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Fig.2 Tissue levels of radioactivily after single and repeated
intravenous administration of '‘C—8315-S to male rats
Each point represents the mean of three rats except for s (n=2).
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Fig.3 Daily excretion of radioactivity in urine and feces during repeated
intravenous administration of '‘C-63156~S to male rats (Dose :
20 mg/kg, once daily for 7 days)

Excretion in 24hr after N-th .dosing , |49

Daily excretion (%) =
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Each value represents the mean + S.E. of five rats.
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Table 3 Tissue levels of radioactivity after intravenous administration of '¢C-6315-S
to pregnant rats at 19th day of gestation (Dose : 20 mg/kg)
Concentration (pg equiv. of 6315-8/g)
Tissue
Smin 30min ithr 4hr 24hr

Plasma 78.32 ¢+ S.28 16.73 ¢+ 2.82 5.65 ¢ 0.69 2.37 3 0.13 0.69 3 0.06
W. blood 49.78 3+ 4.07 11.2%5 & 1.63 3.97 ¢ 0.41 1.70 ¢+ 0.04 0.53 ¢ 0.08
Submaxillary gland 15.72 ¢+ 1.05 3.25 ¢ 0.54 1.26 ¢ 0.10 0.60 3 0.01 0.26 ¢ 0.01
Lymph node 16.76 3 1.05 3.58 3 0.58 1.51 3 0.18 0.63 ¢ 0.03 0.27 ¢ 0.03
Thyroid 19.11 & 11.01 5.41 ¢+ 1.11 1.46 ¢+ 0.19 0.62 ¢ 0.02 0.42 ¢+ 0.06
Thymus 17.51 3 0.S4 4.06 3 0.65 1.17 ¢ 0.13 0.49 ¢ 0.01 0.22 & 0.01
Heart 14.68 &+ 1.06 3.55 ¢ 0.52 1.47 ¢+ 0.14 0.71 ¢ 0.02 0.26 ¢ 0.01
Lung 35.27 ¢ 4.54 8.33 + 1.14 2.86 ¢ 0.39 1.13 ¢ 0.08 0.42 ¢+ 0.03
Liver 78.05 ¢ 9.12 21.22 & 5.32 4.26 ¢ 0.50 1.25 ¢ 0.07 0.50 3 0.04
Spleen 8.96 + 0.74 3.48 3 1.23 1.16 3 0.08 0.53 ¢ 0.01 0.24 ¢ 0.02
Pancreas 19.68 + 1.67 12.46 ¢ 7.56 3.40 ¢+ 1.21 0.88 ¢+ 0.06 0.31 & 0.05
Kidney 384.71 3 45.73 74.79 & 4.92 15.59 3 1.54 3.47 ¢ 0.19 1.79 & 0.20
Adrenal 11.75 & 0.50 3.26 ¢ 0.55 1.28 & 0.06 0.67 ¢ 0.02 0.31 3 0.03
Fat 3.37 3 0.43 1.30 & 0.13 0.51 3 0.11 0.13 ¢ 0.04 0.04 3 0.00
Muscle 5.89 ¢ 0.69 1.38 ¢ 0.23 0.54 3 0.04 0.29 ¢ 0.02 0.11 ¢ 0.01
Skin 21.86 3§ 1.63 6.21 &+ 1.01 1.45 4 0.18 0.52 ¢ 0.03 0.29 ¢ 0.01
Brain 1.30 ¢ 0.08 0.64 3 0.05 0.35 & 0.01 0.24 ¢ 0.00 0.08 ¢ 0.01
Hypophyals 14.23 &+ 0.97 4,09 &+ 0.58 1.20 3 0.10 0.53 ¢ 0.05 0.25 ¢ 0.13
Bone marrow 10.69 ¢ 0.77 3.83 &+ 0.61 1.26 ¢ 0.22 0.49 ¢ 0.1S 0.08 ¢ 0.02
Uterus 33.62% 17.42 &+ 4.36 18.99 ¢ 2.25 6.87 ¢ 0.47 1.57 ¢ 0.30
‘Ovary 16.21 ¢ 0.97 6.41 + 1.7 3.26 ¢ 0.67 0.96 ¢ 0.07 0.40 ¢ 0.01
Mammacy gland 12.27 &+ 1.04 2.99 ¢+ 0.61 1.08 & 0.13 0.42 3 0.03 0.23 & 0.01
Amniotic fluid 0.08 ¢ 0.02 0.17 ¢ 0.03 0.18 ¢ 0.01 0.59 ¢ 0.10 0.66 & 0.10
Placenta 13.97 » 0.89 5.24 &+ 0.86 3.28 & 0.20 1.83 ¢+ 0.03 0.57 4 0.06
Fetus 0.77 ¢ 0.03 "0.70 ¢ 0.03 0.76 & 0.03 0.67 ¢ 0.03 0.24 3 0.02
Fetal heart 2.16 ¢+ 0.73 1.78 &+ 0.24 0.99 ¢ 0.01 0.55 ¢ 0.11 0.15 & 0:07
Fetal kidney 3.42 ¢ 1.34 2.23 3 0.73 1.27 ¢ 0.26 1.44 3 0.37 0.40 & 0.06
Fetal lung 1.41 ¢+ 0.33 0.84 + 0.09 0.62 3 0.02 0.55 £ 0.03 0.24 ¢ 0.03
Fetal brain 0.55 ¢+ 0.12 0.68 &+ 0.23 0.42 3 0.02 0.36 & 0.02 0.13 & 0.02
Fetal liver 0.80 ¢+ 0.09 0.66 & 0.03 0.64 ¢ 0.03 0.50 & 0.01 0.25 & 0.03
Fetal blood 0.99 3 0.22 1.09 ¢+ 0.14 0.94 3 0.01 0.75 ¢ 0.02 0.24 3 0.01

Each value represents the mean ¢ S.E. of three rats,
* The mean of two rats.
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Fig.4 Cumulative excretion of radioactivity in urine and feces during repeated intravenous
administration of ''C—6315-S to male rats (Dose : 20 mg/kg, once daily for 7 days)

. i i —-th _dosing
Cumulative excretion (%) = Cumulag::nuﬁtci!“’:ho;m:o ;4%_;{“;“?"‘ X 100

Each value represents the mean + S.E. of five rats.
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Table 4 Plasma and milk concentrations of radioactivity after intravenous
administration of '‘C—6315—S to lactating rats (Dose : 20 mg/kg)

Concentration (pg equiv. of 6315-S/g)

30min 2hr 4hr 24hr
Plasma 8.82 + 1.87 2.84 + 0.13 2.20 ¢+ 0.07 0.81 & 0.05
Milk 6.66 + 1.56 2.56 ¢+ 0.55 1.46 + 0.22 1.37 &+ 0.61

Each value represents the mean + S.E. of three rats.
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Fig.5 Tissue levels of radioactivity after intravenous
administration of '*C-6315-8 to pregnant rats
at 19th—day of gestation (Dose : 20 mg/kg)
Each point represents the mean of three rats except for » (n=2).
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Fig. 7

Autoradiograms of male rats after repeated intravenous administration
of '*C-6315-S (Dose : 20 mg/kg, once daily for 7 days)

Fig. 8

Autoradiograms of pregnant rats
(on the 19th—day of gestation)
after intravenous administration
of '*C-6315-S (Dose : 20 mg/kg)
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DISPOSITION OF 6315-S (FLOMOXEF) IN RATS (II)

TISSUE DISTRIBUTION, FETAL TRANSPORT AND

LACTEAL CONCENTRATION AFTER INTRAVENOUS
ADMINISTRATION OF '4C-6315-S

Keng1 Mizosmri, Ryo NorIKURA, TAKEO YOSHIMORI,
Hipeo TANAKA, Hmosui OKABE and KoicHi SUGENO
Shionogi Research Laboratories, Shionogi & Co., Ltd.

Tissue distribution of '*C-6315—S in male and in pregnant rats and its concentration in
the milk of lactating rats were investigated after a single or repeated i.v. administration.

Radioactivity was rapidly distributed throughout the body after a single i.v. administration
of 20 mg/kg '‘C—6315—S, and the highest concentration at 5 min was in the kidney (288.9
u g equivalent of 6315—S/g) followed by plasma (67.2), liver (59.7), lung (36.1), heart (12.5)
and other tissues. Thereafter, the levels of radioactivity decreased rapidly to below 1 ug/g
at 24 h in all tissues tested, indicating that the drug has no tendency to accumulate.

Radioactivity in various tissues shortly after the last dose in repeated administrations (20
mg/kg '"C—6315—-S once daily for 7 days) was comparable to that after single administra-':
tion, but 2—-5 times higher at 24 hr after the last dose. However, since its trough level was )
below 1ug/g at 168 hr, accumulation obviously did not occur.

Daily excretion of radioactivity in urine and feces under repeated administration was nearly .
constant : 65% of each dose in urine and 35% in the feces, indicating that the excretion
rate was unaffected by repeated administration.

When '‘C—-6315-S was administered to pregnant rats, less than 5% of the radioactivity
found in the maternal plasma appeared in the fetal tissues at 5 min. When 20 mg/kg '‘C-
6315—S was administered to lactating rats, the radioactivity in milk was almost the same
or lower than that in plasma.



