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| NDI CATI ON FOR TESTI NG
Fam lial control for rapid whol e genone sequencing; report of secondary findings requested.

RESULT
One likely pathogenic variant was detected in the LDLR gene.

LI KELY PATHOGENI C VARI ANT

Gene: LDLR (NM 000527. 4)

OM M di sease: Familial hyperchol esterolema (MM 143890)

I nheritance pattern: Autosonal dom nant

Variant: c.337GA; p.d ull3Lys - heterozygous

Chr 19( GRCh37) : g. 11215919

Frequency: gnomAD: 8 out of 281,964 chronpsones, overall MAF 0.0028%
Conput ati onal prediction prograns: Uncertain (REVEL: 0.658)

| NTERPRETATI ON

One likely pathogenic variant, c.337GA; p.d ull3Lys, was detected in the |ow density |ipoprotein
receptor (LDLR) gene by nassively parallel sequencing. Pathogenic germiine variants in LDLR are
associ ated with autosomal dom nant famlial hypercholesterolema-1 (MM 143890). O fspring of this
i ndi vi dual have a 50 percent chance of inheriting the |ikely pathogenic variant.

The American Coll ege of Medical Genetics and Genomics (ACM3 recomrends anal ysis of specific genes in all
i ndi vi dual s under goi ng genone sequenci ng even though these genes may not be related to the primary key
clinical findings (Mller, 2022).

Evi dence for variant classification:

The identified c.337GA; p. @ ull3Lys variant, also known as E92K, segregates with el evated LDL

chol esterol but not elevated triglycerides in a large three-generation pedigree, and it has been reported
in two additional probands who were affected with hyperchol esterol em a (Fouchi er, 2005; Taylor, 2007;

Wi, 2000). This variant is also reported in dinVar (Variation ID: 237872). Based on avail able
information, this variant is considered to be |ikely pathogenic.

No additional pathogenic variants in the v3.1 list of ACMGrecomended genes were detected. This does not
exclude the possibility this individual may carry another pathogenic variant because the ACMG genes are
only analyzed to the extent standard nmassively parallel sequencing will allow. Note that single

pat hogeni ¢ variants in autosonal recessive ACMG genes are not reported. See the background infornmation
bel ow for a list of the ACMSG genes revi ewed.

RECOMVENDATI ONS

Genetic consultation is recommended, including a discussion of nedical screening and managenent. At-risk
fam |y nenbers should be offered targeted testing for the identified |likely pathogenic LDLR vari ant
(Familial Targeted Sequenci ng, ARUP test 3005867). If there is clinical suspicion or a famly history of
a genetic condition associated with another one of the ACMGreconmended genes, additional targeted
testing should be considered as exome sequencing will not identify all pathogenic variants in these
genes.
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BACKGROUND | NFORMATI ON: Rapi d Whol e Genone Sequenci ng

Fam lial Control with Report
CHARACTERI STI CS: The anal yzed genone includes all exons fromall known human genes
and all intronic variants suspected of influencing splicing. These regions are
sequenced to identify the cause(s) of a disorder in a fanily nenber. The Anerican
Col | ege of Medical Cenetics (ACM5 recommends anal ysis of certain genes for
secondary findings in all individuals undergoing genone sequencing. Please refer to
ACMG Secondary Findings Gene List (http://1td.aruplab. conl Tests/ Pub/3005935) for an
up-to-date |ist of genes analyzed. Note that this gene list is updated periodically
and is only accurate for this sanple at the tine of reporting. Please contact an
ARUP genetic counsel or (800-242-2787 ext. 2141) for clarification regardi ng genes
anal yzed.

| NHERI TANCE: Varies depending on the specific gene and vari ant
CLI NI CAL SENSI TIVITY: Varies by gene

METHODOLOGY: Genomic DNA is extracted fromwhol e bl ood, prepared into libraries,

t hen sequenced by massively parallel sequencing (MPS; al so known as next generation
sequencing [NGS]). Variant calling is perfornmed using a custom bioinformatics

pi pel i ne that includes phenotype-based scores. Hunan genone build 19 (Hg 19) is used
for data anal ysis.

LI M TATI ONS OF ANALYSIS: Del etions/duplications/insertions of any size nmay not be
detected by nassively parallel sequencing. D agnostic errors can occur due to rare
sequence variations. In some cases, variants nmay not be identified due to technica
limtations in the presence of pseudogenes, repetitive, or honol ogous regions. This
assay is not designed to detect |lowlevel somatic variants associated with di sease.
Interpretation of this test result may be inpacted if this individual has had an

al l ogeneic stemcell transplantation. Mde of inheritance, reduced penetrance, and
genetic heterogeneity could reduce the clinical sensitivity.
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LI M TATI ONS OF REPORTI NG Only known pat hogenic variants identified in genes on the

ACMG-reconmended panel are reported. Variants of unknown significance will not be
reported. Single pathogenic variants in autosomal recessive genes will not be
reported.

This test was devel oped and its performance characteristics determ ned by ARUP
Laboratories. It has not been cleared or approved by the U S. Food and Drug
Admi nistration. This test was performed in a CLIA-certified |aboratory and is

i ntended for clinical purposes.

Counsel ing and inforned consent are recomended for genetic testing. Consent forns
are avail abl e onli ne.
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