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The role of a Ca?* transport ATPase
(PMCA) in the motility and metastatic

activity of BRAF mutant melanoma
cells.



Ca?* channels initiate while Ca?* pumps
terminate the Ca%*signal
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Altered Ca?*signaling in cancer
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Ca’* signal patterns formed by
different PMCA variants
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Plasma membrane Ca%* pump
(PMCA) in cancer

WV decreased PMCA4b expression in
colon and breast cancer cells
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BRAF signaling in melanoma
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Figure 1| Oncogenic BRAF signaling pathway. ATE! receptor tyrosine kinase,
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PMCAA4b is upregulated in BRAF mutant
melanoma cells after BRAF inhibition
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High PMCA4b abundance is associated

F/Fo

with fast Ca2* clearance
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Vemurafenib inhibits migration of
BRAF mutant A375 cells
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GFP-PMCA4b over-expression in
melanoma cells
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PMCAA4Db inhibits migration of BRAF mutant
A375 cells
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PMCAA4b inhibits migration
but does not affect proliferation of BRAF

mutant A375 cells
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PMCA4b decreases metastasis in vivo
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Conclusion

over-expression lPMCA4b*

mutBRAF I— vemurafenib

Decreased Ca?*signaling // \
Did not change proliferation
Changed morphology

Reduced migration Reduced metastastatic activity

PMCAA4Db is a putative metastasis suppressor
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