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RAGE and S100 proteins transcription levels in melanoma tumors
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It has been suggested that the Receptor for Advanced Glycation Endproducts
(RAGE) may play an important role in melanoma. Animal studies with anti-RAGE
antibodies have shown that RAGE blockade leads to reduced tumor growth and
metastasis formation. RAGE is a multiligand receptor and among its ligands are S100
proteins, which can be highly expressed in melanoma. Indeed, S100B is clinically
used as a biomarker for melanoma diagnosis and prognosis.

We have surveyed 40 melanoma tumor samples for transcription of RAGE and
four S100 proteins and compared them to normal skin tissue. We found tremendous
differences between tumors. On average RAGE and S100A6 expression was
moderately increased in melanoma. S100B was highly over-expressed whereas
S100A2 was greatly under-expressed in melanoma tissue. Because tumor tissue is
intrinsically heterogeneous we next analyzed three well characterized melanoma cell
lines. A primary tumor cell line showed generally higher transcription levels for
RAGE and S100 proteins compared to two metastatic cell lines. In all cell lines
S100B was by far the dominant S100 protein exceeding S100A2 transcription levels
by three orders of magnitude. Detailed profiling of S100 transcription in melanoma
tumors, together with clinical data, may facilitate improved molecular diagnostic and

treatment in the future.
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