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Introduction
The tumour microenvironment (TME) is characterized by hypoxia, a condition in which malignant

melanoma cells increase their migratory and invasion capabilities. Carbonic anhydrases (CAs) are a
family of metalloenzymes, which are involved in pH regulation, cell survival and migration. The
isoforms IX and XII are overexpressed in tumours and, at the same time, embryonic developmental
pathways, such as Hedgehog (Hh) pathway, are re-activated. Dendritic cells (DCs), the most potent
antigen presenting cells, are exposed to hypoxia, since they are present in the TME.

Methods
Melanoma Cell lines (SK-MEL-28 and A375) were cultured in vitro and exposed to normoxia (20%

0:) and hypoxia (2% O); cells were treated with siRNAs targeting Hh pathway components
Smoothened (SMO) and GLI1 and CAXII; Wound healing assay, Zymography, modified boyden
chamber, Western Blot and qRT-PCR were performed.

Human monocyte-derived DCs were isolated from buffy coats and were exposed to normoxia and

hypoxia; JC-1 assay, Western Blot and qRT-PCR were performed.

Results
We observed that the e inhibition of SMO and GLI1 resulted in downregulation of CAXII

expression under hypoxia, in melanoma cells lines, and, inhibition of CAXII reduce their migratory
and invasion capabilities. We demonstrated that CAXII and the Hh pathway are relevant in

melanoma migration and invasion.
With regard to DC, preliminary results indicate the impact of hypoxia on DC autophagy.
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