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[bookmark: _GoBack]Uveal melanoma (UM) is the most frequently occurring intraocular malignancy in adults. Arising from the uncontrolled proliferation of melanocytes in the choroid, ciliary body and iris, UMs have a strong propensity to metastasise to the liver, where they are fatal. In a previous study, proteomic examination of UMs at either a high or low risk of developing metastasis identified the down regulation of PDCD4 protein levels with increasing metastatic risk. This study examined Programmed Cell Death 4 (PDCD4) protein expression and subcellular localisation in UM cell lines by western blotting and immunohistochemistry. The expression of PDCD4 and the specificity of the anti-PDCD4 antibody were determined by western blot using whole cell lysates of five uveal melanoma cell lines. Using the same cell lines, immunohistochemical staining was also undertaken to further assess PDCD4 protein levels and subcellular localisation. PDCD4 was identified as a single band between 48 and 63kDa by Western blot in all five UM cell lines. Immunohistochemistry demonstrated PDCD4 protein in the nucleus and cytoplasm of the UM cell lines. PDCD4 levels were similar in all UM cell lines examined irrespective of whether they were derived from a primary tumour or metastatic lesion. The proportion of PDCD4 localised to either the nucleus or cytoplasm differed between the cell lines, which may influence its function. Further research is now necessary to examine its expression in patient samples and determine its functional relevance to disease progression.





















Fig 1 – shows the Ras/MAPK pathway, a signaling cascade resulting in the phosphorylation of PDCD4 at two sites, by serine residues, causing proteasomal degradation. This pathway has shown to be frequently dysregulated in various other cancers also, most notably, in cutaneous melanoma by the BRAF mutation.
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