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Abstract
OBJECTIVE To investigate the pharmacokinetics and tissue distribution of recombinant human TNF-related apoptosis-

inducing ligand (rhTRAIL). METHODS Macaca mulatta was given rhTRAIL 1, 5 and 25 mg-kg‘1 by intravenous drip or iv
5 mg-kg‘l, and enzyme-linked immunosorbent assay (ELISA) was used to investigate the pharmacokinetics of rhTRAIL.
Radi oisotopic tracing method combined with trichloroacetic acid (TCA) precipitation and high performance liquid
chromatography method was used to determine tissue distribution of [1%51] rhTRAIL in tumor-bearing nude mice.
RESUL TS After M.mulatta was given rhTRAIL 1, 5and 25 mg-kg‘l by intravenous drip, there was no statistically
significant difference between different groupsin parameters except AUC and ¢ .. ThTRAIL complied with linear kinetics
among 1-25 mg-kg'l. Besides, there was no accumulation tendency after M. mulatta was given rhTRAIL 5 mg-kg‘1 once

daily by intravenous drip for successive 7 d. Asfor the elimination process of rhTRAIL, there was no significant
differences in pharmacokinetic parameters between iv administration and intravenous drip in M. mulatta. The purity of

[1251] rhTRAIL was above 98%. [1?%1] rhTRAIL was distributed widely in the tissue of tumor-bearing nude mice
after iv administration. Total radioactivity in the tumor reached the maximum at 2 h after administration while other tissues
arrived at 10 min. At 10 min, 2, 8 and 24 h after administration, the TCA-precipitable radioactivity ratio of tumor to serum
was 0.07+0.01, 0.63+0.17, 0.78+0.57, and 1.66+0.50, respectively. TCA-precipitable radioactivity of the tumor was higher
than that of other tissues and serum at 24 h after administration. CONCL USION rhTRAIL appears as linear kinetics

among rhTRAIL 1-25 mg-kg™ in M. mulatta. [1%°1] rhTRAIL is distributed widely in tissues of tumor-bearing nude mice

after iv administration. [12°1] rhTRAIL can reach a high concentration in the intended target tumor tissue and is
eiminated primarily through the kidneys.
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