ARUP LABORATORIES | aruplab.com PATIENT REPORT
500 Chipeta Way, Salt Lake City, Utah 84108-1221

phone: 801-583-2787, toll free: 800-522-2787

. . . Patient Age/Sex: 32years Female
Jonathan R. Genzen, MD, PhD, Chief Medical Officer

Speci nmen Col | ected: 14-Aug-25 12:53

Angel man and Prader-WI1i Synd by | Recei ved: 14-Aug-25 12:53 Report/ Verified: 14-Aug-25 15:01
M_PA

Procedure Resul t Units Ref erence | nterval
AS- PW& Speci nen Wol e Bl ood

AS-PWS Interpretation PW5s Del etion* ftit

Result Footnote
f1: AS-PWS Interpretation

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

Only the maternally contributed Angel man Syndronme (AS)/ Prader-WIli Syndrone (PWS) critical region is
present in this sanple. Copy nunber analysis of this region detected a deletion. This result is
consistent with a diagnosis of PW5 due to a deletion in AS/PWs critical region.

Recommendat i ons: Cenetic consultation is indicated, including a discussion of nedical screening and
managenent .

This result has been reviewed and approved by
Test Information
il: AS-PWS Interpretation
BACKGROUND | NFORVATI ON: - Angl eman Syndrone and Prader-W I I i
Syndrone by Methyl ati on-Specific
M_PA

Characteristics of Angel man Syndrome (AS): Devel oprnental del ays by 6-12 nont hs of
age, seizures, nicrocephaly, novenent or bal ance di sorder, ninimal 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 sive behavi or

Preval ence: 1 in 15,000 for AS; 1 in 15,000 for PW5
I nheritance: Varies, depending on the nol ecul ar genetic mechani sm

Cause: AS: Absence of naternal expression of the UBE3A gene. PW5: Absence of the
paternal Iy contributed PWs/AS critical region of chrompbsome 15qgi1l. 2-ql3.

Mol ecul ar Genetic Mechani sns: AS. Mcrodel etions in the AS/PWs critical region (68
percent), UBE3A nutations (11 percent), paternal uniparental disomy of chronpsone 15
(7 percent), inprinting center defects (3 percent), unbal anced chronpsone
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i1 AS-PWS I nterpretation

translocation (less than 1 percent), and unknown (10 percent). PWS: M crodel etions
in the PWS/AS critical region (70-75 percent), naternal uniparental disony of
chronosone 15 (25-29 percent), inmprinting center defect or bal anced chronbsone
translocation (less than 1 percent).

Cinical Sensitivity: PWs. Over 99 percent. AS: 80 percent.
Met hodol ogy: Methyl ation-specific nultiplex |igation probe anplification (M.PA) of
the AS/PWs critical region of chrombsone 15q11l. 2-qgl3

Anal ytical Sensitivity and Specificity: 99 percent for AS and PW5.

Limtations: Disease nechani sns causing AS that do not alter nethylation patterns
wi Il not be detected. Diagnostic errors can occur due to rare sequence vari ations.
This assay is not validated to detect increased copy nunber of 15qll.2-ql3 nor
determ ne parent of origin for duplications. This assay cannot distinguish between
UPD or an inprinting defect for PWs or AS. AS and PW5 nposaicismwi |l not be assessed

by this assay. Interpretation of this test result may be inpacted if this patient
has had an all ogeneic stemcell transplantation. Mthylation patterns nay not be
fully established in early gestation; thus, diagnostic testing on chorionic villus
sanpl es i s 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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