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Result Footnote
f1: Mat ernal Cont anmi nation Study Fetal Spec

Single fetal genotype present; no maternal cells present. Fetal and maternal sanples were tested using
STR markers to rule out nmaternal cell contam nation.
f2: AS-PWS Fetal Interpretation

Met hyl ation Pattern: Abnornal naternal nethylation pattern
Copy Nunber Anal ysis: Deletion detected

According to infornmation provided to ARUP, prenatal cell-free DNA (cfDNA) screening perforned on this
pregnancy identified increased risk for Angel man syndrone (AS). Only the paternally contributed AS/
Prader-WIlli Syndrone (PWS) critical region is present in this fetal sanple. Copy nunber analysis of this
region detected a deletion. This result is consistent with a diagnosis of ASin this fetus due to a
deletion in AS/PWS critical region.

Recommendati ons: Genetic consultation is indicated.

Pl ease send any postnatal outcones concerning this prenatal result to ARUP Genetic Counseling fax:
801-584-5236.

This result has been reviewed and approved by

Test Information
il: AS-PWS Fetal Interpretation

BACKGROUND | NFORVATI ON: - Angel man Syndrone and Prader-W I I i
Syndrome by Methyl ati on-Specific MPA, Feta

Characteristics of Angel man Syndrome (AS): Devel oprmental del ays by 6-12 nont hs of
age, seizures, nicrocephaly, novenent or bal ance disorder, nminimal or absent speech
and a distinctive behavioral phenotype, which includes a happy demeanor wth
frequent |aughter, hand flapping, and excitability.

Characteristics of Prader-WIIli Syndrome (PW5): Neonatal hypotonia, hyperphagia
obesity, global devel opnental delay, mild intellectual disability, hypogonadism and
a distinctive behavioral phenotype, which includes tenper tantrums, stubbornness,

mani pul ati ve behavi or, and obsessi ve-conpul si ve behavi or
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Test I nformation
i1 AS-PWS Fetal Interpretation
Preval ence: 1 in 15,000 for AS; 1 in 15,000 for PWB.

I nheritance: Varies, depending on the nol ecul ar genetic nmechani sm

Cause: AS: Absence of maternal expression of the UBE3A gene.
PW5: Absence of the paternally contributed PWS/AS critical region of chronpbsone
15q11. 2-q13.

Mol ecul ar Genetic Mechanisns: AS. Mcrodeletions in the AS/PWS critical region (68
percent), UBE3A nmutations (11 percent), paternal uniparental disony of chronosone 15
(7 percent), inprinting center defects (3 percent), unbal anced chronobsone

translocation (less than 1 percent), and unknown (10 percent).

PW5: M crodel etions in the PWs/AS critical region (70-75 percent), materna

uni parental disonmy of chronosonme 15 (25-29 percent), inprinting center defect or

bal anced chronosone transl ocation (less than 1 percent).

Clinical Sensitivity: PWs. Over 99 percent. AS: 80 percent.
Met hodol ogy: Methyl ation-specific nultiplex |igation probe 15g1l1.2-ql3.
Anal ytical Sensitivity and Specificity: 99 percent for AS and PW5.

Limtations: Prenatal specinmens with maternal cell contam nation nmay give

fal se-negative results. Di sease nechani sns causing AS that do not alter nethylation
patterns will not be detected. Diagnostic errors can occur due to rare sequence
variations. This assay is not validated to detect increased copy nunber of
15q11. 2-q13 nor determ ne parent of origin for duplications. This assay cannot
di stingui sh between UPD or an inprinting defect for PW or AS.

AS and PW5 nosaicismw ||l not be assessed by this assay.

Interpretation of this test result may be inpacted if this patient has had an
al l ogeneic stemcell transplantation

Met hyl ati on patterns may not be fully established in early gestation; thus,

di agnostic testing on chorionic villus sanples is not recomended.

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