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Distribution and pharmacokinetics of recombinant human endostatin in rats
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[ Abstract ] Objective: To investigate the in vivo pharmacokinetics of recombinant human Endostatin ( thEndostatin ) in
Wistar rats after i. v. injection, so as to provide pharmacokinetic data for clinical application. Methods: Radioactive iso-
topic (1) tracing combined with trichloroacetic acid ( TCA ) precipitation was used to measure the residual isotope in
different tissues at different time points after i. v. injection of '*I-rhEndostatin to the rats. Plasma drug concentration-time
data were analyzed by computer fitting. Compartment model and the pharmacokinetic parameters were also established.
Results: The distribution half-life time and elimination half-life time of rhEndostatin in rats were ( 0. 154 +0.024 ) h and
(4.03 +0.58 ) h, respectively. The AUC were positively correlated with dosages of rhEndostatin ( r =0. 9940 ). The
mean of CLs value was ( 0.165 +0.024 )L/h; the CLs values for high, middle or low dosages were basically the same.
The liver, lung, spleen, stomach and thyroid were the major organs for deposition of *I-rhEndostatin. Urinary excretion
was the major pathway of elimination. Conclusion: The pharmacokinetics of '*I-rhEndostatin in rats basically has a linear
character, and the plasma drug concentration-time curve consists to a two-compartment model.
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254% B 1 2 S FRE 5« rhEndostatin VE S S
mg/ml( 5 ml/3Z ), #5 K 20050201 ; 25105 J1 24 F5
TCHAE A : thEndostatin FEH 15 mg/ml( 5 ml/32 ),
L5k 20050510, 2 FE Y > 98% , 1L T TR A= Wil
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25 S AR LSS BT s oL SRR S A S IR : 5T
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Pharmacia Biotech UK, FLif 8 3.7 GBq/mg, #It5 :
0110195015, HA A H Sigma A H] .
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45 .60 .90 .120 180 £ 240 min HRHE R I, Jn A & AT
FEhuEEnyil g, B0, WA mAK . B100 w3
AT ml 10% TCA,4 000 r/min &.0> 10 min, 7%
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Tab. 1 Pharmacokinetic parameters of '**I-rhEndostatin after i. v. injection to rats

' [-rhEndostatin AL Degree of  t,,a t,,B K10 K12 Ve Cls AUC
(py/mg kg™ ) fitting (t/h)  (w/h) (h™') (h™') (h') (kg')(L-h™") (pg-h-m™")

4.5 -18.6 0.108 0.149 3.94 0.982 0.832 3.002 0.208 0.173 26.02

1.5 -19.1 0. 106 0.133 3.51 1.095 0.936  3.359 0.147 0.138 10. 88

0.5 -29.7 0.062 0.180  4.65 0.904 0.634 2.460 0.288 0.183 2.74

RSI( % ) 16 14 19 15 33 14
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FRIE
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Fig. 2 AUC-dosage curve of '*I-rhEndostatin

after i. v. injection to rats
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Tab.2 Tissue distribution of '*I-rhEndostatin in rats after i. v. injection at a single dose of 1.5 mg/kgl w,/ng - g™' )

Time  Brain Thyroid Heart Lung Liver Spleen  Stomach Intestine  Kidney Genitals  Muscle  Adipose pB/:;n.l:ﬂ_l )
Smin 156 1147 641 2530 6400 6371 1262 721 16473 253 114 340 2205
30min 52 1827 954 359 1224 3171 1051 991 38429 739 374 250 3779

1h 69 764 628 5026 679 1302 736 543 22939 1250 326 156 1824

2h 36 581 1052 3003 479 1048 804 636 23773 817 363 171 1870

4h 21 549 264 1785 285 672 795 298 12361 414 181 111 1503
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Fig. 3 Cumulative excretion rate of *I-rhEndostatin after

i. v. injection to rats at a dose of 1.5 mg/kg
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