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BACKGROUND | NFORMATI ON: Heredi tary Erythrocytosis Panel
Sequenci ng

CHARACTERI STI CS: Hereditary erythrocytosis, also known as fanilial erythrocytosis or
congenital polycythenia, is a group of disorders in which inherited/ germine

pat hogeni ¢ variants cause increased red blood cell (RBC) production, leading to

el evat ed henpgl obin and hematocrit |evels. Synptons may include headaches,

di zzi ness, dyspnea, and epistaxis. Overabundance of RBC nay | ead to henorrhagic or

thronmbotic events, including nyocardial infarction and deep vein thronbosis,

al t hough many individuals with erythrocytosis experience nmld synptons and nay even
be asynptonatic. Hereditary erythrocytosis can be categorized as prinmary, caused by
pat hogeni ¢ variants leading to intrinsic defects in hematopoietic stemcells that

i ncrease RBC production, or secondary caused by pathogenic variants that drive RBC
production by increasing erythropoietin (EPO . Hereditary erythrocytosis is

suspected in individuals for whom acquired erythrocytosis (either primry or

secondary) has been excluded, and in those with early age of onset or a fanily

hi story of erythrocytosis.

EPI DEM OLOGY: Hereditary erythrocytosis is rare but the exact preval ence is unknown.
Up to 70 percent of cases have no identified cause and are classified as idiopathic
eryt hrocyt osi s.

CAUSE: Pat hogenic germine variants in genes associated with erythrocytosis
| NHERI TANCE: Mostly aut osomal dominant with some autosonal recessive disorders

GENES TESTED: BPGM] EG.N1 (PHD2), EPAS1 (H F2), EPOR, HBB, H FlA, JAK2, SH2B3, VHL*
*One or nore exons are not covered by sequencing for the indicated gene; see
limtations section bel ow

METHODOLOGY: Probe hybridi zati on-based capture of all coding exons and exon-intron
junctions of the targeted genes, followed by massively parallel sequencing. Sanger
sequenci ng was performed as necessary to fill in regions of |ow coverage and to
confirmreported variants that do not neet acceptable quality netrics. Human genomne
build 19 (Hg 19) was used for data anal ysis.

*=Abnormal, #=Corrected, C=Critical, f=Result Footnote, H-High, i-Test Information, L-Low, t-Interpretive Text, @=Performing lab

Unless otherwise indicated, testing performed at: ARUP Accession: 22-217-900025
ARUP Laboratories Report Request ID: 16422917
500 Chipeta Way, Salt Lake City, UT 84108 Printed: 20-Sep-22 13:00

Laboratory Director: Jonathan R. Genzen, MD, PhD Page 1 of 2



ARUP LABORATORIES | aruplab.com PATIENT REPORT
500 Chipeta Way, Salt Lake City, Utah 84108-1221

phone: 801-583-2787, toll free: 800-522-2787
Jonathan R. Genzen, MD, PhD, Chief Medical Officer

Test

Patient Age/Sex: Male

| nf or mat i on

il:

ECYT Interp

ANALYTI CAL SENSI TI VI TY/ SPECI FI CI TY: The anal ytical sensitivity is approximtely 99
percent for single nucleotide variants (SNVs) and greater than 93 percent for

i nsertions/duplications/deletions (indels) from1-10 base pairs in size. Indels
greater than 10 base pairs may be detected, but the analytical sensitivity may be
reduced. Specificity is greater than 99.9 percent for all variant classes.

LI M TATI ONS: A negative result does not exclude a diagnosis of erythrocytosis. This
test only detects variants within the codi ng regions and intron-exon boundaries of
the targeted genes. Del etions/duplications/insertions of any size nay not be
detected by nassively parallel sequencing. Regulatory region variants, deep intronic

variants, and |large deletions/duplications will not be identified. Diagnostic
errors can occur due to rare sequence variations. In sone cases, variants may not be
identified due to technical limtations caused by the presence of pseudogenes,

repetitive, or honol ogous regions. This test is not intended to detect |owlevel
nosai ¢ variants, gene conversion events, conplex inversions, translocations,
m tochondrial DNA (ntDNA) nutations, or repeat expansions. This assay is al so not
i ntended to detect somatic variants associated with hematol ogi ¢ malignancy, though
such variants nay be detected incidentally. Though this test is designed to identify
germine variants associated with erythrocytosis, it cannot definitively determ ne
the germine or somatic origin of detected variants when the patient has acquired
erythrocytosis or henatol ogi ¢ malignancy and the assay is perforned on blood or
other tissue that may be contam nated by clonal or nalignant cells. Interpretation
of this test result nay be inpacted if this patient has had an all ogeneic stem cel
transpl antati on. Noncodi ng transcripts were not anal yzed.

SNVs and indels will not be called in the follow ng regi ons due to technica
l[imtations of the assay: VHL (NM 001354723) exon 2

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 i nforned consent are recomended for genetic testing. Consent forns
are avail abl e onli ne.
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