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Uveal melanoma: a review of current Pathophysiology
diagnosis and treatment option

Signaling cascade
Han Wen Lin, National Yang Ming University, Taiwan Despite that uveal melanoma also arises from
Andrew W. Stacey, MD, Msc, Department of Ophthsimology, melanocyte mutation, the molecular pathogenesis in
University of Washington Harborview Medical Center uveal melanoma is different from cutaneous
melanoma®. Instead of the BRAF, NRAS mutation-driven
Introduction MAPK pathway in cutaneous melanoma, the origin of
uveal melanoma is the point mutation of the

Uveal melanoma is the most common primary GNAQ/GNA11 and resulted in an abnormal G-protein

intraocular malignant tumer in adults, with a median alpha subunit. The mutation causes the persistent

diagnosis age of 62 years-old. Still, the incidence s onlY ¢y arion of G protein andlead to the amplification of
5-1 cases per million population per year in US', and it signal transduction of downstream MAPK, PI3K—Akt—
largely varies in different gender and ethnicity, WIth the. -0 o e e athways serve a
non-Hispanic white male having the highest risic. For crucial role of the regulation of cell proliferation and

instance, the incidence in Denmark is about 7.5 per growth.

million per year’, whereas the incidence in Taiwan Is
only 0.39 per million per year*. The uveal melanoma Genetic mutation

arises from locations of the whole uveal tract, including On the other hand, mutation of certain gene could

the Irls (35%), the ciliary body (58%), and most directly lead to the uveal melanoma by Its products.

commonly, the choroid plexus (85~50%)". Also, these mutation were found to have a higher
correlation to the prognosis and metastatic potential of
Risk factors the disease. The best known example ameng these
mutations may be the nuclear protein BAP1 (BRCA1-
Host factors associated protein 1) encoded by the tumor suppressor
The host factors for uveal melanoma include gene on the chromosome 3p21.1, By conducting the
Caucasian ethnic, ight eye color, far skin color, GBIy __ o0 e one et paralll
to tan, Iris or skin nevus, BAP1 mutation and sequencing, Harbour JW et al”® found that patients
oculodermal melanocytosis’. with BAP1 mutation were at higher risk of developing
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