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RESULT
One pat hogeni ¢ variant was detected in the EMD gene.
PATHOGENI C VARI ANT
Gene: EMD (NM 000117.2)
Nucl ei ¢ Aci d Change: c.506_507del CT; Hem zygous
Amino Acid Alteration: p.Prol69ArgfsTer40
I nheritance: X-1inked
| NTERPRETATI ON
One pat hogeni c variant, c.506_507del CT; p.Prol69ArgfsTer40 was detected in the EMD gene by massively
paral | el sequencing and confirned by Sanger sequenci ng. Pathogenic EMD variants are inherited in an
X-l1inked recessive manner and are associ ated with Emery-Drei fuss nuscul ar dystrophy 1 (MM 310300). This
result is consistent with a diagnosis of Enery-Dreifuss nuscul ar dystrophy. Al of this individual's
daughters will be carriers, but none of the sons will inherit the pathogenic variant.
No additional pathogenic variants were identified in the targeted genes by nassively parallel sequencing.
Pl ease refer to the background infornation included in this report for a list of the genes analyzed and
the limtations of this test.
Evi dence for variant classification: The EMD c.506_507del CT; p.Prol69ArgfsTer40 variant is reported in
the literature in an individual affected with Enery-Dreifuss nuscul ar dystrophy (Bione 1994). This
variant is absent from general popul ati on databases (Exone Variant Server, Genone Aggregati on Dat abase),
indicating it is not a common pol ynorphism This variant causes a frameshift by deleting two nucl eotides,
and is predicted to result in a truncated protein or nRNA subject to nonsense-nedi ated decay. Based on
avail able information, this variant is considered to be pathogenic.
RECOMVENDATI ONS
Genetic consultation, including a discussion of nedical screening and nanagenent, is indicated. At-risk
famly nenbers should be offered testing for the identified pathogenic variant (Famlial Mitation,
Tar get ed Sequencing, ARUP test code 2001961).
COMVENTS
Li kel y benign and benign variants are not included in this report.
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*=Abnormal, #=Corrected, C=Critical, f=Result Footnote, H-High, i-Test Information, L-Low, t-Interpretive Text, @=Performing lab
Unless otherwise indicated, testing performed at: ARUP Accession: 21-145-111199
ARUP Laboratories Report Request ID: 15046683
500 Chipeta Way, Salt Lake City, UT 84108 Printed: 10-Jun-21 10:28

Laboratory Director: Tracy |. George, MD Page 1 of 3



ARUP LABORATORIES | aruplab.com Patient Report
500 Chipeta Way, Salt Lake City, Utah 84108-1221

phone: 801-583-2787, toll free: 800-522-2787
Tracy |. George, MD, Chief Medical Officer

Resul t

Patient Age/Gender: 1 day Female

Foot not e

f1:

Enery-Drei fuss Miuscul ar Dystrophy Interp

This result has been revi ewed and approved by Rong Mao, MD.
nf or mati on

Test |
il

Enery-Drei fuss Miuscul ar Dystrophy Interp
BACKGROUND | NFORMATI ON: Emery-Drei fuss Muscul ar Dystrophy Panel, Sequencing

CHARACTERI STI CS: Emery-Drei fuss muscul ar dystrophy (EDVD) is characterized by a
clinical triad of early onset joint contractures (commonly involving el bows, ankles,
and neck), slowly progressive |inmb nuscle weakness and wasting, and cardiac

di sease. EDMD denonstrates intra- and interfamlial variability in age of onset,

severity, and progression; although penetrance is high. Typical presentation

i ncludes joint contractures in first two decades of life, followed by nuscle

weakness and wasting, with cardiac involvenent occurring in the second to third
decades. Carrier females of X-linked EDVD are usually asynptomatic, but are at risk

for devel opi ng cardi ac di sease, and |l ess conmmonly, ml|d nuscle disease.

EPI DEM OLOGY: Preval ence 1-2:100, 000.
CAUSE: Pat hogenic germine variants in EMD, FHL1, or LMNA

| NHERI TANCE: X-linked for EMD or FHL1. Typically, autosomal dom nant for LMNA;, de
novo variation is comon. Autosomal recessive inheritance for LMNA is rare.

CLI NI CAL SENSI TIVITY: 36 percent for EDNVD
GENES TESTED: EMD, FHL1, LMNA

METHODOLOGY: Capture of all coding exons and exon-intron junctions of the targeted
genes, followed by massively parallel sequencing. Sanger sequencing was perforned as
necessary to fill in regions of |ow coverage and confirmreported variants. Hunan

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 mately 99 percent for single nucleotide variants (SNVs) and greater than 93
percent for insertions/duplications/deletions from1-10 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 EDVD. 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. Deletions/duplications/insertions of any size nmay not be detected by
massi vel y parall el sequencing. In males, |ack of nassively parallel sequencing
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coverage of one or nmore EVMD or FHL1 exons mmy suggest the presence of |arge
del eti ons; however, this should be confirned by a validated nmethod. D agnostic

errors can occur due to rare sequence variations. In sone cases, variants may not
identified due to technical limtations in the presence of pseudogenes, repetitive,

or honol ogous regions. This assay nmay not detect |owlevel nbsaic or somatic

variants associated with disease. Interpretation of this test result nmay be inpacted

if this patient has had an all ogeneic stemcell transplantation. Noncodi ng
transcripts were not anal yzed.

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 i nforned consent are recomended for genetic testing. Consent forns

are avail abl e onli ne.

*=Abnormal, #=Corrected, C=Critical, f=Result Footnote, H-High, i-Test Information, L-Low, t-Interpretive Text, @=Performing lab

Unless otherwise indicated, testing performed at: ARUP Accession: 21-145-111199
ARUP Laboratories Report Request ID: 15046683
500 Chipeta Way, Salt Lake City, UT 84108 Printed: 10-Jun-21 10:28

Laboratory Director: Tracy |. George, MD Page 3 of 3



	  

