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Test Information

il: MENL Interp

BACKGROUND | NFORMATI ON: Mul ti pl e Endocri ne Neopl asia Type 1
(MENL) Sequenci ng and
Del eti on/ Dupli cation

CHARACTERI STICS: Ml tiple endocrine neoplasia type 1 (MENL) syndronme can include
mul ti pl e endocri ne and nonendocrine tunors. Conmon MEN1-rel ated endocrine tunors

i ncl ude parathyroid, pancreatic islets, and pituitary. Nonendocrine tunors include

faci al angi ofi broma, coll agenoma, |ipoma, neningionma, ependynona, and | ei onyona

Primary hyperparathyroidismis the nost conmon and often the first manifestation of

MENL. High nortality rates occur in individuals with gastrinoma and carcinoid
t unors.

EPI DEM OLOGY: 1/10,000 to 1/100, 000.
CAUSE: Pat hogenic germine variants in the MENL gene.
| NHERI TANCE: Aut osonmal donmi nant.

PENETRANCE: Greater than 50 percent by age 20 and 95 percent by age 40.

CLINI CAL SENSI TIMITY: A pathogenic MENL variant is identified in 80 to 90 percent of
i ndi viduals who nmeet clinical criteria for MENL syndrone and have a fanmly history

of rel ated cancers.

GENE TESTED: MENL (NM 130799)

METHODOLOGY: Probe hybridi zati on-based capture of all coding exons and exon-intron

junctions of the targeted gene foll owed by massively parallel sequencing. Sanger
sequenci ng was performed as necessary to fill in regions of |ow coverage and to

confirmreported variants that do not neet acceptable quality netrics. A proprietary

bi oi nformatic al gorithmwas used to detect |arge (single exon |level or |arger)
del etions or duplications in the indicated genes. Large deletions/duplications

confirmed using an orthogonal exon-Ilevel mcroarray. Human 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 is approximtely 99

percent for single nucleotide variants (SNVs) and greater than 93 percent for
i nsertions/duplications/deletions (indels) from 1-10 base pairs in size. Indels
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greater than 10 base pairs may be detected, but the analytical sensitivity may be
reduced. Deletions of two exons or larger are detected with sensitivity greater than
97 percent; single exon deletions are detected with 62 percent sensitivity.
Duplications of three exons or larger are detected at greater than 83 percent
sensitivity. Specificity is greater than 99.9 percent for all variant classes.

LI M TATIONS: A negative result does not exclude a diagnosis of MENL. A negative
result does not exclude all genetic diagnoses. This test only detects variants
within the coding regions and i ntron-exon boundaries of the MENL gene.

Del eti ons/ duplications/insertions of any size may not be detected by massively
paral | el sequencing. Regulatory region variants and deep intronic variants will not
be identified. Precise breakpoints for large deletions or duplications are not
determned in this assay and single exon del etions/duplications nay not be detected
based on the breakpoints of the rearrangenent. The actual breakpoints for the

del etion or duplication may extend beyond or be within the exon(s) reported. This
test is not intended to detect duplications of two or fewer exons in size, though
these nmay be identified. Single exon deletions are reported but called at a | ower
sensitivity. Diagnostic errors can occur due to rare sequence variations. In sone
cases, variants may not be identified due to technical linitations caused by the
presence of pseudogenes, repetitive, or honol ogous regions. This test is not

i ntended to detect |owlevel npbsaic or somatic variants, gene conversion events,
conpl ex inversions, translocations, mtochondrial DNA (ntDNA) nutations, or repeat
expansions. Interpretation of this test result nmay be inpacted if this patient has
had an all ogeneic stemcell transplantation. Noncoding transcripts were not

anal yzed.
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