Landscape of Genetic Alterations in Uveal Melanoma
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@@ e Genomic profiling of FFPE biopsies from patients with
metastatic uveal melanoma, primarily from liver.

— Genomic profiling was conducted on the baseline
pre-treatment biopsy specimens.

Post-transcriptional
regulation

N\
| SF3B1 3

Proliferation

— DNA was assayed by massively parallel sequencing,
covering a panel of 288 clinically relevant cancer genes

Among the five samples without a GNAQ or GNA71 mutation,
all had very low tumor content (<20%).

Truncations or splice-site mutations in the gene encoding
BRCA1 associated protein-1 (BAP17) were frequently observed
(51%), in line with previous reports (Figure 2).

Partial or putatively complete amplifications of chromosome
89 (59%) and recurrent mutations in splicing factor 3B subunit
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homozygous deletions and loss of heterozygosity (LOH).

*Proteins in red are encoded by genes known to be altered in uveal melanoma.

ASXL1, additional sex combs-like protein 1; BAP1, BRCA1-associated protein; BRCA1, breast cancer 1, early onset;
DAG, diacylglyceraol; EIF1AX, eukaryotic translation initiation factor 1A, X-chromosomal; ERK, extracellular-
regulated kinase; Ga, G-protein a-subunit; Gaq, G-protein ag-subunit; GPCR, G-protein-coupled receptor;

H2A, histone 2A; HCF-1, host cell factor 1; MARCKS, myristoylated alanine-rich C-kinase substrate;

— If baseline samples were found to contain insufficient DNA or
to have insufficient sequence coverage, the C1D15 sample
was analyzed. If this also failed to meet tissue requirements,
the sample was excluded from further analysis.

MEK, mitogen-activated protein kinase/ERK kinase; PKC, protein kinase C; PLC, phosphoinositide-specific
phospholipase C; RAF, rapidly accelerated fibrosarcoma; SF3B1, splicing factor 3B subunit 1.
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chromosome 8g amplifications (33/48 [69%]), and rare in
patients with SF3B7T mutations (4/19 [21%]) [Figure 4].

e Among the 63 patient samples in which LOH could be

evaluated, BAP7-spanning LOH occurred in 45 patients (71%),
including 35 of 39 patients (90%) with BAP7 mutations.
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* Preliminary analyses of the currently available data suggest no

obvious relationship between pMARCKS baseline levels with
any gene or GNAQ/GNAT1 mutant subtypes (Figure 5).
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