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CHARACTERI STICS: Familial hyperchol esterolemia (FH) is the nbst common inherited
cardi ovascul ar disease. It is characterized by markedly el evated | owdensity
i poprotein chol esterol (LDL-C) and premature atherosclerotic cardi ovascul ar di sease
(ASCVD). Manifestations include coronary artery di sease (CAD), cardi ovascul ar
di sease (CVD), angi na, myocardial infarction, xanthomas, and corneal arcus.
Honozygous FH (HoFH) is a | ess comon disorder, resulting frombiallelic variants in
a dom nant FH associ ated gene. HoFH is characterized by severe early-onset CAD,
aortic stenosis, and high rate of coronary bypass surgery or death by teenage years.

EPI DEM OLOGY: FH 1/250, HoFH 1/200,000 in the general popul ation.

CAUSE: Pat hogenic germine variants in genes associated with FH.

| NHERI TANCE: Aut osomal dom nant for LDLR, APOB and PCSK9-associ ated FH. Aut osonal
recessive for LDLRAP1-associated FH. HoFH results frombiallelic variants in an

aut osomal doni nant FH gene.

PENETRANCE: Estimated at 73-90% in individuals with nolecularly confirned FH,
i nfl uenced by gene, variant, and non-genetic factors.

CLINICAL SENSITIMITY: Up to 85%for FH.
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GENES TESTED: APOB, LDLR, LDLRAP1, PCSKO9.

METHODOLOGY: Capture of all coding exons and exon-intron junctions of the targeted
genes, followed by massively parallel sequencing. Sanger sequencing was perforned as

necessary to fill in regions of |ow coverage and to confirmreported variants.
Human genone build 19 (Hg 19) was used for data anal ysis.

ANALYTI CAL SENSI TI VI TY/ SPECI FI CI TY: The anal ytical sensitivity of this test is
approxi nately 99% for single nucleotide variants (SNVs) and greater than 93% for

i nsertions/duplications/deletions from 1-10 base pairs in size. Variants greater
than 10 base pairs nay be detected, but the analytical sensitivity nmay be reduced.

LI M TATI ONS: A negative result does not exclude a diagnosis of FH This test only
detects variants within the coding regions and i ntron-exon boundaries of the
targeted genes. Regul atory region variants, deep intronic variants, and | arge

del eti ons/ duplications/inversions will not be identified.

Del eti ons/ duplications/insertions of any size may not be detected by massive
paral | el sequencing. Diagnostic errors can occur due to rare sequence variations. In
sone cases, variants may not be identified due to technical linmtations in the
presence of pseudogenes, repetitive, or honpol ogous regions. This assay nmay not
detect lowlevel npsaic or somatic variants associated with disease. Interpretation
of this test result nay be inpacted if this patient has had an all ogeneic stem cel
transpl antati on. Non-coding transcripts were not anal yzed.

Test devel oped and characteristics deternm ned by ARUP Laboratories. See Conpliance
Statenment C. arupl ab. coni CS
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