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RESULT
Two apparent acopies of & pathogenica variant were detected in the HER gene.

PATHOGENIC VARIANT

Gene: HEE [(NM_D00518.8)

Muclelc acid Change: <. 20A=T; HOWOZYJOUS
Zwino acid aAlteration: p.clu7val
Conmonly known as: Hb &

Inheritance: Autoscmal receszive

INTERFRETATICN

Two apparent ccpiles of the pathogenic Hb S variant were detected in the HEE gene by massively parallel
sequencing, consistent with a diagnosis of sickle cell anemia. Although copy number cannot be detbermined
by thils assay, the Hb ¢ varlant is a common pathogenic variant in the HEE gene and large HEE
deletions/duplications are rare {(Origa 2018); therefore, this result most likely represents homozygosity
for the identified variant. The clinical presentation may wvary due to other genetbic modifiers or
coexlsting conditions.

Please refer to the background information included in this report for the clinical sensitivibty and
limitations of this test.

Evlidence for variant classification: The o & variant (HBEE: <.20A=T; p.2lu7val, alsc known as zlusval
when numbered from the mature protein, 1s334) is a conmon pathogenic beta globin variant. Heterozygosity
for Hb € ig consistent with =ickle cell trait. Homozygosity for Hb & results in sickle cell anemia. Hb &
in combination with a different pathogenlc HEBE variant on the oppogite chromosome resulbs in various
forms of =ickle cell disease (see HbVar link and references therein) .

RECOMMENDATIONS

Hematologic and genetic consultations are recommended. Parental testing should be considered to confirm
the specific variant in each family lineage. IL the patlent's clinical presentation ls not conslistent
with the phencotype expected to result from homozygosity for the identified wvariamt, HBE
deletion/duplication analysis should be considered (Deletion/Duplication Analysis by MLPA, ARUP tesb code
3003144) . Famlly membsers should be olfered carriler testing for the ldentified varlant. This individual's
reproductive partner should be offered carrier testing for hemoglobinopathies. Genetic consultation is
recommended.

COMMENTS
Likely benign and benign variants are not reported.
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