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worldwide are undiagnosed (PMID: 28419271, 30071997).

*samples 14 and 15 are related

= All six individuals with a pathogenic variant in the APOB gene were found to have
the c.10580G>A (p.Arg3527GIn) change, which has been reported to be found
mainly in people of European ancestry (PMID 24404629).

RESULTS

A cohort of 1,996 reportedly healthy individuals was sequenced at PerkinElmer

Genomics for variants causative of Familial hypercholesterolemia (FH).
findings.

Genetic screening for pathogenic sequence variants and copy number variants
was performed using a next generation sequencing panel that consists of four
genes associated with FH (APOB, LDLR, LDLRAP1, PCSK9).

Diagnostic findings were returned for 15 individuals tested (~1 in 133 individuals
tested)

" The incidence of FH in our cohort is higher than the current estimated
prevalence. Additional samples are need to confirm.

Pathogenic variants were detected in the LDLR gene (9/15 positives) and the
APOB gene (6/15 positives).

CONCLUSION

= Pathogenic variants associated with FH were detected in the LDLR and APOB genes.

" |n our cohort, the prevalence of individuals with diagnhostic findings consistent with FH were identified in ~1 in 133 individuals.

" These results illustrate the benefits of genetic screening in identifying individuals with FH who can now be can be clinically managed to minimize risk of

adverse medical events.

" Careful understanding of variant classification and the relationship of variants to
mechanism of disease is essential in being able to return accurate and appropriate

" For the APOB gene, only pathogenic autosomal dominant gain-of-
function (GOF) variants associated with FH are reported.

" For the APOB gene, pathogenic autosomal recessive loss-of-function
(LOF) variants associated with hypobetalipoproteinemia
reported for this assay.

are not

= Pathogenic autosomal recessive LOF variants in the APOB gene were
identified (and not reported) in 7 individuals tested in this cohort.



