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INTERPRETATION: FEMALE WITH UNIPARENTAL ISODISOMY 14

arr(14)x2 hne

The whol e genonme SNP microarray (Reveal) analysis was normal fenale
in respect to the copy nunber criteria indicated bel ow

There was, however, conplete allele honbzygosity observed in the
chronosone 14 anal ysis which is diagnostic of uniparental isodisony.
There are confirmed inprinted genes on chronosonme 14 which, in cases
of UPD 14, result in either maternal or paternal UPD associ ated
syndr ones.

Mat ernal UPDl14 is characterized by intrauterine growth probl ens,
devel oprment al del ay, short stature, small hands and feet, scoliosis,
hypot oni a, obesity, distinctive facial appearance, and precocious
puberty (see references).

Pat ernal UPD14 is characterized by pol yhydrammi os, characteristic
facial anonalies, severe neurologic involvenent, growth problens, and
skel etal anomalies (including small thorax, abnormal ribs, and short
linmbs; see references).

There are additional risks for recessive allele pairing in the
honol ogues and possi bl e residual effects of an early devel opnent al
presence of aneusony for chronosone 14 during the usual rescue
etiology to UPD. There was no evidence of |owlevel dosage npsaicism
for chronosone 14 in this anal ysis.

No ot her DNA copy nunber changes or copy neutral ROH were
detected within the present reporting criteria. Genetic counseling is
recomended.

To determ ne parent of origin, UPD testing is avail able. Charges
will apply and foll owup parental bl oods (lavender top tube) should
be submitted if that testing is desired. Please reference the
proband nanme, date of birth, and speci men nunber when submtting
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Maternal cell contami nation studies will be reported under separate
cover, if ordered.
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Met hodol ogy:

SNP microarray analysis was perforned using the Cytoscan ® HD Accel platform which uses 2,029, 441
nonpol ynor phi ¢ copy nunber probes and 743,130 SNP probes for LOH ACH analysis and rel ati onship
assessnment. The array has an average intrageni c spacing of 0.818 kb and average intergeni c spacing of
1.51 kb. Total genom c DNA was extracted fromthe sanple type provided, digested with Xcel, and then
ligated to Xcel adaptors. PCR products were purified and quantified. Purified DNA was fragnented,
biotin labeled, and hybridized to the Cytoscan ® HD Accel Gene Chip. Data were anal yzed using
Chronpsonme Analysis Suite. The analysis is based on the GRCh37/hgl9 assenbly. This test was devel oped
and its performance characteristics determ ned by LabCorp. It has not been cleared or approved by the
Food and Drug admi ni stration.

Positive evaluation criteria include:

* DNA copy nunber loss of >1 Mo or gain >2 M outside known clinically significant regions with at

| east one OM M gene.

* DNA copy gain/loss within or including a known clinically significant gene of 25 kb or greater.

* UPD testing is recoomended for patient results denobnstrating a | ong contiguous region of
honmozygosity in a single chronpsone of >20 My interstitially or >10 M telonerically (15 and 8 M,
respectively, for inprinted chronosones).

* Contiguous honpzygosity of >8 My within nultiple chronbsones suggests conmon descent. These regions
of potential recessive allele risk are designated.

* A high level of allele honbzygosity due to nunerous contiguous short runs (associated with a
geographically or socially linmted gene pool) is reported at the 99th percentile.

* Triploid DNA nornmalizes to 2 copies in array analysis, but is detectable in this allele specific
SNP microarray by the characteristic 2:1 allele ratios and pattern generated within each autosomne.

SNP chronpsonmal m croarray cannot detect:

* Truly bal anced chronpsone al terations

* Sequence variants

* Small insertions and del etions (indels)

* Changes in regions not represented by probes on the array

* Tetrapl oi dy

* Low | evel npsaicism

* \Wol e chronpbsome uni parental heterodi sony without parental specinens
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* | nbal ances in the mitochondrial genone

Si ngl e gene partial or intragenic copy nunber variants (CNVs) detected by an i ndependent technol ogy
such as next generation sequencing (NGS) nay not be detectable by microarray. The ability to detect
the CNV is dependent on size and probe coverage. The threshold for npsaicismis variable, depending
on the size of the segnent and array quality. Enpiric studies have detected npsaicismfor trisony of
a whol e autosone bel ow 10.0% CNVs that are known to be common in the popul ation may not be reported.

i foatans

GLORIA HASKELL, PHD, FACMG

Anjen Chenn, M.D., Ph.D.
Medical Director

Technical component performed by Laboratory Corporation of America Holdings,

1904 TW Alexander Drive, RTP, NC, 27709-0153 (800) 345-4363
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