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BACKGROUND | NFORMATI ON: Hereditary Prostate Cancer Panel
Sequenci ng and Del etion/Duplication
CHARACTERI STI CS: Pat hogenic germine variants in nultiple genes have been inplicated
in hereditary prostate cancer. Hereditary cancer syndrones are often characterized
by early age of cancer onset (typically before 50 years of age) and nultiple,
mul tifocal, and/or simlar cancers in a single individual or in a closely rel ated
fam |y menber(s).

EPI DEM OLOGY: Approxi mately 10% of prostate cancers are associated with a hereditary
cause.

CAUSE: Pat hogenic germine variants in genes associated with hereditary prostate
cancer

| NHERI TANCE: Aut osonal dominant. Additionally, some genes are also associated with
aut osomal recessive chil dhood cancer predisposition or other syndrones.

GENES TESTED: ATM BRCAl*; BRCA2; CHEK2*; EPCAM *; HOXB13; MHl, MSH2; MSH6; NBN
PALB2; PMs2; RAD51D;, TP53

* One or nore exons are not covered by sequenci ng and/or del etion/duplication

anal ysis for the indicated gene; see linitations section bel ow

**Del eti on/duplication analysis of EPCAM (NM 002354) exon 9 only, sequencing is not
avai l abl e for this gene.

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. A proprietary
bi oi nformatic al gorithmwas used to detect |arge (single exon-level or |arger)
del etions or duplications in the indicated genes. Large del etions/duplications
confirmed using an orthogonal exon-level mcroarray. Human genone build 19 (Hg 19)
was used for data analysis. Testing of selected exons (and exon/intron boundari es)
of PMS2 and MSH2 was perforned by bidirectional Sanger sequencing.
Del etion/duplication testing of PM52 was perforned by multiplex Iigation-dependent
probe anplification (MPA).
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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. Deletions of 2 exons or larger are detected with sensitivity greater than
97 percent; single exon deletions are detected with 62 percent sensitivity.
Duplications of 3 exons or larger are detected at greater than 83 percent
sensitivity. Specificity is greater than 99.9 percent for all variant classes. The
anal ytical sensitivity for MLPA is greater than 99 percent.

LI M TATIONS: A negative result does not exclude a heritable formof cancer. This
test only detects variants within the coding regions and intron-exon boundaries of
the targeted genes. Deletions/duplications/insertions of any size nay not be
detected by nassively parallel sequencing. Regulatory region variants and deep
intronic variants will not be identified. Precise breakpoints for |arge deletions or
duplications are not deternmined in this assay and single exon
del eti ons/ duplications may not be detected based on the breakpoints of the
rearrangenment. The actual breakpoints for the deletion or duplication nay extend
beyond or be within the exon(s) reported. This test is not intended to detect
duplications of two or fewer exons in size, though these may be identified. Single
exon deletions are reported but called at a | ower sensitivity. Diagnostic errors can
occur due to rare sequence variations. In sone cases, variants nmay 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 |owl evel
nosai ¢ or sommtic variants, gene conversion events, conplex inversions,
transl ocations, mtochondrial DNA (ntDNA) variants, or repeat expansions.
Interpretation of this test result may be inpacted if this patient has had an
al l ogeneic stemcell transplantation. Noncoding transcripts were not anal yzed.

The foll owi ng regions are not sequenced due to technical linmtations of the assay:
BRCA1 (NM 007300) exon 13

CHEK2 (NM_001005735) exon 3

CHEK2 (NM_001349956) exon 4

Del etions/duplications will not be called for the follow ng exons:

BRCA1 (NM_ 007294, NM 007299, NM 007300) 2; BRCA1 (NM_007298) 1; CHEK2 (NM_007194)
11-15; CHEK2 (NM_001005735) 3,12-16; CHEK2 (NM_001257387) 12-16; CHEK2
(NM_001349956) 4, 10-14; CHEK2 (NM 145862) 10-14

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

*=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:  22-201-900088
ARUP Laboratories Report Request ID: 16422898
500 Chipeta Way, Salt Lake City, UT 84108 Printed: 20-Sep-22 12:38

Laboratory Director: Jonathan R. Genzen, MD, PhD Page 3 of 3



	  

