16 0.16 0.18 0.11 0.12 0.15
12| T.1 63 5:565 0.22 0.04 0.30 0. 30 0.27 0.20 0.17 0.18
13| S.N. 42 6: 30' 0.10 0.17 0.13 0.13 0.10 0.09 - 0.10
D ug/ml Duglg
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Fig. 1. S-1006 concentration in uterine artery and peripheral vein blood
after a single oral 200 mg dose of S-1108
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Fig. 2. Tissue concentration of S-1006 in genital organs
after a single oral 200 mg dose of S-1108
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Fig. 3. Tissue concentration of S-1006 in genital organs
after a single oral 200 mg dose of S-1108
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Fig. 4. Tissue concentration of S-1006 in genital organs
after a single oral 200 mg dose of S-1108
Table 3. Clinical summary of S-1108
Age (y) Treatment Organism isolated Effect Side | Labor.
No. Wela}:t) Diagnosis Dosage | Duration | Total dose Before Clinical Bacterio | effects findings
g (mg/day)| (days) | (mg) After logical
33 E.coli
1| 59 |Endometritis 300 8 1800 E. faecalis Good |Decreased| (—) | (-)
: E. faecalis
B .
2| 1% | Pyometra| %00 | 14 | 4000 % Good | Eradicated| () | (-)
L. N. T.
3 180 Salpingitis 300 ‘ 7 2100 N T Excellent| Unkown | (=) | (=)
25 . 225 3 | S. agalactiae . ~
4 510 Salpingitis 300 4 1875 = Good |Eradicated| (=) | (-)
5 g; 5 Salpingitis 450 7 3150 —%S— Excellent| Eradicated|{ (=) | (-)
N. F. . '
6| 2. |Salpingitis| 450 7 | 3150 (_}: Good | Unkown| (-) | (=)
L. N.T.
7| 2, | Salpingitis| 00 8 | 200 || Poor |Unkown| () i
44 Bartholin’s (=) -
- ("‘)
8 55. 0 abscess 225 21 4725 N T Good | Unkown| (=)
25 Bartholin’s (= 51 e
9 46,9 abscess 300 7 2100 = Poor | Unkown| (-) T
N.T.
10| . %' |Bartholinitis| 22> T 3615 Good |Unkown| (=) | ()
Unkown 300 7 N. T. I

N. T. : not tested

N.F.:

normla flora
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Table 4. Summary of clinical effects

Type of infection Diagnosis No. of cases| Excellent Good Poor Efficacy rate
Endometritis 1 1
Intrauterine
. . Pyometra 1 1
infection
Subtotal 2 2 2/ 2
Salpingitis 5 2 2 1
Adnexitis
Subtotal 5 2 2 1 4/ 5
Bartholin’s abscess 2 1 1
Ext 1 ital
xiernal 8NN Bartholinitis 1 1
infection
Subtotal 3 2 1 2/ 3
Total 10 2 6 2 8/10
Table 5. Bacteriological response to S-1108
Isolated No. of cases | Eradicated | Persisted | Eradication rate
S. albus 1 1
S. agalactiae 1 1
G (+)
E. faecalis 1 1
Subtotal 3 2 1 2/3
E. coli 1 1
G (=)
Subtotal 1 1 1/1
B. fragilis 1 1
Anaerobes
Subtotal 1 1 1/1
Total 5 4 1 4/5

# B T3 Streptococcus albus,
agalactiae, Enterococcus faecalis & 1k, 77 &
BB TIIE coli 14k BIMEE T3 Bacteroides
fragilis 1 }kTH - 12o ARIOEHKRIIFRMES T L
BEETI2/3, 75 LREETIR /1L, BRIEET
B 1/1TH -t T, 5Hkd, R4 it
| BRORBRIETH o720 BBEHRD | ¥R E. faecalis
TH-o1
6. BIERL S ICIERREBERE
BHERIC DLW T IRBEEZFERLTITY, 7, FH
BERRICIME—E Bt KOFBIEOREEZE
ML, ERREBRFEORBEOEEE LA TRITL

Streptococcus

2o Table 6 ICARIRSHIRDERREBDOLE %
R Ltce ARIRERTT - 1o 20l BthRISEITER S
SUICERREMEREORBRIZBD SNEd T,

m * ¥

BE, ERARKESICET 5 MEREEDOBRICE
LCRGEREARZ b, EREHE sVWEetz
BT 5 B-lactam RHAEH, Bt 7 = LRTAEH
NE—RIRFIE 2 BBENE WV, LI L—AHTB-
lactam KIDMEFASEE, FHBOEMICAY, WHER
B L OERSHEIC & 5 RYIELE 4 MR ZR L
TWBILEHBEETHB Vo
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FOFNCHBWVTIE cephalexin (CEX) L 7S
LEEHEICH T B RE ML I NI AN T TICE
HEARI TV D, 7'J LBHEICHT 5HE DD
BLRBINTVWAE -7, SEKRE L7 S-1108
B77LBEEICHT2REHNDORILE ST
B -lactamase I T A REH DK BN LI N oK
HThb, ZDOHFTHRKRIMEICXHT S S-1006 D
MIC,, {#(3, Streptococcus pyogenes Tl =0. 01
1 g/ml, Streptococcus pneumoniae T 0. 20 1 g/
ml, Staphylococcus aureus 1.56 £g/ml, Klebstella
pneumoniae, E. coli, Peptostreptococcus sp.
0. 39 12 g/ml, Haemophilus influenzae 0. 025 1 g/
ml, D TEWVIENZHIET 5, £/, Pseudo-
monas aeruginosa, Clostridium difficilel¥d %
HEAEEVEIhTnSE Y,

AR OBIERADORBERIZ 2168 Fich 76 f, 3.5% T
by, ZOERLHDOFTH - KE 29, REIFT
fhicEEL bORRDOSh M- BEIL T

o AEF~A 13 S-1108 DEMMKRETE LT, &H
150 mg, 200 mg EOHEKRERICHIT S MEPL L
U SRAMNBEZRE L, S-1108 150 mg 25
BoOFEHRIMICET 2REREIR L 021g/ml TH
D, KEHRMRFZREZ0.782g/ml TH -7,
200 mg 5K TOFEEARIMD Cmax 3 0.55 ¢ g/
ml, Tmax2.21hr TH D, KMIMD Cmax i3 0. 47
ug/ml, Tmax 2.09hr TH -1, HESEHBHNRE
i3 150 mg 5 T3 0.056 (FEHRB FEHNE~
0.59ug/g (FERK) DEERL, EHHHFHR
2MA 1z 200 mg &5 T3, HBHEKEED Cmax
I3BRE 0.28, BAH 0.29, FENAE 0.26, TEHRE
0.25, FEHE0.RBLUTFEEH0.3Tug/g 2R
L, Tmax {32 B/ 30 493, T1/2i3 1.55hr T&
b, ZTOREIERWMBEFREDK 1/2~2/312ET
i:3 > OF iy

ZOHEBHBRRE D S HNTT 5 S ERARHEZRR
BIEDE { DERED MIC,, EZH/S—LTWVWBA
BThriEL OO, BERAICHT BRITE, F
BENER LF, TEIEMEFREDT FEMRS
KEFPITIIESD2H, BX2H, B|HLHIT 2EKT

ES2H, A6 G, B2 HIERLI RICHE
ZHRFTH BN, IFRMET T LBEED E. faecalis
D1 OERELIZDAT, AEIOEHEEIZ4/5 %2R0
120 BBICEHERTH 50, AFRSICERET 5Bt
HHBEER S 5V BERREBRE ORI II2HI
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Basic and clinical studies of S-1108
in obstetric and gynecological infections
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Department of Obstetrics and Gynecology, Kochi Medical School,
Okohcho, Nankoku, Kouchi 783, Japan

Tadashi Hashimoto
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Hidehiro Takahashi and Yuji Nakano
Department of Obstetrics and Gynecology, Tosa City Hospital,

Hisanori Fukunaga
Department of Obstetrics and Gynecology, Reihoku Chuo Hospital,

Takashi Bandou
Department of Obstetrics and Gynecology, Niyodo Hospital,

Atsuo Ozaki
Department of Obstetrics and Gynecology, Sheinan Hospital,

This study was performed to evaluate the efficacy of S-1108, a newly developed oral
cephem antibiotic, in infectious diseases in the field of obstetrics and gynecology.

The maximum concentration (Cmax) of S-1006, the active form of S-1108, in uterine
artery blood was [.02uzg/ml at 3 hours after 200 mg dose of S-1108. Pharmacokinetic
analysis yielded a Cmax and Tmax in uterine artery blood of 0.55u g/ml and 2.21 hour,
respectively, and the values were identical in peripheral venous blood. Furthermore, the
Cmax values in the genital organs ranged from 0.25xg/g in the myometrium to 0.37xg/
g in the ovary and portio vaginalis.

The clinical efficacy of S-1108 was studied in a total of 11 patients, 6 with salpingitis, 2
with Bartholin’s abscess, 1 with endometritis, 1 with pyometra and 1 with bartholinitis.

The efficacy of S-1108 in these patients was excellent in 2 cases, good in 6 cases and poor
in 2 cases based on clinical efficacy criteria. One patient with salpingitis, however, could
not be evaluated. The final efficacy rate was 8/10. Four of the five strains of organisms
isolated from the patients were completely eradicated, and the other remained positive.

No adverse reactions were noted in any of the patients.

In conclusion, the results of the present study suggest that S-1108 is a very effective
antibiotic in the obstetric and gynecological infections.



