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Metastasis is a major issue in melanoma patients with relapsing tumor resulted from acquired therapy resistance. A complete understanding on the metastatic regulator(s) in targeted therapy-sensitive/ resistant malignant melanoma and development of therapeutic molecules against these regulators will serve a crucial role in the treatment strategy for this deadly disease. The key metastatic regulators, WNT5A and Interleukin-6 (IL-6) have been shown to induce melanoma progression. In the present study, we hypothesized that up-regulation of WNT5A-IL-6 feedback loop is associated with the acquired-resistance towards BRAF-targeted therapies and therefore might serve as a potential therapeutic target. We established three PLX4032-resistant melanoma cell lines with elevated IC50 for PLX4032 and ERK activity, compared with their respective parental cells. We observed increased expression of WNT5A and IL-6 along with parallel elevation in cell migration and invasion of PLX4032-resistant cells. Furthermore, we demonstrated that dual inhibition of WNT5A and IL-6 signaling (by Box5 and IL-6 neutralizing antibody) effectively impaired the migration and invasion of PLX4032-resistant cells. Overall, our results suggested that the elevated WNT5A and IL-6 levels in PLX4032-resistant melanoma cells fuels up the WNT5A-IL-6-loop thereby increasing cell migration and invasion, and combined inhibition of WNT5A and IL-6 could serve as a potential therapeutic strategy for BRAFi-resistant melanomas.
Biography
Purusottam Mohapatra has completed his PhD in Cancer Biology at the age of 26 years from India and currently working as a postdoctoral researcher with Prof. Tommy Andersson at Clinical Research Centre, Lund University, Malmö, Sweden. He has published more than 20 original, and review articles on cancer cause and therapy in various reputed international journals. His current research focuses on the identification of metastatic effectors and developing anti-metastatic treatments for targeted-therapy resistant cancers.
� INCLUDEPICTURE "https://upload.wikimedia.org/wikipedia/commons/9/9c/Logotyp_Lunds_universitet_(vit).png" \* MERGEFORMATINET ���





Paste your university/ organization Logo here








