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JAGL Sequencing and M croarray NEGATI VE f@
EER Al agi |l e Syndrone (JAGL) See Note f

30-Jan-17 10: 34: 00 JAGL Sequencing and M croarray:
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Resul t: NEGATI VE

Ref

I nterval

Accessi on

Report ed/
Col | ect ed Received Verified

17-030- 104297

17-030- 104297

17-030- 104297

17-030- 104297

30-
10:

30-
10:
30-
10:
30-
10:

Jan-17 31-
34: 00 10:

Jan-17 30-
34:00 10:
Jan-17 31-
34: 00 10:
Jan- 17 30-
34: 00 10:

Jan-17 31-
00: 00 15:

Jan-17 01-
53:00 13:
Jan-17 31-
00: 00 15:
Jan-17 01-
53: 00 13:

Jan- 17
30: 09

Feb-17
57:28
Jan- 17
30: 09
Feb- 17
57:28

No pat hogenic variant was identified in exons 1-6, 9, 12, 16-17, 20, and 23-24 of the JAGL gene in the subnitted
resol uti on (ExonArrayDx) did

speci men of this individual. Concurrent targeted array CGH analysis with exon-1evel

not reveal a deletion or duplication of JAGL.

Interpretation: No pathogenic variant or gene del etion/duplication known to be associated with Alagille syndrone

(AGS) was identified by this Tier 1 analysis of the JAGL gene.

found in 94% of patients with AGS who neet the published diagnostic criteria (Warthen DM et al., 2006)

88% of Alagille patients have a small intragenic DNA pat hogenic variant detectabl e by sequencing,
harbor |arger genom c del etions detectable by FISH or other deletion detection methods.

approach, this Tier 1 sequencing analysis of selected exons of the JAGL gene and exon-| evel

(ExonArrayDx) is expected to identify about 77% of DNA pat hogenic variants,

Germline pathogenic variants in JAGL have been
. About
while 6%
Using our testing
array CCH anal ysis
including a conplete or partial

del etion/duplication. Analysis of the rest of the JAGL gene (Tier 2) would detect the renmni nder of pathogenic

variants identifiable by sequencing, if one exists.

Fol ow-up Testing: Tier 2 analysis of the JAGL gene is available and nay be considered using the specinen

al ready at GeneDx.

Recommendati on: Genetic counseling is recomrended to discuss the inplications of this test

report.

gene

Resources: GenomeConnect is an NNH initiative created to enable individuals and fanmilies with the same genetic

variant or medical history to connect and share de-identified information.

participating, please visit ww. genoneconnect. org.

Met hods: Using genonmic DNA fromthe subnitted speci men, exons 1-6, 9, 12, 16-17, 20,
junctions were PCR anplified and capillary sequencing was perforned. Bi-directional

variants. Capillary sequencing or another appropriate nethod was used to confirmall
variants. |f present, apparently honmpbzygous variants were confirmed using alternate primer

If you are interested in

sequence was assenbl ed,
aligned to reference gene sequences based on human genone build GRCh37/UCSC hgl9, and anal yzed for sequence

potential ly pathogenic
pairs to

and 23-24 and their splice

significantly reduce the possibility of allele drop-out. Concurrent deletion/duplication testing was perforned

for nmost, if not all, of the coding exons using exon-level oligo array CGH ( ExonArrayDx),

perfornmed using gene-specific filtering. Probe sequences and |ocations were based on human genone build

GRCh37/ UCSC hg19. Confirmati on of copy number changes was performed by MLPA, gPCR, or
Sequence alterations were reported according to the Human Genone Variation Society (HGVS) nomencl ature
gui delines. Benign and |ikely benign variants, if present, are not

included in this report but are avail able

upon request. The nethods used by GeneDx are expected to be greater than 99% sensitive in detecting variants

identifiable by sequencing.
Report electronically signed by: Chris Lauricella MS., CGC
Report el ectronically signed by: Val Zvereff MD, PhD, FACMG

Codi ng DNA Ref Seq: NM_000214.2, counting fromthe ATG initiation codon.

Ref erences: Warthen DM et al., (2006) Hum Mutat. 27: 436-443

Limtations: Genetic testing using the nethods applied at GeneDx is expected to be highly accurate.

findings do not rule out the diagnosis of a genetic disorder since some genetic abnornalities may be
array CCGH test (ExonArrayDx)

undetectable with this test. This test cannot reliably detect npsaici sm Exon-|evel

al so cannot reliably detect chronpsonal aberrations and del etions/insertions of

incidental findings of |arge chronmpbsonal rearrangenents (>3Md) outside the gene of
Some genes have inherent sequence properties (for exanple: repeat,

horol ogy, or

pseudogene regions,

Nor mal

| ess than 500 bp. Rarely
interest may be identified.
hi gh GC

content, rare polynorphisns) that may result in suboptimal data, and variants in those regions may not be

reliably identified. False negative results may al so occur in the setting of bone marrow transpl antation,

bl ood transfusion, or suboptimal DNA quality. The chance of a false positive or false negative result due to

| aboratory errors incurred during any phase of testing cannot be conpletely excluded.
with the assunption that any infornation provided on fanmily relationships is accurate.
genetics professional is recomended for interpretation of results.

Di sclainer: This test was devel oped and its performance characteristics deternined by GeneDx.

It has not been

cleared or approved by the U S. Food and Drug Adninistration. The |aboratory is regulated under CLIA as

qualified to perform high-conplexity testing. This test is used for

as investigational or for research.
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30-Jan-17 10: 34: 00 EER Al agille Syndrone (JAGL):
Access ARUP Enhanced Report using either link bel ow

-Direct access:
-Enter Usernane, Password:
User nane:

Passwor d:

30-Jan-17 10: 34: 00 Ordering Physician Nanme, Ordering Physician Phone Nunber, JAGL Sequencing and M croarray:
Perforned at: GeneDx Inc., 207 Perry Parkway, Gaithersburg, M 20877
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