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Background
Genetic variants in APC are associated with familial adenomatous
nolyposis (FAP), characterized by hundreds to thousands of colorectal
oolyps, or attenuated FAP (AFAP), characterized by fewer than 100
nolyps. APC encodes a tumor suppressor protein that forms a complex
with GSK3B and Axin to negatively regulate Wnt/B-catenin signaling. The
Wnt/B-catenin pathway plays a critical role in many cellular processes,
Including cell cycle progression, proliferation, differentiation, migration,
and apoptosis. Most disease-causing variants in APC introduce a
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criteria in individuals undergoing multigene panel testing for hereditary
cancer at a clinical diagnostic laboratory.

Table 1: Missense variants with no predicted splicing impact that were classified as P/LP in our cohort. These variants were identified in a total of 114 individuals undergoing
multigene panel testing. 79 individuals (~69%) reported a significant personal history of >10 polyps and/or CRC, with the majority of these reporting 20-100 polyps. 9/10 of these
variants were located in either a specific 15-AA-repeat (dark blue) or the SAMP1 motif (pink). 1 was located in a 20-AA-repeat (light blue). Over 80% of all individuals with these

variants reported a significant family history of polyps and/or CRC in first- and/or second-degree relatives.
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Figure 1: Diagram of protein structure of APC and motifs in
which P/LP missense variants were identified. P/LP
missense variants were found primarily in the 15-AA repeat
(dark blue arrow, codons 1021-1035) that has been reported
as critical for B-catenin binding%3, and the SAMP1 motif (pink
arrow, codons 1475-1584) that has been reported as critical
for axin binding®* . In addition, one P variant was found in a 20-
AA repeat of the B-catenin binding domain (light blue arrow,
codons 1371-1392) that has not yet been well-studied.
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a deleterious impact by missense
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eligibility in variant classification.
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