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Fig.1 Autoradiograms showing the distribution of
radioactivity at 0.5 hr after intramuscular
administration of 3H-HBK to a 13th-day
pregnant rat (dose : 2 mg/kg)

Legend ; 1. Aorta, 2. Blood, 3. Bone marrow, 4.

Brown fat, 5. Cartilage, 6. Clitoral gland
7. Dental pulp, 8. Fascia, 9. Fetus, 10.
Hair, 11. Heart, 12. Hypophysis, 13.
Kidney, 14. Liver, 15. Lung, 16. Mam-
mary gland, 17. Muscle, 18.0 varium,
19. Placenta, 20. Site of injection, 2L
Skin, 22. Stomach, 23. Submaxillary
gland, 24. Tongue, 25. Trachea, 26. Urine
in urinary bladder, 27. Uterus
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Fig. 2 Autoradiograms showing the distribution of
radioactivity at 24 hr after intramuscular
administration of 3H-HBK to a 13th-day
pregnant rat (dose : 2 mg/kg)

Legend ; 1. Amnion, 2. Cartilage, 3. Fetus, 4.

Hair, 5. Intestinal contents, 6. Kidney
7. Ovarium, 8. Site of injection, 9. Spleen
10. Trachea, 11. Uterus
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Table 1 Tissue concentrations of radioactivity after intramuscular
administration of *H-HBK to 18th-day pregnant rats
(dose : 2 mg/kg)
Concentration of radioactivity
Tissue (ug equivalent of HBK/g or ml)
30 min 2 hr 24 hr
Plasma 2.68+0.19 0.531+0.06 0.00:£ 0.00
’(1.00) (1.00)
Blood 4.05+0,31 0.82+0.12 N.D.
(1.51) (1.55)
Heart 0.92+0.00 0.2010.02 0.02 = o0.01
(0.34) (0.38)
Lung 1.96+0.20 0.6110.04 0.09 = 0.01
(0.73) (1.15)
Liver 0.6210.08 0.34+0.03 0.18 = 0.01
(0.23) 0.64)
Kidney 29.87+3.37 57.6616.62 67.14 £ 10.11
(11.15) (108.80)
Uterus 2.29+0.13 0.79+0.03 0.20 * 0.04
(0.85) (1.49)
Ovarium 1.571+0.12 0.4610.03 0.08 = 0.01
(0.59) (0.87)
Placenta 1.13%0.09 0.58+0.05 0.15 £ 0.01
(0.42) (1.09)
Amniotic fluid 0.03+0.00 0.05+0.00 0.02 + 0.00
(0.01) (0.09)
Fetus 0.0310.00 0.0710.01 0.02 £+ 0.00
(0.01) 0.13)
Fetal blood 0.02%0.00 0.06+0.01 N.D.
(0.01) 0.11)
Fetal heart N.D. N.D. N.D.
Fetal lung 0.02+0.00 0.041+0.00 N.D.
(0.01) 0.08)
Fetal liver N,D. 0.0210.00 0.01%+ 0.00
(0.04)
Fetal kidney N.D. 0.11+£0.03 0.18%+ 0.06
0.21)

Figures in parentheses denote the ratio of tissue concentration to
plasma concentration.

The data represnt the mean+S.E. of three animals.

N.D. : not detected

Table 2 Percentage distribution of radicactivity in tissue after
intramuscular administration of *H-HBK to 18th-day
pregnant rats (dose ! 2 mg/kg).

Tissue content (% of dose)
Tissue
30 min 2 br 24 hr
Heart 0.10%+0.00 0.02+0.00 0.00£0.00
Lung 0.29+0.03 0.0940.00 0.01+0.00
Liver 1.18+0.13 0.611+0.03 0.35+0.01
Kidney 7.13%+0.84 14.39+1.13 16.141+2.02
Uterus 1.10£0.17 0.3610.01 0.08+0.02
‘Ovarium 0.0310.01 0.01+0.00 0.00+0.00
Placenta 0.771+0.12 0.391+0.06 0.12+0.01 .
Total fetuses 0.07+£0.01 0.19+0.04 0.08+0.01
Per fetus 0.01+0.00 0.01%0.00 0.01%+0.00

The data represent the mean = S.E. of three animals
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Table 3-3 Tissue concentrations of radioactivity after a single and daily intramuscular administration of *H-HBK to male rats (dose:2mg/kg/day).
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Figures in parentheses denote the ratio of tissue concentration after multiple doses to a single dose.

not detected,

— I not determined

N.D.:

The data represents the mean + S.L. of three animals.
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Fig.8 Milk end blaod levels of radioactivity after
intramuscular administration of *H-HBK to
lactating rats (dose : 2 mg/kg) Each point
represents the mean +S.E. of three ani-

mals.
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Fig. 4 Blood concentrations of radioactivity 8hr
after daily intramuscular administration of
IH-HBK to male rats (dose : 2 mg/kg/day)
Each point represents the mean +S.E. of
three animals.
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Fig.5 Blood level of radioactivity after a 14-day
period of daily intramuscular administration
of 3H-HBK to male rats (dose : 2 mgfkg/
day) Each point represents the mean =+S.
E. of three animals.
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Fig. 8 Cumulative excretions of radioactivity in
urine and feces during end after a 14-day
periad of daily intramusgular administration
of 3H-HBK to male rats (dose : 2 mg/kg/day)
Each point represents the mean +S.E. of
three animals. All samples were collected

for 24 hr after daily dosing and for every
24 hr after the last dose. Residual amounts
in carcass at 120 hr after the last dose was
11.9x%1.2% of the totnl dose.’
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ABSORPTION, DISTRIBUTION, METABOLISM AND
EXCRETION OF °*H-HBK IN RATS IL
ABSORPTION, DISTRIBUTION, METABOLISM AND EXCRETION
AFTER SINGLE INTRAMUSCULAR ADMINISTRATION IN
FEMALE RATS AND AFTER MULTIPLE
INTRAMUSCULAR ADMINISTRATION IN MALE RATS

Izumr Komiya, Navu Mitomi, Takasai Matsumoto and Motoniro Nisuio
Pharmacology & Toxicology Laboratories, Meiji Seika Kaisha, Ltd.

Yosuio ‘Esumi, Matsvo Taxkarcui, Touru WasHINo,

Junyt SHiMAzax! and TeTsuvosHr YoKOSHIMA
“Tokai laboratories, Daiichi Pure Chemicals Co., Ltd.

. The distribution and placental transfer were studied in pregnant rats after the single intramuscular
administration of 3H-HBK at the dose of 2 mg potency/kg. The absorption, distribution and excre-
tion of 3H-HBK were also studied in male rats after multiple intramuscular dose (2 mg potency/kg).

1. The radioactive concentration in the fetus was low when 3H-HBK was administered intramuscu-
larly to 13 th-day and 18 th-day pregnant rats.
. 2. The maximal milk concentration of radioactivity was 0.16 g equxvalent of HBK/ml 4hr after
the mtramuscular admmnstratlon of ’H HBK. The milk levels decreased more slowly than the blood
levels. ‘ '

3." The blood level 8 hr after daily dose reached to the steady state around 9th dose. The blood
".concentration-time curve until 8 hr after 14 th dose were almost the same as that after first administra-
tion.

4, The tissue or organ levels of radioactivity after 14 th dose decreased more slowly than they
did’ after first administration in the most tissues and organs, especxally in trachea, adrenal, testis,
<pididymis and sudmaxillary gland.



