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Background Results and Discussion
* CDKNZ2A is atumor suppressor gene that encodes two * Atotal of 258 individuals with 51 unique Lok variants were * LoF variants impacting p14 alone had significantly reduced rates of
transcripts: p16INK (p16) and p14ARF (p14) Identified melanoma compared to p16 LoF variants

* There were 192 individuals with p16 LoF variants and 66 individuals  Gross deletions and splicing variants impacting Exon 1B did show
con 16 sonta /™ with p14 LoF variants increased association, but it’s possible these variants impact p16
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Figure 1: Depiction of genomic arrangement and exon nomenclature for CDKN2A. The p14 isoform of c.151-2A>G
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 Pathogenic, loss-of-function (LoF) variants in p16 are
associated with familial melanoma-pancreatic cancer | Exon 1a — Exon 2 (p16) =xon 3 |
syndrome, historically known as familial atypical
multiple mole melanoma syndrome (FAMMM)

Figure 3. Melanoma Prevalence in Probands
* Large deletions thatinclude all of CDKNZ2A as well as with LOF variants in p16 and p14

those isolated to Exon 1B impacting p14 have been
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observed to be associated with the development of -
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nonsense/frameshift variants impacting only the p14 . the ZA p14isoform do not have a clear
0
isoform is unclear | cancer associlation
;  Splicing variants impacting Exon 13 of the p14
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