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INTERPRETATION: FEMALE WITH SMITH-MAGENIS SYNDROME

arr[hgl9] 17pill.2(16, 772, 264- 20, 413, 433) x1

The whol e genonme SNP microarray (Reveal) analysis has identified
a female with an interstitial deletion of the chronpbsone segnent |isted
above. The del eted region includes numerous OM M genes [start: TNFRSF13B
to end: SPECC1], including RAIl, the gene responsible for features
of Smith-Magenis syndrone. Smith-Magenis syndronme is characterized
by distinctive physical features, devel opnental delay, cognitive
i mpai rment, and behavi oral abnornalities (see reference bel ow).

Parental FISH foll ow up analysis is recommended to confirma de
novo origin and rule out a balanced rearrangenent with high recurrence
risk.

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

The foll owup parental blood (green top sodi um heparin) should be
submitted under test code 511770 (FISH). Charges will apply. Please
reference the proband name, date of birth, and speci men nunber when
subm tting parental or famlial sanmples. Billing policy details are
avail abl e for view on www. | abcorp. com

Mat ernal cell contanination studies will be reported under
separate cover, if ordered.

Ref er ence:

Smth ACM Boyd KE, Elsea SH, et al. Smith-Mgenis Syndrone. 2001
Cct 22 [Updated 2012 Jun 28]. In: Pagon RA, Adam MP, Bird TD, et
al., editors. GeneReviews™[Internet]. Seattle (WA): University
of Washi ngton, Seattle; 1993-2013. Available from http://

www. ncbi . nl m ni h. gov/ books/ NBK1310/

Met hodol ogy
SNP nicroarray anal ysis was performed using the Affynetrix Cytoscan HD pl atform whi ch uses over

743,000 SNP probes and 1, 953,000 NPCN probes with a nedian spacing of 0.88 kb. 250ng of total genonic
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DNA was digested with Nspl and then ligated to Nspl adaptors, respectively, and anplified using
Titanium Tag with a GeneAnp PCR System 9700. PCR products were purified using AMPure beads and
quantified using NanoDrop 8000. Purified DNA was fragmented and biotin | abel ed and hybridized to the
Affymetrix Cytoscan HD GeneChip. Data was anal yzed using Chronpsone Analysis Suite. The analysis is
based on the GRCh37/hgl9 assenbly.

Positive evaluation criteria include:
* Copy nunbers gains >2M and | osses >1M, including at | east one OM M gene are reported in this
anal ysi s.
* Gains/losses of >50 Kb within clinically significant genes or regions. On request, candi date genes
can be analyzed at a much | ower threshold, depending on the gene specific narker density.
* UPD testing is recomended for patient results denonstrating a | ong contiguous region of
hormozygosity (ROH) in a single chronbsome of >20 Mo interstitially or >10 Mo telonerically (15 and 8
Mo, respectively, for inprinted chronpsones).
* Contiguous honpzygosity of >8 Mo within nultiple chronbsones suggests conmon descent. These regions
of potential recessive allele risk are designated.
* A high level of allele honpbzygosity due to numerous short ROH (associated with a geographically or
socially limted gene pool) is reported at the 99th percentile.
* Triploid DNA that nornalizes to 2 copies in standard CGH array analysis, is detectable in this
allele specific microarray by 2:1 allele dosage rati os generated wi thin each chronpsone.

Truly bal anced chronobsone alterations will not be detected by this analysis, although cryptic
i mbal ance associated with sone translocations are readily detected due to the dense whol e genone
probe coverage. The threshold for nosaicismis variable, depending on the size of segment. Enpiric
studi es have detected whol e chronpsone 22 nosaicism bel ow 10.0% CNVs cited in the Database of
Genomi ¢ Variants are not reported.

This test was devel oped and its performance characteristics deternined by LabCorp. It has not been cleared or approved by the Food and Drug

admi ni stration.
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(Updated Report)

This report amends previous report dated 05/24/2019

Cells Counted: 50 CelsAnayzed: 50

FISH RESULT: NORMAL FEMALE BY FISH
INTERPRETATION:

nuc i sh Xcen(DXZ1x2), Ycen(DYzZ3x0), 13q14( RB1x2),
18cen(D182Z1x2), 21g22. 12( RCAN1x2)

Fl uorescence in situ hybridization (FISH) of uncultured ami ocytes
has reveal ed two hybridization signals for chronmosones 13, 18, 21,
and X in 50 interphase cells analyzed. No cells with a Y hybridization
signal were observed. This is consistent with a normal fenale disomc
for chronmobsones 13, 18, and 21.

Results should be interpreted within the context of a full
cytogenetic analysis, famly history and ultrasound findi ngs.

Threshol d:
Fewer than 10% of interphase cells with three signals is considered background while greater than
60%is consistent with full trisony.

This test was devel oped and its performance characteristics determ ned by Laboratory Corporation

of America Hol dings (LabCorp). It has not been cleared or approved by the U S. Food and Drug
Adnmi ni stration. The DNA probe vendor for this study was Kreatech (Leica Bi oSystens).
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