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Section 79-1 of New York State Civil Rights Law requires inforned consent be obtained frompatients (or
their legal guardians) prior to pursuing genetic testing. These forns nust be kept on file by the
ordering physician. Consent forns for genetic testing are avail able at ww. arupl ab. com | nci dental
findings are not reported unless clinically significant but are avail abl e upon request.

| NDI CATI ON FOR TESTI NG
Confirm Di agnosi s

RESULT
One pat hogeni ¢ variant was detected in the TSCl gene.

PATHOGENI C VARI ANT

Gene: TSCl (NM_ 000368. 4)

Nucl ei ¢ Aci d Change: c.2818CT
Amino Acid Alteration: p.d n940Ter
I nheritance: Autosonal Doni nant

| NTERPRETATI ON

One pat hogeni c variant, c.2818CT, p.d n940Ter, was detected in the TSCl gene by massively parallel
sequenci ng and confirned by Sanger sequencing. Pathogenic TSCL variants are inherited in an autosomnal
domi nant manner, and are associated with tuberous sclerosis conplex (TSC). The offspring of this

i ndi vidual have a 50 percent chance of inheriting the pathogenic variant.

No additional pathogenic variants were identified in the targeted genes by nassively parallel sequencing
or deletion/duplication analysis. Please refer to the background information included in this report for
a list of the genes analyzed and limtations of this test.

Evi dence for variant classification: The TSCl c.2818C>T; p.d n940Ter variant, to our know edge, has not
been reported in the nmedical literature or in gene-specific databases. This variant is also absent from
general popul ation databases (1000 Genomes Project, Exone Variant Server, and Genone Aggregation

Dat abase), indicating it is not a common pol ynorphism This variant induces an early term nation codon in
the Cterminal putative coiled-coil domain and is predicted to result in a truncated protein or mRNA
subj ect to nonsense-nedi ated decay. Variants that introduce premature termination codons are responsible
for the majority of TSCl-associ ated tuberous sclerosis (Curatolo, 2015). Based on the above information,
this variant is considered pathogenic.

RECOMVENDATI ONS

Genetic consultation is indicated, including a discussion of nedical screening and managenent. At-risk
famly nenbers should be offered testing for the identified pathogenic variant (Famlial Mitation,

Tar get ed Sequencing, ARUP test code 2001961).

COWMENTS
Li kel y benign and benign variants are not included in this report.
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Tuberous Sclerosis Interp
BACKGROUND | NFORMATI ON: Tuber ous Scl erosi s Conpl ex Panel
Sequenci ng and Del eti on/Duplication
CHARACTERI STI CS: Tuberous sclerosis conplex (TSC) is a multisystem genetic disorder
causi ng numerous benign tunors, as well as intellectual and devel opnent al
di sabilities. Tunors can occur in the skin, brain, kidneys, and other organs, and
can lead to significant health conplications and nay be |ife threatening.
PREVALENCE: 1 in 6,000 individuals
CAUSE: Pat hogenic germine variants in TSClL and TSC2
| NHERI TANCE: Aut osonal doni nant; approxi mately 66 percent are de novo
PENETRANCE: Conpl ete penetrance with variable expressivity
CLI Nl CAL SENSI TIVITY: 95 percent
GENES TESTED: TSC1, TSC2
METHODOLOGY: Targeted capture of all coding exons and exon-intron junctions of the
targeted genes, followed by nassively parallel sequencing. Sanger sequenci ng was
perfornmed as necessary to fill in regions of | ow coverage and confirmreported
variants. A customtiled conparative genomic hybridization array (aCGH was used to
detect large deletions or duplications in the targeted genes. Hunman genone build 19
(Hg 19) was used for data anal ysis.
ANALYTI CAL SENSI TI VI TY/ SPECI FI CI TY: The anal ytical sensitivity of this test is
approxi nately 99 percent for single nucleotide variants (SNVs) and greater than 93
percent for insertions / duplications / deletions from 1-10 base pairs in size.
Variants greater than 10 base pairs may be detected, but the analytical sensitivity
may be reduced.
LI M TATI ONS: A negative result does not exclude a diagnosis of TSC. This test only
detects variants within the coding regions and i ntron-exon boundaries of the
targeted genes. Regul atory region variants and deep intronic variants will not be
identified and breakpoints of large deletions / duplications will not be determ ned.
Singl e exon del etions / duplications or deletions / duplications |less than 1 kb nay
not be detected. Deletions / duplications / insertions of any size may not be
detected by nassive parallel sequencing. Diagnostic errors can occur due to rare
sequence variations. In some cases, variants nmay not be identified due to technica
limtations in the presence of pseudogenes, repetitive, or honol ogous regions. This
assay may not detect |owlevel npsaic or somatic variants associated with disease.
Interpretation of this test result may be inpacted if this patient has had an
al l ogeneic stemcell transplantation. Non-coding transcripts were not anal yzed.
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Singl e exon deletions / duplications will not be called for the foll owi ng exons:
TSC2 (NM_000548) 17, 29,41

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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