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Abstract

Abstract

Death receptor 5 (TRAIL-R2), a member of the TRAILR, belonging to tumor
necrosis factor receptor superfamily. When DRS is binding to its ligand, they can
selectively destruct a variety of tumor cells and have no cytotoxicity to normal live
cells and other cells. DR5 has been known as the most promising anticancer drug.
Primary hepatic carcinoma is one of common malignant tumors, its attack rate
occupies the second in our country, thirteen thousand personnel died of hepatoma
every year, and the recent years its morbidity and mortality elevated year by year. Due
to the bionomics of powerful invasion, easily recurrence and diversion, various kinds
of therapy including operation, radiotherapy and chemical-therapy all have low effect.

However biotherapy gained a great progress recently, it will become the 4t therapy

mode of Hepatocellular carcinoma. This study observed Anti-DR5 mAb, ADM and
ACTD have synergic lethal effect on HCC and investigated the therapic significance
and mechanism of Anti-DRS5 mAb-chemotherapeutics to hepatoma.

We constructed the fused genes of DR5 with overlapping PCR, and then it was
inserted into vector pET22 b (+), expressed efficiently in E.coli Rosetta-gami under
optimization condition. The fusion proteins were purified through Nickel-affinity
chromatography column. Anti-DR5 mAb was prepared by using the purified DRS5
protein to immunity mice. It was Showed that Anti-DR5 mAb, ADM, ACTD have a
synergic lethal effect on HCC, The toxicity to normal liver cells was reduced greatly
by injecting Anti-DR5 mAb with ADM or ACTD. The current work shows that
Anti-DR5 mAb has anti-tumor properties in vivo and in vitro and it can sensitize
murine HCC cells to anti-DR5, ACTD or ADM-induced apoptosis.

In conclusions, the fused genes DRS5 was constructed by gene engineering
technology and fusion protein were expressed efficiently in E.coli. Anti-DR5 mAb
was prepared by using the purified DRS protein. It was Showed that Anti-DR5 mAb,

ADM, ACTD have a synergic lethal effect on HCC, The toxicity to normal liver cells
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Abstract

was reduced greatly by injecting Anti-DR5 mAb with ADM or ACTD in vivo and
vitro experiments. Our study will provide valuable theoretical and experimental

evidence for treatment to Hepatocellular carcinoma.

Keywords: DRS5; Hepatocellular carcinoma; Apoptosis
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