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Inhibitory Effect of Recombinant Disintegrin rAdinbitor on the Growth of H22 Hepatoma Cells

LIU Xue-mei"*, WANG Dong-mei’, WANG Zhong’, TIAN Yu-xiang', ZHAO Bao-chang' (1.Dept. of Biochemis-
try, Dalian Medical University, Liaoning Dalian 116044, China;2.Dept. of Biochemistry, Chifeng College, In-
ner Mongolia Chifeng 024000, China; 3.Grade 2009, Seven-year-system, Dalian Medical University, Liaoning
Dalian 116044, China)

ABSTRACT OBIJECTIVE: To investigate the inhibitory effect and mechanism of recombinant disintegrin rAdinbitor from Gloydi-
us blomhoffi brevicaudus on the growth of H22 hepatoma cells. METHODS: rAdinbitor was obtained after recombinant expression,
purification and identification. Hepatic cancer model was induced by 1x10° H22 cells subcutaneously via right armpit. Model mice
were randomly divided into model group (0.9% Sodium chloride injection 0.2 ml/kg), positive control group (recombinant human
endostatin 1.65 mg/kg) and high-dose, medium-dose and low-dose groups (rAdinbitor 5, 1.25 and 0.5 mg/kg) with 8 rats in each
group. They were given relevant drugs intramuscularly once a day for consecutive 3 weeks. Mice were sacrificed and tumors were
weighted. The vescular number of 5 visual fields was counted under the microscope. RESULTS: The total protein reached 1.4
mg/ml and relative molecular mass was 9 kD after rAdinbitor was induced and purified successfully. The tumor weight and vascular
number of each group were (1.513 £0.922) g and 3.34 + 0.58 in model group, (0.562 +0.304) g and 1.33 £ 0.58 in positive control
group, (0.318 £ 0.205) g and 1.18 £ 0.56 in high-dose group, (0.434 + 0.323) g and 1.32 + 0.60 in medium-dose group and
(0.536 + 0.328) g and 1.35 + 0.58 in low-dose group. Compared with model group, tumor weight and vascular number of other
groups were decreased significantly (P<<0.05); compared with positive control group, there was statistical significance in tumor
weight of medium-dose and high-dose groups (P<<0.05). There was statistical significance in vascular number of high-dose group
(P<<0.05); there was no other statistical significance. CONCLUSIONS: The growth of H22 hepatoma cells is inhibited by rAdinbi-
tor significantly, which may be associated with inhibiting the formation of tumor vessel.
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Fig 1 Identification of the expression of recombinant rAdin-
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Fig 2 Identification of the expression of recombinant rAdin-
bitor by Western blotting
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Pharmacokinetics Study of Tritium-labeled Calf Thymus DNA in Rats and Dogs

YANG Shuo-ye', CHEN Xi-jing” (1.College of Bioengineering, Henan University of Technology, Zhengzhou
450001, China; 2.Center of Drug Metabolism and Pharmacokinetics, China Pharmaceutical University, Nanjing
210009, China)

ABSTRACT OBIJECTIVE: To study the pharmacokinetic characteristics of tritium-labeled calf thymus DNA (“H-ctDNA) in rats
and Beagle dogs. METHODS: Isotope exchange method was used to synthesize "H-ctDNA. The rats were given high-dose, medi-
um-dose and low-dose of ‘H-ctDNA via tail vein injection (15, 5, 1.67 mg/kg, n=5) ; high-dose and medium-dose groups were
given “H-ctDNA for consecutive 7 days (injecting with “H-ctDNA on first and seventh day and non-labeled calf thymus DNA on oth-
er days) while low-dose group was given ‘H-ctDNA just once. Dogs were given high-dose, medium-dose and low-dose of "H-ctD-
NA via forelimb vein (1.5, 0.5, 0.167 mg/kg,n=3); medium-dose group was given ‘H-ctDNA for consecutive 7 days while other
two groups were given ‘H-ctDNA just once. The blood samples were collected 0.033 h, 0.25 h, 1 h, 2h, 4h, 6 h, 8 h, 12 h and
24 h after medication on first and seventh day, respectively. Scintillation solution was added into samples after separating plasma,
and then analyzed with scintillation count. The pharmacokinetic parameters were estimated by using WinNonlin software. RE-
SULTS: Pharmacokinetic parameters of high-dose, medium-dose and low-dose of “H-ctDNA in rats were as follows: in single
dose, AUCo-, were (11 742+ 2 245) ng-Eq-h/g, (3 571 +851) ng-Eq-h/g and (727 +202) ng-Eq-h/g, t. were (21.4 £5.08) h,
(13+6.0) h and (6.8 +1.76) h; in multiple dose, AUCs-, of high-dose and medium-dose were (5 706 + 1 009) ng-Eq-h/g and
(7 601 %1 861) ng-Eq-h/g, t» were(16.0+10.13) h and (9 +2.7) h. Pharmacokinetic parameters of high-dose, medium-dose and
low-dose of *H-ctDNA in Beagle dogs were as follows: in single dose, AUC,., were (4 444 +999) ng-Eq-h/g, (2 719 + 139)
ng-Eq-h/g and (501 £ 101) ng-Eq-h/g, > were (17.6 +£7.57) h, (14.0£1.76) h and (16.4 +£2.39) h; in multiple dose, AUCo-s of
medium-dose were (3 073 +200) ng-Eq-h/g, #. were (20.6 +6.62) h. CONCLUSIONS: Single dose and multiple doses of *H-ctD-
NA are rapidly eliminated in rats and Beagle dogs.

KEYWORDS Tritium-labeled calf thymus DNA; Rats; Beagle dogs; Pharmacokinetics
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