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Fig. 2. Autoradiograms of male rats after oral administration of “C-7432-S at 20 mg/kg.
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Table 1. Tissue distribution of radiocactivity in male rats after oral administration

of “C—7432-S at 20 mg/kg

I

Concentration (ug equivalent of 7432—-S/ml or g)

Tissue
15 min 30 min 4hr 24 hr
Plasma 7.25+0. 35 9.18+1.01 0.75£0. 11 0.03:£0. 00
Whole bload 4.11£0.35 5.23%0, 66 0.40%0.07 . 0.0120,01
Liver 5.40+1.04 6. 780, 95 0.67+0. 17 0.05%0. 03
Lung 3.83+0.79 5.28+1. 81 0.380, 12 0.010.01
Heart 1.80+0. 24 2.18+0.39 0.17%0.03 0.01£0.01
Kidney 33.10%2. 35 49.85+3,96 5. 450, 87 0.51£0. 14
Spleen 1.60%0. 71 2.00+0. 14 0.17+0.06 0,010, 00
Pancreas 1.41£0.57 1.87+0.26 . 0.13%0.02 0.020. 01
Brain 0.12+0.01 0.180.02 0.040. 01 0.01%0.01
Skeletal muscle 1.08+0. 20 1.680, 81 0.12+0. 03 0.020. 02
Adipose tissue 1.78+0.43 5.18+4, 06 1.53%1,51 0.030. 02
Adrenal 1.51%0. 34 1.85%0. 46 0.21+0.05 0.01%0. 01
Pituitary 2,010, 31 2.36+0.30 0.33£0.09 0.02+0. 01
Thymus 0.94+0. 14 1.27%0,12 0.120,01 0.010. 00
Thyroid 6.08+2, 66 3.86+0. 39 0.400. 07 0.02+0. 02
"Tiytiiph node 2.84+0.86 2.65+0. 68 0.35+0.05 0.03+0. 02
Bohe marrow “1.46+0. 06 2.24+0, 42 0.21+0. 04 0.01+0.02
Skin 2.50%0. 31 3.66%0.43 0.28%0.08 0.03%0.01
Testis 0.66:+0. 05 1.12+0. 13 0.160. 02 0.00+0, 01
Seminal vesicle .1.68%0, 63 2.07+0.18 2.21+1.17 0.060. 04

{47

“i ﬁ,}x:%lﬁga‘are‘ represented as the Mean * S.D. of three rats.
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Table 2. Tissue distribution of radioactivity in female rats after oral
administration of '"C~7432—S at 20 mg/kg

Concentration (g equivalent of 7432—8/ml or g)

Tissue
30 min 4hr 24 hr
Plasma 10, 17%0. 80 0.79+0. 38 0.05%0,01
Whole blood 5.58%0. 58 0.4510. 23 0.02+£0.:01
Liver 6.681£0. 59 0.65+0.27 0.00+0. 02
Lung 3.68+0. 64 0.360. 18 0.06+0.03
Heart 2.42+0.39 0.22+0.13 0.01+0.01
Kidney 35.54+5,21 5,.186+1.31 0.65%0. 17
Pancreas 1.84+0.49 0.20%0. 05 0.03%0. 01
Brain 0.18%0. 06 0.05%0.02 0.01%0.01
Ovary 3.78%1.37 0.34%£0.13 0.04+0.00
Uterus 6.03%2.12 0.43%0.15 0.06+0.01
Mammary gland 4,060, 42 0.48+0. 14 0.09+0.08

Values are represented as the Mean + S.D. of three rats.
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Fig. 3. Concentration of 7432-S and metabolites

in plasma and liver after oral
administration of “C-7432-S to male rats
at 20 mg/kg.

Data are the mean of two or three rats.
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Fig. 4. Concentration of 7432—S and metabolites in plasma, liver and uterus
after oral administration of “C—7432-S to female rats at 20 mg/kg.

Data are the mean of three rats.
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Fig. 5. Autoradiograms of male rats after repeated oral administration of
"C—7432-8 twice a day for 14 days at 20 mg/kg.
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Table 3. Tissue distribution of radioactivity in male rats after repeated oral administration
of “C~7432~ S twice a day for 14 days at 20 mg/kg

Concentration ( ug equivalent of 7432-S/ml or g)

Tissue
0 min 15 min 30 min 4 hr 24 hr 72 hr
Plasma 0.11+0.08  2.56+0.51 5.18+0.12 0.87+0.26 0.09%0.0!  0,05%0.0l
Whole blood 0.1140.03  1.46+0.20 2.88%+0.27 0.51%0.14  0,09+0.01  0,07£0.0!
Liver 0.32+0.06 1.74+0.36 3.03+0.32 0.774£0,22 0.24+0.02  0.14%0.0l
Lung 0.14%0.02 1.23%0.23 2313034 040+0.03 0.1430.02 0.14%0.07
Heart 0.0940.02 0.61+0.18 1.38+0.5! 0.25+0.06 0.15%0.12  0.080.01
" Kidney 2.28+0.30 11.74+2.19 24.42%+3.79 5.56+1 14  2.10+0.22  1.78+0,47
Spleen 0.13+£0.02  0.58+0.08 0.66+0.04 0.2040.02 0.12+0.01  0.09+0.01
" Pancreas 0.1620.02 3.58*1.68 2.85%1.25 0.25+0.08 0.12%0.01  0.08%0.02
 Brain 10.04+0.00 0.09+0.02 0.14+0.01  0.06£0.01 0.04+0.01  0.04%0.01
Skeletal musce  0.10+0.02  0.25+0.03  0.54+0.18  0.22+0.06  0.10%0.01  0.07%0.01
Yidipose tissue  0.31%0.05 0.79+0.23  0.92+0.38  0.44%0.07  0.42£0.00  0.22%0.05
Adrenal 0.19+0.06 0.62+0.12 1.03+0.10 0.86+1.01  0.19+0.02  0.13+0.01
Pituitary 0.17+0.10  0.72+0.10 1.17+£0.22 0.29+0.05 0.26+0.17  0.26+0.13
Thymus 0.21+0.12  0.36£0.05 0.79+0.13  0.18+0.01  0.11+0.01  0.08+0.01
" Phyroid 0.37+0.40 1.33%0.46 1.87+0.23 0.56£0.11  0.64+0.40 . 0.33+0.23
_.Lymphnode  0.09+0.06 0.61£0.02 1.09%0.13 0.2840.06 0.14%0.01 0.11%0.03
Bone marrow  0.1740.04  0.53+0.09  0.71%0.13  0.27£0,07 0.20+0.08  0.190.08
Skin 0.24+0.04 0.98%0.12 2124009 0.55+0.10 0.23+0.04  0.19+0.02
- “Testis 0.06+0.02 0.2140.04 0.56£0,03 0.26+0.15 0.07+0.01  0.05+0.01
Seminal vesicle 0364036  0.50+0.09  0.84%0.31  0.2940.12  0.13£0.05  0.10%0.03

Values are represented as the Mean + S.D. of three rats.
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Fig. 6. Plasma concentration of radioactivity
at every 30 min after the first—time
dosing of the day during repeated oral
administration of '“C-7432-S to male
rats at 20 mg/ml.

Each plot represents the mean +S.D.
of three rats.
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Table 4. Tissue distribution of radioactivity in pregnant rats (20-day of gestation)
after oral administration of C-7432-S at 20 mg/kg

Concentration (ug equivalent of 7432~S/ml or g)

Tissue 30 min 4hr 24 hr
Mother Fetus Mother Fetus Mother Fetus
Plasma 12,69+3.83 0.33+0,08 3.79+0.51 1.42+0.14 0.06%0.00 0.12%0,02
Whole blood 7.81+2,58 0.15+0,04 2,20*+0.26 0.61+0.18 0.04%0.01 0.07x0.01
- Liver 5.10£8.36 0.07+0,04 2,26+0.04 0.54%0.05 0.09+0.01  0.08%0.01
Lung 5.43%£1.95 0.08+0 01 1.51+0.24 0.39+0.08 0.07+0.02 0.05%0.01
Heart 2.84+1.00 0.05%0.03 0.74*0.06 0.32%0.0! 0.19+0.29  0.03+0.01
' Kidr;ey 49.60+16.81 0.12+0,04 13.54%1.76 1.09£0.06 1.04+0.20 0.15%0.04
| Pancreas 2.46*0.57 -a) 0.96%0, 12 - 0,03+0.01 =
Brain 0.24%0. 06 0.02%+0.01 0.11%0.02 0.15%0.02 0.02%0. 02 0.04+0.01
G.Ltractb) - 0.07+0. 00° - 0.68+0. 08 - 1.08+0, 19
Ovary 4.93%+2.24 - 1.41%0.13 - 0.20%0. 10 -
Uterus 6.28%1.14 - 5.00%+3. 94 - 0.91£0.79 -
Mammary gland 2.84%0.65 - 0.95%0. 17 - 0.38+0.19 -
Fetusd) - - 0.13%0. 01 - 0.77+0.15 - 0.11%0, 02
" Placenta 7 3.02+0.94 1. 74%0, 29 0.07+0. 01
Fetal membrane 1.21+£0. 46 4,78%1.37 1.19%0. 17
v'j’Amniotic fluid 0.05%0. 04 0.39%0.04 0.40%0. 13

Values are represented as the Mean + S.D. of three rats (n=3 — 6 in the case of fetal tissues).
a) Not collected. b) Gastro—intestinal tract. ¢) With the gastro—intestinal contents.
‘d) One fetus was taken from each of three mothers.
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Fig. 11. Autoradiograms of pregnant rats (20—day of gestation) after
oral administration of “C-7432-S at 20 mg/kg.
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Fig.12. Concentration of radioactivity in milk
(O) and plasma (@) after oral ad-
ministration of “C—7432-S to lactating
rats (12—day of lactation) at 20 mg/kg.

m Each plot represents the mean£S.D. of
¥ four rats.
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DISPOSITION OF 7432-S IN RATS (1)

KeNJI Mizodirl, AKIRA TAKAsHIMA, TADALIKO YUnAWA, KAZUIRO INAZAWA,
MasaHARU Takeuct, SEncit Kawanara and Masayuint NAKANO
Shionogi Research Laboratories, Shionogi & Co., Ltd.

5 —12— 4, Sagisu, Fukushima- ku, Osaka 553, Japan

We studied the absorption, distribution, excretion and metabolism of 7432 -S after single or
repeated oral administration of '‘C— labeled 7432-S in rats. The placental transfer and transfer
into milk were also investigated.

. 1*C-7432-S, dissolved in phosphate buffer (10 mg/ml), was orally administered singly or
repeatedly to rats at 20 mg/kg.

After single administration, radioactivity was distributed rapidly to most of the tissues and
promptly eliminated. The highest level of radioactivity was in the kidney followed by plasma,
liver, lung and other tissues. The results of whole—body autoradiography confirmed the above
results. Similar distribution patterns were observed between males and females. The uterus
concentration was as high as that in the liver. Distribution patterns of radioactivity in plasma
and tissues after repeated administration twice a day for 14 days and single administration were
similar. No significant accumulation was noted.

Radioactivity was excreted at a constant ratio during repeated administration and completely
recovered after the last administration ; 44.7% of the total dose was in the urine and 54.8% in
the feces.

The plasma levels of radioactivity in non—fasting rats were significantly lower than in fasting
rats. Gastric emptying of 7432—-S was slower in the non—fasting rats than in the fasting rats,
and 7432-S could be isomerized to 7432-S-trans in the stomach of non—fasting rats. This
difference might account for the lower plasma level of radioactivity in the non—fasting rats.

Placental transfer of 7432-S after oral administration was low, based on the measurement of
radioactivity in fetal tissue and whole—body autoradiography. The radioactivity level in milk was
low, 1/6of that in plasma.



