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Speci nmen Col | ected: 04- Sep-23 16: 49
Beckwi t h W edenmann/ Russel | - Si | ver | Recei ved: 05- Sep-23 16: 51 Report/ Verified: 05-Sep-23 17:00
Synd
Procedure Resul t Units Ref erence Interva
BW5- RSS Speci nen Wol e Bl ood

Inprinting Center 1 Methylation Hypernethy
Inprinting Center 2 Methylation Hyponethy

*

*

Copy Nunber Anal ysis Nor mal

BWB- RSS I nterpretation See Note ftit
Result Foot note

f1: BWS- RSS | nterpretation

Test |

Positive for Beckw t h-W edenann Syndrone
Inprinting Center 1 Methylation: Hypernethylation
Inprinting Center 2 Methyl ation: Hyponethyl ation
Copy Nunber Anal ysis: Nornal

This sanpl e denonstrates hypernmethylation of inprinting center 1 and hyponethyl ation of inprinting center
2 of the Beckw t h- W edemann syndrone (BWS)/Russell-Silver syndrone (RSS) critical region. Copy nunber
anal ysis of this region was nornmal. This conbination of findings is suggestive of paternal uniparental

di sony of 11p15.5 and consistent with a diagnosis of BW5s. If this individual has a negative famly
history and normal karyotype, then the recurrence risk is predicted to be very | ow

Recomendati ons: CGenetic consul tation, including a discussion of nedical screening and managenent, is

recomrmended.

This result has been reviewed and approved by
nf ormati on

il:

BWS- RSS I nterpretation
BACKGROUND | NFORMATI ON: Beckwi t h- W edmann Syndrone ( BWS) and

Russel | - Si | ver Syndrome (RSS) by

Met hyl ati on- Speci fic MPA
CHARACTERI STI CS: Beckwi t h- W edemann syndronme (BWS) and Russel |l -Silver syndronme (RSS)
is a phenotypically variable overgrowth syndrome associated with an increased risk
for enmbryonal tunor devel opnent, neonatal hypogl ycem a, nacrogl ossia, macrosom a
hemi hyper pl asi a, onphal ocel e, renal abnormalities, and ear creases or pits. RSS is
characterized by pre- and postnatal growth deficiency, proportionate short stature,
devel opnental delay, learning disabilities, Iinmb-length asynmetry and distinctive
faces.
PREVALENCE: BWS occurs 1 in 10, 000-13, 700 newborns; RSS 1 in 100, 000 newborns.
| NHERI TANCE: BWS - 85 percent of cases are sporadic and 15 percent autosona
domi nant; RSS - 60 percent of cases are sporadic, 40 percent unknown, rarely
aut osonal dom nant or recessive.
PENETRANCE: RSS - conplete; BWS - inconplete; individuals with a pathogenic CDKNLC
variant will be asynptomatic if the variant is on the allele normally silenced due
to inprinting.
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| nf or mat i on

il:

BWS- RSS I nterpretation

CAUSE: BW5 - 50 percent by loss of maternal nmethylation at inprinting center (1C)2,

20 percent by paternal uniparental disonmy (UPD) of chronpbsone 11pl5; 5 to 10 percent
by pat hogeni ¢ CDKNLC sequence variants, 5 percent by nmaternal nethylation of ICl, 1
percent by chronpsone rearrangenents or duplications. RSS - 35 to 50 percent by

pat ernal hyponethyl ation of ICl, 10 percent by naternal UPD of chronosone 7.

CLI NI CAL SENSI TIVITY: 75 percent for BW5; 35-50 percent for RSS.

METHODOLOGY: Met hyl ation-specific nultiplex |igation probe anplification (MPA)

ANALYTI CAL SENSI TIVITY AND SPECI FICITY: 99 percent.

LI M TATI ONS: This assay determ nes nmethylation patterns of ICl and IC2 for

chronosone 11pl5. Disease nechani sns causi ng BWs and RSS that do not alter

net hyl ati on patterns, such as sequence variants in CDKNLC, maternal UPD of

chromosome 7 or chronmosomal transl ocations, and

i nversions or duplications, will not be assessed. D agnostic errors can occur due to
rare sequence vari ations.

Counsel ing and inforned consent are recomended for genetic testing. Consent forns
are avail able online at ww. arupl ab. com

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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