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. . Repor t ed/
Procedure Resul t Units Ref Interval Accession collected Received Verified
Exome Sequencing, Familial Control See Note f 19-255-900135 12- Sep- 19 12- Sep- 19 12- Sep- 19

10: 09: 00 10:09:00 10:11:30

12- Sep-19 10: 09: 00 Exone Sequencing, Familial Control:
RESULT: No secondary pathogenic variants were detected.

| NTERPRETATI ON:  The American Col | ege of Medical Genetics and Genom cs (ACM3 recomrends anal ysis of specific
genes in all individuals undergoi ng exome sequenci ng even though these variants may not be related to the
primary indication for testing. Please see the |ist of genes bel ow for which ACMG recommends reporting di sease-
causi ng variants. Al though no known secondary pathogenic variants were identified in the ACMGrecomended genes
in this individual, this result does not exclude the possibility this individual nmay carry a pathogenic vari ant
in one of these genes, or in another gene that is not included on this |list. Note that single pathogenic
variants in recessive ACMG genes are not reported. The genes on the ACMG recommended list for reporting are
evaluated to the extent that standard exone sequencing will allow, and the clinical significance of the variants
detected are evaluated using evidence fromcurrent literature and variant databases.

RECOMMENDATI ON:  Medi cal managenent should rely on clinical findings and famly history. If there is clinical
suspicion or famly history of a genetic condition associated with one of the ACMGrecomrended genes, additional
targeted testing shoul d be considered as exome sequencing will not identify all pathogenic variants in these
genes.

This result has been revi ewed and approved by Pinar Bayrak-Toydemr, MD., Ph.D.

12- Sep-19 10: 09: 00 Exone Sequenci ng, Familial Control
BACKGROUND | NFORMATI ON:  Exome Sequenci ng, Familial Contro

CHARACTERI STI CS: DNA codi ng regi ons and intron/exon boundaries of the hunman exone are
sequenced to identify the cause(s) of a disorder in a fam |y nenber. The Anerican Col | ege
of Medi cal Cenetics (ACM35 recomrends analysis of the foll owi ng genes for pathogenic

mut ati ons in all individuals undergoing exome sequenci ng:

GENES ASSOCI ATED W TH AN | NCREASED RI SK FOR TUMORS/ CANCER: hereditary breast and ovari an
cancer (BRCALl, BRCA2), Li-Frauneni syndrone (TP53), Peutz-Jeghers syndrone (STK11l), Lynch
syndrone (M.H1, MSH2, MsH6, PMs2), familial adenomatous pol yposis (APC), MJTYH associ ated
pol yposi s, Von Hi ppel Lindau syndrome (VHL), multiple endocrine neoplasia type 1 (MEN1),
mul ti pl e endocrine neopl asia type 2/famlial medullary thyroid cancer (RET), PTEN

hamart oma tunor syndronme (PTEN), retinoblastoma (RB1), hereditary paraganglioma-

pheochr onocyt oma syndrone (SDHD, SDHAF2, SDHC, SDHB), tuberous sclerosis conplex (TSCL,
TSC2), Wil-related WIlns (W1), neurofibromatosis type 2 (NF2). GENES ASSOCI ATED W TH
CARDI OVASCULAR ( HEART) PROBLEMS: EDS |V (COL3Al), Marfan syndrome (FBNLl), Loeys-Dietz
syndrone (TGFBR1 and TGFBR2), familial thoracic aortic aneurysnms and di ssections (SMAD3,
ACTA2, MYLK, MYHl1l), hypertrophi c cardi omyopat hy/dil ated cardi onyopat hy (MYBPC3, MYH7,
TNNT2, TNNI 3, TPML, MyL3, ACTCl, PRKAR2, G.A , MyL2, LMNA), catechol am nergic pol ynorphic
ventricul ar tachycardia (RYR2), arrhythnogenic right ventricul ar cardi onyopat hy (PKP2,
DSP, DsC2, TMEMA3, DSRE2), Ronmano-Ward |ong QT syndrones types 1, 2, and 3, Brugada
syndrone (KCNQL, KCNH2, SCN5A), famlial hyperchol esterolem a (LDLR, APOB, PCSK9).

GENES | NFLUENCI NG RESPONSE TO ANESTHESI A: mal i gnant hypertherm a (RYRL, CACNALS)
| NHERI TANCE: Varies dependi ng on the specific gene and vari ant.
CLI NI CAL SENSI TIVITY: Varies by gene.

METHODOLOGY: Targeted capture of all coding exons and exon-intron junctions of the
targeted genes, followed by massively parallel sequencing. Sanger sequenci ng was
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perfornmed as necessary to confirmreported variants. Human genome build 19 (Hg 19) was
used for data anal ysis.

LI M TATI ONS OF ANALYSIS: Not all pathogenic variants occur in the coding regions of
genes. Sone genes, or parts of genes, nay not be adequately sequenced to allow for
confident analysis. The follow ng types of variants may not be detectable: those |ocated
in genes with correspondi ng pseudogenes, those in repetitive or high GC rich regions,

| arge deletions / duplications / rearrangenents, and npbsaic nutations. Rare variants in
probe hybridization sites nay conprom se anal ytical sensitivity. Mde of inheritance,
reduced penetrance, and genetic heterogeneity could reduce the clinical sensitivity.

LI M TATI ONS OF REPORTING Only known pat hogenic variants identified in genes on the ACM&
recommended panel are reported. Variants of unknown significance will not be reported.
Si ngl e pat hogenic variants in autosonmal recessive genes will not be reported.

Test devel oped and characteristics determ ned by ARUP Laboratories. See Conpliance
Statement C. arupl ab. coni CS
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