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Test | nfornmation
il: DNA Extract and Hol d
| NTERPRETI! VE | NFORVATI ON: DNA Extract and Hol d

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 ni stration. This test was performed in a CLIA-certified | aboratory and is
i ntended for clinical purposes.
i2: Al zheiner's Interp
BACKGROUND | NFORNMATI ON: Ear |l y- Onset Al zhei mer' s Panel
Sequenci ng
CHARACTERI STICS: Al zheiner's di sease (AD) is characterized by progressive nmenory
|l oss leading to denentia. Up to 25 percent of AD may be hereditary. Less than 2
percent is the early-onset famlial formdefined as a diagnosis of AD before age 65,
whil e 15-25 percent is a late-onset famlial form Although synptons of famli al
early-onset AD are simlar to | ate-onset (sporadic AD), there is a greatly increased
chance of identifying a genetic etiology with early-onset AD. D agnosis of AD
requi res autopsy or a nol ecul ar genetic confirmation
EPI DEM OLOGY: Nearly 6 mllion individuals in the U S. are affected with AD,
approxi mately 200, 000 are <65 yrs.
CAUSE: Pat hogenic germine APP, PSEN1 and PSEN2 gene variants are causative of
ear |l y-onset AD.
| NHERI TANCE: Aut osonmal dom nant.
PENETRANCE: PSEN2 has reduced penetrance.
CLI NI CAL SENSI TIVITY: 60-80 percent for famlial early-onset AD
GENES TESTED: APP*, PSEN1, PSEN2
*One or nore exons are not covered by sequencing for the indicated gene; see
limtations section bel ow
METHODOLOGY: Capture of all coding exons and exon-intron junctions of the targeted
genes, followed by massively parallel sequencing. Sanger sequencing was performed as
necessary to fill in regions of |ow coverage and 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 sequencing is
approxi mately 99 percent for single nucleotide variants (SNVs) and greater than 93
percent for insertions/duplications/deletions from1-10 base pairs in size. Variants
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i2: Al zheiner's Interp
greater than 10 base pairs may be detected, but the analytical sensitivity may be
reduced.

LI M TATIONS: A negative result does not exclude a heritable formof early onset AD
This test only detects variants within the coding regions and intron-exon boundaries
of the targeted genes. Regulatory region variants and deep intronic variants wll
not be identified. Deletions/duplications/insertions of any size nmay not be detected
by massive parall el sequencing. Diagnostic errors can occur due to rare sequence

variations. In sone cases, variants may not be identified due to technica
limtations in the presence of pseudogenes, repetitive, or honol ogous regions. This
assay may not detect |owlevel npbsaic or somatic variants associated with disease.
Interpretation of this test result may be inpacted if this patient has had an

al l ogeneic stemcell transplantation. Non-coding transcripts were not anal yzed.

The followi ng region is not sequenced due to technical linmtations of the assay:
APP (NM_001136016.3) exon 1

This test was devel oped and its performance characteristics determ ned by ARUP
Laboratories. It has not been cleared or approved by the US 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 online.
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