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Fig.1 Blood level of radioactivity after single
intramuscular administration of 3H-HBK
in male rats (dose : 2 mg/kg) Each point
represents the mean +S.E. of three

animals.
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Fig. 2 Urinary and fecal excretions after single
intramuscular administration of 3H-HBK
in male rats (dose : 2 mg/kg) Each point
represents the mean +S.E. of three
animals.
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Fig. 3 Autoradiograms showing the distribution of
radioactivity at 0.5hr after intramuscular
administration of 3H-HBK in male rat (dose
: 47 mg/kg)

Legend ; 1. Hypophysis, 2. Liver, 3. Cartilage, 4.
Urine in urinary bladder, 5. Rectum, 6.
Tongue, 7. Heart, 8. Stomach wall, 9.
Prostate, 10. Eye ball, 11. Hair, 12. Adrenal
13. Femur, 14. Epididymis, 15. Blood
16. Connective tissue, 17. Testis, 18. Lung
19. Kidney, 20. Muscle

1 2 3 4

HPLC : Tri Rotar SR2 (HZA%Y)
#3554 ODS 120T, 10 (EEEETE)
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Fig. 4 Autoradiograms showing the distribution of
radioactivity at 2 hr after intramuscular
administration of SH-HBK in male rat (dose
: 47 mg/kg)

Legend: 1. Nasal cavity, 2. Hypophysis, 3. Heart
4. Liver, 5. Blood,6. Rectum, 7. Salivary
gland, 8. Thymus, 9. Urine in urinary
bladder, 10. Eye ball, 11. Lung, 12. Adrenal
13. Small intestinal contents, 14, Intestinal
wall, 15 Testis, 16. Connective tissue,
17. Hair, 18. Kidney, 19. Skin, 20. Car-
tilage
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4 ¢x50mm+4 ¢ x 250mm

BEyFE : 11 Fric Na,SO, 28.41 g, PIC reagent B-7
(Waters Associates) 25ml 3 X ¢f pH 10.00 Titrisol
buffer (E. Merck) 20 ml &K%

BEHE®E © 1 ml/min
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Fig.5 Autoradiograms showing the distribution of
radioactivity at 24 hr after intramuscular
administration of SH-HBK in a male rat
(dose : 47 mg/kg)

Legend ; 1. Hair, 2. Cartilage, 3. Bone marrow,

4. Liver, 5. Caecum contents, 6. Lung,
7. Kidney
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Fig.6 Radio-HPLC analysis for urinary metabolites
of HBK in rats

(a) radio-HPLC chromatogram of a urine sample
(0-6 hr) after intramuscular administration
of SH-HBK to a male rat (dose : 3.4 mg/kg)

(b) HPLC chromatogram of authentic HBK and
DKB by a post-column derivatization with
o-phthalaldehyde?
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Table 2 Percent distribution of radioactivity in tissue after single intramuscular administration of

'H-HBK in male rats

(dose : 2 mg/kg).

Tissue content (% of dose)
Tissue
0.5hr 2 hr 24 hr 120 br
Blood 5.7910.12 0.44£0.05 0.08+0.01 0.02+0.00
Cerebrum 0.02%0.01 0.00£0.00 0.00£0.00 0.001+0.00
Cerebellum 0.00£0.00 0.00%£0.00 0.00+£0.00 0.001£0.00
Medulla oblongata 0.00+0.00 0.00£0.00 0.00£0.00 0.0010.00
Hypophysis 0.001+0.00 0.00%0.00 0.00£0.00 0.00£0.00
Submaxillary gland 0.07£0.00 0.01£0.00 0.00£0.00 0.00+0.00
Eye ball 0.03+0.00 0.010.00 0.0010.00 0.0010.00
Thyroid 0.00£0.00 0.00£0.00 0.00%0.00 0.00£0.00
Thymus 0.03+0.00 0.01£0.00 0.00%£0.00 0.0010.00
Heart 0.1140.00 0.01£0.00 0.00£0.00 0.00£0.00
Lung 0.261+0.02 0.05x0.01 0.0210.00 0.02+0.00
Liver 0.941+0.02 0.37x0.02 0.4410.20 0.1610.01
Kidney 12.091£0.13 20.42+2.33 26.18+2.02 24.75%1.79
Adrenal 0.02£0.00 0.0110.00 0.02+0.00 0.021+0.00
Spleen 0.07+0.01 0.03£0.00 0.03+0.00 0.03+0.00
Pancreas 0.0610.01 0.02%0.00 0.0240.00 0.0210.00
Stomach 0.201+0.01 0.0410.01 0.0410.01 0.02+0.00
Muscle 8.45+1.52 1,5210.36 0.7910.12 0.53+0.12
Fat 0.5810.04 0.29+0.05 0.1540.02 0.13+0.02
Skin 14.3510.78 2.26%0.36 1.20%0.26 0.7210.23
Testis 0.22+0.01 0.04%0.01 0.02+0.00 0.01+0.00
Epididymis 0.081+0.01 0.0110.00 0.0110.00 0.01+0.00
Prostate 0.01+0.00 0.01x0.01 0.00+0.00 0.00+0.00

The data represent the mean + S.E. cf three animals.

Blood, muscle, fat and skin weigi.t were scumed to be 6.4, 20, 5, 22% of Lol, . .2iglt, respectively.
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ABSORPTION, DISTRIBUTION, METABOLISM AND
EXCRETION OF *H-HBK IN RATS L
ABSORPTION, DISTRIBUTION, METABOLISM, AND
EXCRETION AFTER SINGLE INTRAMUSCULAR
ADMINISTRATION IN MALE RATS

Izumi Komiya, Nayu Mitomi, Takasui Matsumoro and Motoniro Nissio
Pharmacology & Toxicology laboratories, meiji Seika kaisha, Ltd.

Tosuio Nanso, TosuinARu OnTsuki, SHINYA HANAWA
TakasH1 Yokota and Tersuvosut YOKOsHIMA
Tokai Laboratories, Daiichi Pure Chemicals Co., Ltd.

The absorption, distribution, metabolism and excretion of 3H-HBK were studied in male rats after
intramuscular administration of 8H-HBK.

1. S3H-HBK was rapidly absorbed from the muscle injected, and the maximal blood concentration
was 1.97 ug equivalent of HBK/m! 0.5 hr after intramuscular administration of 3H-HBK at the dose of
2 mg potency/kg.

2. The biological half-lives obtained from the blood concentration-time curve were 0.57 hr for the
data in the first 3 hr, 4.07 hr for the data from 4 to 12 hr, and 104 hr for the data from 24 to48 hr
after the intramuscular administration of ®H-HBK.

3. The cumulative urinary and fecal excretions of the radioactivity were 78.5% and 0.4% of the
dose, respectively, within 120 hr after the intramuscular administration of 3H-HBK. The cumulative
urinary excretion determined by the microbiological assay was 72.1% of the dose within 48 hr after
the intramuscular administration of ®H-HBK, which was coincided with the cumulative urinary
excretion of radioactivity.

4. 3H-HBK was highly distributed in the kidneys.

5. The great majority of the radioactivity excreted into urine until 24 hr after intramuscular
administration of *H-HBK was HBK itself and no metabolite was found in the urine.



