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TEST PERFORMED

Genone reanal ysis was performed using the original rapid whol e genome sequencing data fromreport date
05/ 15/ 2022, the current bioinformatics pipeline, updated popul ation frequency data, and any new
informati on provi ded about the patient's clinical findings. The overall result has changed from negative
to positive based on a causative variant identified in the SMARCBL gene.

RESULT
Prinmary findings: Positive; one pathogenic variant was identified in the SMARCBL gene
Secondary findings: Negative

KEY CLI NI CAL FI NDI NGS
Failure to thrive, devel opnental regression, polyhydramios, dysnorphic features that include cleft
pal ate, posteriorly rotated |left ear, broad nasal root, and abnormal frontal hairline.

HPO t erns used:
HP: 0002376 (Devel opnental regression), HP: 0007360 (cerebellar hem spheric hypogenesis), HP:0000121
(nephrocal ci nosi s), HP: 0001508 (failure to thrive), and HP: 0001561 (pol yhydrami os).

| NTERPRETATI ON
One de novo pathogenic variant was identified in the SMARCBL gene. Pathogenic SMARCB1 variants are
associ ated with autosomal dom nant Coffin-Siris syndrome 3.

DE NOVO PATHOGENI C VARI ANT

Gene: SMARCB1 (NM_003073.4)

OM M di sease: Coffin-Siris syndrome 3 (MM 614608)
I nheritance pattern: Autosonal dom nant

Variant: c.1121GA; p. Arg374d n - heterozygous

Chr 22( GRCh37) : g. 24176330

Frequency: Not in gnomAD

Pat hogeni ¢ gernmline variants in SMARCBL have been associated with Coffin-Siris syndrone 3 (MM 614608)
and may confer susceptibility to schwannomatosis-1 (MM 162091) and rhabdoi d tunor predisposition
syndrome 1 (MM 609322). The SMARCB1 c. 1121GA; p. Arg374d@ n variant has been reported in the nedical
literature in two individuals who were diagnosed with Coffin-Siris syndrome. It was confirnmed to be de
novo in one of these individuals whose features included intellectual disability, coarse facies, |ow
frontal hairline, scoliosis, cryptorchidism and congenital heart defects (Weczorek, 2015). The

i nheritance was not deternmined for the other individual who presented early in life with noderate
intellectual disability, hypotonia, mld mcrocephaly, coarse facies, wide nouth with full Iips,

hypopl asia of the digits, and general hirsutismand who devel oped schwannomatosi s i n adul thood (CGossai,
2015). This variant is reported as pathogenic in CinVar (Variation |ID: 372511). Based on the avail able
evidence, the c.1121GA; p. Arg374d@ n variant is classified as pathogenic.

No secondary pathogenic variants were detected in the v3.1 list of genes that the American Col | ege of
Medi cal Genetics and Genonics (ACM35 recommends reporting in all individuals undergoi ng genone sequenci ng
(Mller, 2022). Alist of ACMG genes is included in the additional technical information. These genes
are evaluated only to the extent that standard genone sequencing allows. Single pathogenic variants in
aut osomal recessive ACMG genes are not reported.
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RECOMMVENDATI ONS

Genetic consultation is indicated, including a discussion of nmedical screening and managenent. Although

the identified SMARCBL variant is presuned to be de novo and recurrence risk is thought to be Iow, the
patient's parents should be offered the option of prenatal diagnosis for the identified variant in future
pregnanci es (Familial Targeted Sequencing, Fetal, ARUP test 3005869).

NOTES

Intergenic variants, deep intronic variants not predicted to alter splicing, |arge

del eti ons/duplications, and chronpsonmal rearrangenments are not anal yzed by this method; therefore,

addi tional variants in the reported genes have not been excluded. Refer to background for details of
limtations. Unless otherw se specified, confirmation by Sanger sequencing was not perfornmed for variants
with acceptable quality netrics.
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BACKGROUND | NFORMATI ON: Whol e Genone Reanal ysis (Originally

Tested at ARUP - No Speci nen

Requi r ed)
CHARACTERI STI CS: Genone reanal ysis may be performed when a previ ous genone anal ysi s
fails to deternine the etiology for a suspected genetic condition. Rapid progress in
t he understandi ng of gene-disease relationships, in addition to inprovenents in
variant-calling pipelines, underscores the utility of performng a
bi oi nformatic-restricted reanal ysis.

CLI NI CAL SENSI TIVITY: Varies based on clinical synptonms, fanmily history, inheritance
pattern, and previous clinical evaluations

METHODOLOGY: A FastQ file of massively parallel sequencing (MPS) data fromthe
original genone test was processed through our current variant calling and
annotation pipeline. If the original sanple(s) was avail able, Sanger sequenci ng was
perfornmed as necessary to confirmreported variants. Human genonme build 19 (Hgl9)
was used for data anal ysis.

LI M TATI ONS OF ANALYSIS: A negative result does not exclude a genetic diagnosis. The
human genone cannot be conpletely anal yzed as sone genes have not been identified

whil e others, due to technical limtations, cannot be sequenced or interpreted.

Variants in intergenic or deep intronic regions will only be evaluated if an effect
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on gene expression is predicted via annotation software. Regulatory region variants
and deep intronic variants will not be identified. Mtochondrial DNA is not

anal yzed. Chronpsomal phase of identified variants may not be determ ned.

Del etions/duplications/insertions of any size may not be detected by MPS. Diagnostic
errors can occur due to rare sequence variations. Variants nay not be identified
due to technical limtations in the presence of pseudogenes, repetitive, or

honol ogous regions. This assay is not designed to detect |owlevel somatic variants
associ ated with di sease. Pl ease see Additional Technical Information |ocated at
http://1td. arupl ab. conl Test s/ Pub/ 3005939 for nore information.

LI M TATI ONS FOR REPORTI NG AND | NTERPRETATION: Only variants in genes suspected to be
causative of the patient's synptons are reported, with the excepti on of secondary
pat hogenic findings, if elected. Incorrect reporting of biological relationships
anmong famly nenbers nmay affect result interpretation. Mdde of inheritance, reduced
penetrance, and genetic heterogeneity could reduce clinical sensitivity.
Interpretation of this test result may be inpacted if this patient has had an

al l ogeneic stemcell transplantation

This test was devel oped and its performance characteristics determ ned by ARUP
Laboratories. It has not been cleared or approved by the U S. Food and Drug
Admi nistration. This test was performed in a CLIA-certified | aboratory and is

i ntended for clinical purposes.

Counsel ing and i nforned consent are recomended for genetic testing. Consent forns
are avail abl e online.
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