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BACKGROUND | NFORVATI ON: Al port Syndrome Panel, Sequencing
and Del etion/Duplication

CHARACTERI STICS: Al port syndrone (AS) is characterized by a triad of rena

i nsuf ficiency, sensorineural hearing | oss (SNHL), and ocul ar findings. The disease

spectrumranges froma slowy progressive disorder with renal insufficiency and SNHL
late inlife to SNHL in the first decade of |ife and end-stage renal disease (ESRD)
by age 20. Al individuals with MYHO-rel ated di sease have enl arged platelets and

t hronbocyt openi a; some will al so have adult-onset renal disease and SNHL, but

cataracts are unconmon.

PREVALENCE of AS: 1 in 50,000 births.

CAUSE: Pat hogenic germine variants in COL4A3, COL4A4, and COL4A5 are causative for
AS.

| NHERI TANCE: X-1inked for COL4A5, autosonal dom nant and autosomal recessive for
COL4A3 and COL4A4, and aut osomal dom nant for MYH9.

PENETRANCE: Conplete for males with pathogenic COL4A5 variants and individuals with
aut osonal recessive COL4A3 and COL4A4 variants. May be inconplete for autosonm
dom nant COL4A3 and COL4A4 variants. Conplete for MYH9-rel ated di sease.

CLI NI CAL SENSI TIVITY: Approximately 97 to 100 percent for AS; approximately 98
percent for MYHO9-rel ated di sease.

GENES TESTED: COL4A3**, COL4A4**, COL4A5, MYH9**
**Del eti on/duplication detection is not performed for these genes.

METHODOLOGY: Capture of all coding exons and exon-intron junctions of the targeted
genes, followed by massively parallel sequencing. Sanger sequencing perfornmed as
necessary to fill in regions of |ow coverage and confirmreported variants.

Mul tiplex ligation-dependent probe anplification (M.PA) of the COL4A5 gene.

ANALYTI CAL SENSI TI VI TY/ SPECI FI CI TY: The anal ytical sensitivity of this test 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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greater than 10 base pairs may be detected by nassively parallel sequencing, but
the anal ytical sensitivity nay be reduced. The anal ytical sensitivity for detection
of del etions/duplications by MLPA for this test is 99 percent.

LI M TATI ONS: A negative result does not exclude a diagnosis of AS or MYH9-rel at ed
di sease. This test only detects variants within the coding regions and intron-exon
boundari es of the targeted genes. Regulatory region variants and deep intronic

variants will not be identified and breakpoints of |arge deletions/duplications wll
not be determ ned. Large deletions/duplications are not tested for COL4A3, COL4A4,
and MYH9. Single exon deletions/duplications will not be called for the follow ng

exons: COL4A5 (NM 000495) 8, 25, 40, 42, 43. Deletions/duplications/insertions of
any size may not be detected by massively parallel sequencing. Diagnostic errors can

occur due to rare sequence variations. In sone cases, variants nmay not be
identified due to technical limtations in the presence of pseudogenes, repetitive,
or honol ogous regions. This assay nmay not detect |owlevel nbsaic or somatic
variants associated with disease. Interpretation of this test result nmay be inpacted

if this patient has had an all ogeneic stemcell transplantation. Noncodi ng
transcripts were not anal yzed.
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