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1) WX - HEifit

PR AEREE 6 RIS LTZEE, ABLU 7ok Y v FOKE% Cross over /EIZT
200 mg BiEHYS L, MAPRERD SRyl % LBkt Lic, BmMPRERZhEhD
ZHTTI1.42, 206 B8K02 T4ug/mlTHYD, AUCI34.80, 7.37THKTF13,05.¢ « hr/
ml DETH -7 —F, Tmax BXY T1/2 138EET 2. 00~2, 33 hour, 1. 36~1, 81 hour
THoto £RPEINRIZ24.8, 38.8BLU32.5%8DTNFNDETH ~7c, FRFBFC
AIE L BERGIROMPD AN =F L OE# B LSMF - RPDE oL VAN=F L 0%
BERN L/, BETLHMDH 200 mg 5 TRIENDHIL=F L OEHTIRIRELHDIZIL
FRPTid 24 BRI TR BICIE U TH 0% D ENY VEENE oA AN =F & LTEINX
TV AEVHRI NI,

2) BRER%HER

OO 83 AR ALAE 2 LIS &3 1L FliCARIZ 1 B 75 mg 75 200 mg % | B 3 @RS LI
B OBE%HOH, BH2HID81.8%DENRTH -7z, MEFEMICIE2H|L D Haemophilus
influenzae, Escherichia coli D’ ah, FREEERHRL TV, BE, BWERELTI
FlOBR(EE 2 FlIcBWTIFBEKEZ B XU GPT O LR HER XM,

key words : S-1108, {APNEh4E (S-1108), S-1108 E#f - FEER

S-1108 (EFERMERARH CTHHAAKR I LA 1) Mg
AT NEIRO+ 7 =« LROWEME TH 5, ARIDE RERAEFEREE 6 & (95w 20,
ik TH 5 S-1006 D 4 7 AIEICE SOt F A &E 72 6kg) (Table 1) i< S-1108 200 mg RZER
FAEELZTNESSYE, BORRELD L L

FATLH Do IR - MIPEO TS LI - BEER Table 1. Physical characteristics of the healthy

HENERT ESATVS ™, volunteers
SER% AR OHRFEN S BHTRFLS LY Case | Initials | Age (y)| Body weight (kg)
TaRx Yy FOEEI>WTKRETT 5 L LicBiEkS 1 M. H. 20 6.9
BOAN=F L OFBIO>VWT ORI LICOTHEL, 2 2‘ 1\}/11 20 723
. g - e 3 .M. 20 78.
HIC - TETOEKRERAREIC DWW T HHET 5, 1 KM 20 66,4
5 T.K 20 78.5
I.E¥ ®» B B 6 M. S 20 77.2
1. RN - HEitk Mean+S. D 20 72.6

*T105 X FEHHE 3 —25—- 8
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BRBIUBE+ 7oK Yy KD 3D Cross over
FEiIC TP EE B X ORP 2R Ui, MARE
DRIFEIZ E. coli T437T ZWMREE & L, KT Tryoto-
Soy agar Z VW TDRILEEICK 5 Bioassay kT
fTo7co BEFRFKIZE FME (Flow Lab) ZHWV

7o

2) RhRE

ZNTNORETTAFINRE 0~2, 2~4,
4~6, 6~8, 8~10, 10~12, 12~24 BFRJICIR

ZEIY LR % AIER, RPBES K CRPEINERE
Bt L7, AIE MK FRE Bioassay I CTEML, &
L 12 0. IM phosphate buffer(ph7) ZHWH
gL71

3) HN=F L EE

BREBHICBY MNP B LVRFOE N A VAN
ZF UV DBESLCMFD Free DAV =F » O
oW L, EXNaAMILAN=F i HPLC
HETHIN=F i3 Enzyme radioassay ki TEHE
L7

4) FEEhHFRIR

MEDREE O3 H2EHIRRNT (3 —RIRHEFE %2 R
L 7z one-compartment model %\ TITV, 3
H#H)¥5 A —% — (Tmax, Cmax, T1/2, AUC)

ERDI, FRPBEMESEREAVCEIVT S
v Z ClIr 23K,

2. R

S-1108 200 mg D ZEfEK, A% (30 /&) KH X
U&% (30 431%) + probenecid (1.5g) Ko MmEFs
S-1108 DBEMEFEE A Table 2, Fig. 1R L

(ng/ml)
30r
Mean £ S. D. (n=6)
25+
O : Fasting
O : Non-fasting
20t & : Non-fasting

with probenecid

Serum levels of S-1006
W

10+
0St
00
Time (h)
Fig. 1 Concentration of S-1006 in serum

after oral administration of S-1108

Table 2. Concentration of S-1006 in serum after oral administration of S-1108
Dru Case Concentration in serum (ug/ml)
g No. Oh 0. 5h 1.0h 1.5h 2.0h 2.5h 3.0h 5. 0h 8.0h
1 <0.01 0.48 1. 68 1.85 1.78 1.33 0. 89 0.17 0.03
2 <0.01 0. 56 1.72 2.90 2.00 1.56 1.12 0.34 0.05
3 <0.01 0.37 0. 90 1.02 1.06 1.12 1.15 0.49 0. 06
200mg 4 <0.01 0.05 0.38 0.72 0.88 1. 04 1.30 0.50 0.08
(fasting) 5 <0.01 0. 06 0.31 0. 44 0. 46 0. 86 0. 96 0.67 0.08
6 <0.01 0.21 0.79 1.05 1.18 0.79 0.77 0.30 0.04
Mean | <0.01 0.29 0. 96 1.20 1.23 1.12 1.03 0.41 0. 06
SD = 0.22 0.61 0. 64 0.57 0.29 0.19 0.18 0.02
Oh 1.0h 1.5h 2.0h 2.5h 3.0h 5.0h 8. 0h 12.0h
1 <0.05| 1.65 | 174 | 1.48 | 1.35 | 1.32 | 0.80 | 0.07 | 0.01
200mg 2 <0.01 1.59 1.84 1.98 1.67 1.48 0. 48 0. 06 0.01
(non-fasting) 3 <0.01 0. 06 0.48 1.19 1.63 1.68 0.40 0.10 0.01
4 <0.01 2.01 3.24 2.48 2.14 1.68 0.51 0.07 0.01
5 <0.01 0.91 1.35 1.55 1. 49 1.51 0. 67 0.07 0.01
6 <0.01 1.54 2.05 2.17 1.91 1.49 0. 42 0.05 0.01
Mean | <0.01 | 1.20 | 1.78 | 1.81 | 1.70 | 1.58 | 0.68 | 0.07 | 0.01
SD - 0.70 0. 90 0.48 0.29 0.14 0.19 0.02 0.00
Oh 1.0h 1.5h 2.0h 2.5h 3. O0h 5. 0h 8. O0h 12. Oh
_ 1 <0.01| 1.32 | 811 | 3.69 | 3.3¢ | 3.3 | 1.52 | 0.53 | 0.10
200mg with 2 <0.01| 2.00 | 2.44 | 2.37 | 2.04 | 2.04 | 0.93 | 0.30 | 0.04
probenecid 3 <0.01 0.82 1. 40 1.85 2.02 2.25 1. 61 0.46 0.07
(non-fasting) 4 <0.01 1.82 2.90 2.90 2. 66 2. 66 1.41 0.48 0.09
5 <0.01 1.41 2. 54 2.82 2.70 2.65 1.44 0.52 0.10
6 <0.01 1.88 2.27 2.27 2.36 2.11 0. 96 0.31 0. 06
Mean | <0.01 | 1.54 | 2.44 | 2.65 | 2.52 | 2.51 | 1.31 | 0.43 | 0.08
SD — 0. 44 0. 60 0. 64 0.50 0. 49 0.43 0.10 0.02
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oo BRYIVMEENITER S (& Table 3 i % MRIR B EINR EIRIGIRG & RERE L BHBET 2L Cmgyy
‘@ Table 4127k L#co &7z Table 5i2id&/$5 A —  1.42+0,45 g/ml A% 2, 060, 62 1 g/ml, AUC #
§—=%RR L1, 4.80%0.90 g+ h/mlA$7.37+0.93 g« h/ml 44

Table 3. Concentration of S-1006 in urine after oral administration of S-1108

Dru Case Concentration in urine (zg/ml)
& No. 0~2h 2~4h 4~6h 6~8h | 8~10h | 10~I2h | 12~z

1 286 265 23.5 3.03 4. 94 1.4 L
2 398 265 86.7 18.0 7.67 0.91 0.88
200 3 111 160 37.8 18.9 3.73 1. 61 08
mg 4 4.4 140.0 68.7 24. 4 5. 95 2.45 0.89
(fasting) 5 40.0 168 180 38.9 9. 89 2.59 1.3
8 203 194 41,1 18.0 5. 05 0. 69 037
Mean | 185 199 72.6 20.2 8. 21 1.62 0.90
1 262 104 77.8 23.5 2,92 2.54 0.29
2 261 219 84.4 19.2 2,82 2.33 0.3
200 3 27.8 109 82.2 10.8 4.54 0. 90 0.57
mg 4 279 153 94. 4 20. 4 4.34 1.35 0.82
(non-fasting) 5 135 223 140 32,2 5. 25 1.30 0.3
8 109 119 61. 1 7.97 4.54 0.72 0.42
Mean | 179.0 154.5 90.0 19. 01 4.07 1.52 0.47
1 46.7 55. 6 60.0 20.6 2. 1 10.7 2.4
2 108 75.5 53.3 38.9 17.7 9.39 0.69
200mg with 3 24.4 85.5 68.9 30.0 17.1 8.78 2.8
probenecid 4 33.3 71. 1 74.4 56.7 25. 1 10.9 2.04
(non-fasting) 5 56. 7 101 63.3 92.8 9. 99 6. 66 2.00
8 74.4 102 42.2 22.2 21.4 7.71 2.3
Mean 57.25 78. 45 60.35 | 31.87 19.23 9.03 2.06

Table 4. Cumulative urinary recovery of S-1006 after administration of S-1108

Dru Case Cumulative urinary recovery (% of dose)

g No 0~2h 2~4h 4~6h 6~8h 8~10h | 10~12h | 12~2mm

1 9.4 19.9 22.4 23.0 23.3 23.4 23.5

2 15.3 29,1 33.3 34.5 35.0 35.2 35.3

3 4.5 18.1 20. 1 22.1 22.7 22.9 23.0

200mg 4 4.4 16.9 22.7 24.5 25.2 25.4 2.5
(fasting) 5 2.1 10.8 20.8 23.2 23.9 24.1 2.2

‘ 6 7.2 15.3 16.2 17.2 17.5 17.6 17.6

Mean 7.1 18.4 22.6 24.1 24.6 24.8 24.8

SD +4.7 +6.1 +5.7 +5.7 +5.7 +5.8 +5.8

1 13.1 28.4 37.7 39,7 40.3 40.5 40.7

2 15.6 34.9 41.6 43.3 44.0 44.2 4.3

3 3.1 26.2 38.9 40.2 41.1 41.3 41.6

200mg 4 18.92 31.52 37.50 37.68 38.29 38.51 38,72
(non-fasting) 5 10. 84 29.84 39.05 41.12 41.80 41.98 42.12
6 8.64 17.74 23.75 24. 67 25.19 25. 27 95.42

Mean 11.7 28. 1 36.4 37.8 38.4 38.6 38.8

SD +5.5 +5.9 +6.4 +6.7 +6.8 +6.8 +6.6

1 5.7 17.2 23.6 26.4 28.1 28.7 29.5

2 12.3 23.9 30.7 34.0 35.5 36.0 3.2

200 b 3 |y 4.0 9.9 18.8 23,1 25. 1 25.9 26.6
mg wit. 4 3 9.0 23.0 31.8 34.7 36.5 36.8 37.8
probenecid 5 | 6.8 21.8 30.2 34.1 36.5 37.5 3.5
(non-fasting) 6 7.9 18.0 20.7 23.1 24.8 25.5 2.2
Mean 7.6 19.0 26.0 29,2 31.1 31.7 3.5

SD +2.9 +5.2 +5.6 +5.6 +5.7 +5.6 5.1
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Table 5. Pharmacokinetic parameters of S-1006 after administration of S-1108

S-1108 200mg S-1108 200mg S-1108 200mg with
Parameter . probenecid 1. 5g
(fasting) (after a meal) ;

(fasting)

Tmax (h) 2.33%+0.75 2.00x0. 55 2.13%+0.54

Cmax (ug/ml) 1.42%+0.45 2.06%0. 62 2.74%+0.53

T 1/2 (h) 1.36%£0. 28 1.39%£0. 39 1.81%0.18

Vd/F (1/Man) 85.2%29.2 57.1+14.4 42.1%17.1

AUC,_,,(ug * hr/ml) 4.80%0.90 7.37%0.93 13.05%+2.08

Clr (ml/min) 169+88 211£20 89+26

Values represent meanststandard deviation of values for six volunteers

Tmax :time at the which the peak serum concentration, Cmax, was achieved
T 1/2 : elimination half-life in serum

VAd/F  : volume of distribution divided by bioavailability

AUC,_,, : area under the serum concentration-time curve from zero to 24

Clr : renal clearance

BESOEDBINN L VEETH > 72, 7 Tmax
32.33h 75 2,00 &FIT/PNIVEIZHE - TW e,

A%ES5 &A% +probenecid Z0HH L /< DM
BhREA L9 5 & probenecid DHFAICEL D T1/2 13
1.39+0.39h 75 1. 810 18h iCEEE L, AUC b
F7:7.37+0,93 g *h/ml 75 13,05+2 08 g« h/
mliZ¥ R LT\,

FRAPBEE (IR 5 2 ~ 4 IR S RET
T 19 g/ml THY, BHEERSTIZO~ 2K
121791 g/ml T3 - 72, probenecid OHFHEIE 2
~ 4 BERIT 78.45 1 g/ml TH D 0 ~24 By DR
MRIZZENEFN 24.8%, 38.8%BLU 32 5% THD
BEBENBELEVETH > 72(Fig. 2)o /-7
Y75 v A2 probenecid DPHEAIC L D 221 =20 ml/
min M5 89+26 ml/min & 1/2 IFIETFLTED
S-1108 D ER{AE 43 Wi A\ probenecid DHrAHIC X D FH
Faxnto,

EoNaf VA= F o DENDOHERIZ DWW TIRIMK
T RAF O MPREICHH L Tz DA IR
i, TORERZNFNOIREIZTREET 0, 720
ug/ml o 0,965 1 g/ml THH (Table 6), ZEfE
B RB%IZGTOMHD Free DAN=F i3 24 B
MITIRIBEAET LIS - 1o FHRRBICIBWTN
DEBEICT Hi%E5% 24 BT 80~90% 2kt X1
TW\Wiz (Table 7)o

OIEBEEKMBRN
1. MEBXVHE
IR 1989 4 12 BH S 1990 £ 11 B F TICHREK
BEEERAERBRREE RS L CHARBEDORE

MaegLicAkEicdARBET, HBRIEIBE
FOME, RBROBMN, FEFICOEHHELAHRE
ETEMCRIBELABRPERE 11 ETH -7, Filp
B2FIhoTTFTHD, B8R TEIATH-
fzo BHRIIMZ 3H, BHSELRLIA, BHEIEX
%30, BHERKkE2H, ZofoERE L TEKD
BLEBABLOMLBERERENE 1 FITH -7, AF
DS RIIMEW S REE IS L TR 13 100~200 mg
1B 3ERETHD, REBEYEEICIE 75 mg D 1
B 3@k T2EOERSHMIE 48,25 13 HET

(%) O : Fasting
60 Mean £ S. D. (n=6) O: Non-fasting
A : Non-fasting
with probenecid
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Fig. 2 Cumulative urinary recovery of S-1006
after oral administration of S-1108
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Table 6. Concentration of pivalic acid after administrtaion of S-1108
D Case Concentration of pivalic acid ( zg/ml)
rug - ——
No. Oh | 0.5h | 1.0h | 1.5h | 2.0n | 2.5h | 3.0h | 5.0n | 80h | 2
1 <0.20] <0.20] 0.499 | 0.747 | 0.954 | 0.980 | 0.888 | 0.561 | 0.333 [ <g. o
2 <0.20| <0.20| 0.440 | 0.708 | 0.880 | 0.920 | 0.780 | 0.517 | 0.273 | <('g
3 <0.20| <0.20| 0.259 | 0.343 | 0.408 | 0.555 | 0.550 | 0.507 | 0.281 | <0y
4 <0.20| <0.20[<0.20 | 0.298 | 0.470 | 0.533 | 0.773 | 0.675 | 0.383 | <qy
200mg 5 | <0.20]<0.20[{<0.20 [<0.20 [<0.20 | 0.281 | 0.471 | 0.599 | 0.384 | <q.y
8 <0.20| <0.20| 0.254 | 0.373 | 0.498 | 0.860 | 0.841 | 0.531 | 0.288 | <q.y
Mean | <0.20| <0.20| 0.242 [ 0.412 | 0.537 | 0.658 | 0.720 | 0.565 | 0.323 | <g.g
SD 0.265 | 0.166 | 0.063 | 0.051
Oh | L.Oh | 1.5h | 2.0h | 2.5h | 3.0h | 5.0h | 8.0n | 12h | o
1 <0.20| 0.357 | 0.486 | 0.584 | 0.601 | 0.812 | 0.728 | 0.315 | <0.20{ <07
2 <0.20| 0,392 | 0.483 | 0.571 | 0.677 | 0.829 | 0.583 | 0.358 | <0,20| <0.%
200mg 3 <0.20[<0.20 |<0.20 | 0.277 | 0.412 | 0.538 | 0.592 | 0.304 | <0.20| <0.%9
(non-fasting) 4 <0.20]/<0.20 | 0.939 | 1.070 | 1.055 | 1.055 | 0.791 | 0.431 | 0.300| <0.%
on-tasting 5 <0.20| 0.750 | 0.450 | 0.594 | 0.670 | 0.757 | 0.766 | 0.441 | <0.20| <0.9
6 <0.20] 0.345 | 0.787 | 0.789 | 0.831 | 0.810 | 0.847 |<0.20 | <0.20] <0.%
Mean | <0.20| 0.374 | 0.554 | 0.648 | 0.708 | 0.767 | 0.685 | 0.342 | <0.20] <0.%0
SD 0.201 | 0.265 | 0.264 | 0.218 | 0.182 | 0.089 | 0.089
Oh | 0.5h | 1.0h | 1.5h | 2.0n | 2.5h | 3.0h | 5.0h | 8.0n | 2
1 <0.20] 0.370 | 0.620 | 0.785 | 1.177 | 1.319 | 1.105 | 0.382 | <0.20] <0.%
. 2 <0.20| 0.330 | 0.484 | 0.504 | 0.740 | 0.688 | 0.617 | 0.238 | <0.20| <0.%
200mg with 3 <0.20|<0.20 |<0.20 | 0.374 | 0.477 | 0.659 | 0.747 | 0.365 | <0.20{ <0.%
probenecid 4 <0.20| 0.398 | 0,553 | 0.760 | 0.922 | 1.005 | 0.774 | 0.355 | <0.20| <0.2
(non-fasting) 5 <0.20(|<0.20 | 0.464 | 0.634 | 0.836 | 0.973 | 0.644 | 0.391 | 0.247| <0.2
6 <0.20| 0.463 | 0.778 | 1.053 | 1.154 | 1.143 | 0.707 | 0.282 | <0.20| <0.%
Mean | <0.20| 0.261 | 0.485 | 0.685 | 0.884 | 0.965 | 0.766 | 0.336 | <0.20] <0.%
SD 0.263 | 0.238 | 0.264 | 0.257 | 0.177
Table 7 Cumulative urinary recovery of pivalic acid after administrtaion of S-1108
Case Cumulative urinary recovery (%)
Drug
No. 0~2 2~4 4~6 6~8 8~10 10~12 | 12~
1 5.9 34.5 58. 8 72.7 81.3 85. 8 89.8
2 8.1 37.5 80.0 72.4 80.2 84.4 90.5
3 2.3 22,7 33.2 48.8 60.0 86. 2 69.4
4 1.8 14.7 36. 1 53.2 66. 4 4.7 85.0
200mg 5 1.2 13.1 41.3 60. 8 72.5 79.7 84.2
8 4.0 26.9 35.0 48.5 55.8 58.3 61.9
Mean 3.8 24.9 44.1 59. 4 69. 3 74.8 80.1
SD 2.7 10.3 12.2 11.1 10.5 10.8 1.7
1 5.6 19.5 4.6 57.7 68. 7 69. 1 7.1
2 0.2 24.4 47.9 63. 6 72.1 7.7 88.1
3 0.4 19.1 46.7 55. 1 68.0 74.0 80.5
200mg 4 8.3 37.8 61.2 62.8 71.1 6.2 82.5
(non-fasting) 5 4.0 28.5 54.8 70. 2 80.6 85.9 93.4
8 8.3 26.2 51.7 61.1 87.8 89. 3 73.9
Mean 4.1 25.9 51.2 61.7 1.4 75.4 82.3
SD 3.3 6.9 6.1 5.2 4.8 6.2 7.4
1 6.6 35.5 60. 3 74.3 84.7 90. 6 99.5
2 9.3 35.6 61.2 5.7 85.4 90.9 101.4
200 ith 3 5.3 16.6 42.0 61.4 74.4 81.8 96.3
mg wit 4 5.1 28.6 51.2 63. 4 72.8 74.6 8.1
probenecid 5 4.2 23.8 42.5 57.8 67.6 73.1 84.1
(non-fasting) 6 8.9 37.4 48.3 60. 1 67.4 71.3 76.5
Mean 6.6 29.6 50. 9 65.5 75. 4 80. 4 90.1
SD 2.1 8.2 8.4 7.6 8.0 8.8 10.3
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0B IS VR IR B8 M E K O Haemophilus
influenzae DREBEBIE & O Escherichia coli H34}

Table 8. Clinical results with S-1108

Organism Treatment Bacterio-
Diagnosis linical acterio
No.[Name|Sex (Ae E:) ___g—__ Before |Daily dose|Duration ;Ii‘o":; Ce;.?;gta logical |Remarks
year) (Underlying disease) Aftor | (mgX/day)| (days) <°g) effect
Pneumonia N. F. soft
1|T.N| M 48 =) N.F 150% 3 10 4.5| Good | Unknown stools
Pneumonia N. F.
2|T.N.| F 49 = =) 150% 3 13 5.4| Good | Unknown| (=)
B h i N. D.
3|18 F 63 | —mopnenmoma 200x 3 7 |3.75| Good | Unkuown| (=)
! (old T. B.) N. D.
- Acute bronchitis N. D.
4 M.M{ M 45 100%3 4 1.2| Good | Unkuown| (-)
) N.D.
Chronic b hiti N. F.
5(T.6.| M 58 | i PTONCIINS 100X 3 9 (2.6 | Good | Unkuown E“'%
(Pneumoconiosis) N. F. 3—>8
: Chronic bronchitis N.F.
6 (T.T.| M 65 200X 3 7 2.1 | Poor | Unknown (-
: (Hemothorax) N. F.
Chronic b hitis [H. i
7|v.8| M gy | Chronic bronchitis \H. influenzae 0 0 | 1o [3.0 | Good |Eradicated (—)
Tuberculosis )
Acute tonsillitis N. D.
8|L0.| M 52 100x3 7 |2.1 | Good | Unknown | (-)
= )
Acute tonsilliti N. F.
g|Lof M s2 ° onsi s 100%3 9 |27 | Good | Unknown| GFT
=) - 1687
Acute pyel hriti E. coli
10{T.I.| M 33 1 py(e o)nep e (c? ’ 75%3 7 1.58| Good |Eradicated| (—)
A diciti N. D.
HY.A| F 2 Qin;mls o 1503 5 |2.25| Poor |Unknown| (-)

N.F. : normol fiora, N. D. : not done



CHEMOTHERAPY

270 JUNE 1993
. Table 9. Laboratory findings on S-1108 administration ‘
No| Name RBC | Hb WBC» PLT | GOT | GPT ALP BUN S—Cr_ CPK | Aldolag

(X10M)| (g/dD) | (X 10"){(x 10*){(mU/m1)}(mU/ml (mg/d)| (mlg/dD) |(mlU/mb)| (mIU/m))
1| TN B| 540 16.3 13.9 | 47,5 12 10 1.9 14.0 0.7 - -
A| 525 15.6 6.8 | 40.6 13 15 2.1 10.0 0.8 - -
2| TN B| 540 16. 8 13.9 | 47.5" 12 10 1.9 14.0 0.7 - -
A| 525 15. 6 6.8 | 40.6* 13 15 2.1 10.0 0.6 - ~
3| T s B| 459 13.0 12. 4 29.5 37 36 7.1 17.0 0.5 - -
Al 430 12.3 6.8 45,0 11 14 4,1 13.0 0.5 - -
4 MM B| 493 15.1 6.9 17.8 33 44* 156 10.9 0.9 81 5.5
LA 454 14,1 6.6 | 22.9 31 36 123 - - 103 5.3
5 T.S B| 501 15.0 14.6 | 31.5 14 10 3.0 14.0 1.0 - -
Al 505 15.1 8.2 36. 7 20 10 3.0 15.0 1.0 - -
61 T T B| 557 18.4 9.8 | 290.5 18 12 1.8 14.0 0.8 - -
! Al 519 16.8 8.0 22.4 19 17 2.8 14.0 0.9 - -
71 v s B| 448 13.7 5.3 20.0 12 8 101 19.4 1.6* 54 1.4
A| 432 13.5 4.0 30. 6 17 15 93 17.4 1.4° 98 3
8 .o B 539 15.6 9.6 20.9 80" 79* 178 20.8 0.9 - -
A 521 15.1 7.0 35. 4 23 54* 170 20.2 0.8 - -
9 10 B 556 16. 3 12.6 19.4 15 16 135 14.6 1.0 - N
1Al 511 14.8 6.8 37.0 31 87" 185 20.3 0.9 25 5.8

ol 71 B| 480 15.1 10. 8 24.9 16 24 146 11.4 0.8 52 4.4

| Al 465 14.8 3.8 23.3 14 29 142 8.0 0.9 58 -

B| 435 12.5 12.0 - 9 2 1.3 13.0 0.8 - -

WIY-A Al g7 | 19| 89| - 8 4 | 14 | 40| 07| - -
— : not done
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Basic and clinical studies on S-1108

Kohya Shiba, Masaki Yoshida, Masanpbu Kaji,
Seiji Hori"’, Jingoro Shimada'’ and Osamu Sakai
The Second Department of Internal Medicine, The Jikei
University School of Medicine
3 -19-18, Nishi-Shinbashi Minato-ku, Tokyo 105, Japan

Atushi Saito
The Department of General Internal Medicine, The Jikei
University School of Medicine, Kashiwa Hospital

Y Medical Research Center, St. Marianna University, School of Medicine

We stuied the pharmacokinetics and clinical efficacy of S-1108, a new oral cephem, and
the following results were obtained.

1) Pharmacokinetics

The influence of meals and probenecid were investigated in 6 healthy volunteers given
200 mg of S-1108 orally, in fastlng, and with and without 1.5 g of probenecid in the non-
fasting -state.

The peak serum levels and AUCs were 1,42, 2, 06 2,741 g/ml and 4,80, 7.37, 13.05ug*
hr/ml, respectively. These results indicated that absorption was higher in the non-fasting
state, and suggested that tubular excretion is involved in the renal excretion of the drug.

2) Clinical efficacy

8-1108 was administered to 11 patients with different infections, i. e., pneumonia (3),
bronchitis (4), acute tonsillitis (2), pyelonephritis (1) and appendicitis (1), in doses
of 100~200 mg three times a day for 4 ~13 days. Clinical efficacy was good in 9 cases,
and poor in 2 cases. There were no side effects in any of the patients, but abnormal
laboratory findings were observed in 2 (Eos. 3-8%, GPT 16-87).



