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Re-purposed combination therapies
to improve outcomes in melanoma

Melanoma is responsible for a disproportionate number of cancer deaths, with few
effective treatment options for patients with advanced disease. Further, melanoma
is prone to spontaneous mutation in response to treatment with a targeted therapy,
such as a MEK or BRAF inhibitor, necessitating additional treatment courses.

Researchers at Stanford have found that tumors with mutations in the protein
osteopontin have improved outcomes- particularly if that mutation renders the
protein resistant to cleavage by thrombin. The anti-cancer effect of the mutation can
be replicated via treatment with a thrombin inhibitor, demonstrating the importance
of the thrombin-osteopontin cleavage interaction in cancer progression. Researchers
show that mouse models of melanoma treated with a direct-acting thrombin
inhibitor have reduced tumor volume and fewer tumor nodules. That result also
applied to a mouse model of ovarian cancer, suggesting broader impact of the
thrombin/osteopontin target.
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