INTRODUCTION|

[MelanomaL is-an aggressive skin cancer and a lethal melanocytic neoplasm, with-inereasingexhibits an

increase in the annual Aumber-incidence of cases {fasterthan-that exceeds that observed in any-other solid tumors

tamer—)‘[l,z]. Despite ef-accounting for abeut-approximately 1% of all skin cancer cases, invasive melanoma is

responsible for the-vast-majerity-efmost skin cancer-related deaths death-[3]. In this context, both tissue samples and
cellular models have been used to identify patterns-efgenic-gene expression patterns and biological pathways
relevant to oncogenesis, bimeéaiming to provide insights for personalized therapeutic interventions and address

distinct outcomes of melanoma development ][4—6]. Bespite-Although the analysis of tissue samples plays a vital role

in oncology research, it does not allow the reliable detection of secreted proteins or those released into the

extracellarextracellular environment.

Furthermoreu the contribution of the-neighboring cells (i.e., stromal cells, such as neutrophils, macrophages,

and fibroblasts) is alse-of paramount importance for arumberefvarious biological signaling events related with-to
oncogenesis, such as tumor invasion and migration. The host stromal environment consists of cellular and molecular

strueturestructures, including fibroblasts, endothelial cells, lextracellular matrix (ECM), bnd vasculature. |These

components bre required for connective tissue architecture and homeostasis.-By-secreting-bioactive meleculessueh

as-growth-factors-and-proteases,stremal- Stromal cells are often recruited by tumoral cells to participate in the

oncogenesis_through the secretion of bioactive molecules, such as growth factors and proteases, whieh-eventually

leads-leading to tumor progression and dissemination. The imbalance of cellular homeostasis during oncogenesis,
together-along with the high heterogeneity of tumor-associated stromal cells-asseciated-with-tumer, have-has a
marked effect on the repertoire of the-proteins secreted by malignant cells (the secretome). Hence, the-study-ef
studying the secretomes frem-of tumoral and stromal cells, such as cancer--associated fibroblasts (CAFs), provides
insights for understanding the cross-talk between cells within the tumor microenvironment, as well as the key

effectors ferinvolved in the establishment of the pre-metastatic niche in distant tumor sites [7-9].
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