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The Anti-tumor Mechanism of Combine Destruxin B with Iressa in
Human Lung Cancer Cells
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Lung cancer is the leading cause of cancer deaths worldwide, representing more
deaths than those from prostate, breast, and colorectal cancers combined. Recent
development in cancer biology have identified many therapeutic target drugs, one of
these target drugs is Iressa(Gefitinib), is an orally active EGFR tyrosine kinase
(EGFR-TKI) for NSCLC therapy. But efficacy to Iressa is limited to dosage and side
effect. Recent studies indicate that Destruxin B is a second metabolite of fungus
(Metarhizium anisopliae) In human, Destruxin B could inhibit Hepatitis B surface
antigen(HBsAQ) gene expression in Hep3B cell. The aim to this report is combine DB



and Iressa to treat human adenocarcinoma cell (A549 > K-ras mutation) and human
squamous cell (FaDu - K-ras wt), to observe the anti-tumor efficacy. Previous studies
indicate that Iressa treatment has resistant to NSCLC patients with K-ras mutation,
this corresponds to our results in Flow cytometry. However, combined therapy
seemed to be good response in A549 adenocarcinoma, suggests that Destruxin B may
be a potential drug in lung cancer therapy after passing clinical trials, particularly in
adenocarcinoma cells with K-ras mutaion expression. In other hand, we observed the
signal pathway of combined drugs by western blotting, showed that A549 cells
induced apoptosis via extrinsic and intrinsic pathway; and release of AIF protein
resulting in cells apoptosis via caspase-independent pathway without caspase
activation. FaDu cells induced apoptosis via extrinsic pathway.



