Abstract for project 2:

Presently there are no effective therapies approved for the treatment of metastatic melanoma and ovarian cancer. The use of newer targeted therapies alone and in combination with chemotherapy may offer new hope of improving response to treatment in these cancers. The SCR family of tyrosine kinases have been implicated in melanoma and ovarian cancer progression. In our laboratory, we have shown that repeated exposure to DNA damaging agents increases the activation of SRC family kinases thereby increasing sensitivity to SRC inhibitors. 

This project aims to determine if treatment with DNA damaging agents can increase the activation of SRC family kinases and thus sensitise both melanoma and ovarian cancer cells to SRC inhibition.  The effects of DNA damaging agents (temozolomide and cisplatin) will be examined on SRC family kinase activation in a panel of melanoma and ovarian cell lines. The specific SRC family members with increased activation (phosphorylation) in response to DNA damaging agents will be identified. Combinations of SRC inhibitors with chemotherapy, following exposure to DNA damaging agents will be performed to identify rational combinations. 
Changes in SRC levels will be assessed in metastatic melanoma tumour samples. Expression levels of specific phospho-SRC family member/s as determined by in vitro analysis will also be examined in pre- and post-treatment biopsy samples from metastatic melanoma patients who are receiving temozolomide, cisplatin or dacarbazine based therapy. 

The goal of this research project is to develop a clinical rationale for using SRC kinase targeted therapy (with or without chemotherapy) to treat metastatic melanoma and ovarian patients who have previously received treatment with DNA damaging agents.
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