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Variant: NM_206933.4:c.3547 3548del

CA262101 £

48503 (ClinVar) 4
Gene: USH2A

Condition: Usher syndrome (MONDO:0019501)
Inheritance Mode: Autosomal recessive inheritance
UUID: afc59df6-82ed-458e-aa96-f7857¢c925895

Approved on: 2022/11/22
Published on: 2023/2/6

HGVS expressions

NM_206933.4:c.3547_3548del
NC_000001.11:9.216199894 216199895del
CM000663.2:9.216199894_216199895del
NC_000001.10:9.216373236_216373237del
CM000663.1:9.216373236_216373237del
NC_000001.9:9.214439859_214439860del
NG_009497.1:9.228506_228507del
NG_009497.2:9.228558_228559del
ENST00000307340.8:c.3547_3548del
ENST00000674083.1:c.3547_3548del
ENST00000307340.7:c.3547_3548del
ENST00000366942.3:c.3547_3548del
NM_007123.5:c.3547_3548del
NM_206933.2:c.3547_3548del
NM_206933.3:c.3547_3548del
NM_007123.6:c.3547_3548del
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https://www.fda.gov/medical-devices/precision-medicine/fda-recognition-public-human-genetic-variant-databases
https://reg.genome.network/allele/CA262101.html
https://www.ncbi.nlm.nih.gov/clinvar/variation/48503
https://www.ncbi.nlm.nih.gov/gene/?term=USH2A
https://www.ebi.ac.uk/ols/ontologies/mondo/terms?iri=http%3A%2F%2Fpurl.obolibrary.org%2Fobo%2FMONDO_0019501
http://clinicalgenome.org/affiliation/50007
https://cspec.genome.network/cspec/ui/svi/doc/GN005?version=2.0.0
https://clinicalgenome.org/site/assets/files/7814/clingen_hl_acmg_specifications_cdh23_coch_gjb2_kcnq4_myo6_myo7a_slc26a4_tecta_ush2a_v2.pdf
https://clinicalgenome.org/site/assets/files/7814/clingen_hl_acmg_specifications_cdh23_coch_gjb2_kcnq4_myo6_myo7a_slc26a4_tecta_ush2a_v2.pdf
https://cspec.genome.network/cspec/ui/svi/doc/GN005/versions
https://cspec.genome.network/cspec/ui/svi/affiliation/50007

The p.llel183fs variant in USH2A introduces a premature stop codon in biologically-relevant-exon 17/72 that is predicted to lead to a
truncated or absent protein in a gene in which loss-of-function is an established disease mechanism (PVS1; PMIDs: 9624053, 25211151,
20497194). The highest population minor allele frequency in gnomAD v2.1.1 is 0.00088% (1/113352 alleles) in the European (non-Finnish)
population, which is lower than the ClinGen Hearing Loss VCEP threshold (<0.007%) for PM2_Supporting, meeting this criterion
(PM2_Supporting). One proband with autosomal recessive retinitis pigmentosa was identified to be carrying the p.llel1183fs variant with no
variant reported in trans (PMID: 35266249). This variant was re-reviewed on 11/22/2022 and because no additional evidence is available,
professional judgment was used to retain this variant as likely pathogenic for autosomal recessive Usher Syndrome based on the
ACMG/AMP criteria applied as specified by the ClinGen Hearing Loss VCEP: PVS1, PM2_P (ClinGen Hearing Loss VCEP specifications version
2; 11/22/2022).

Met criteria codes

PVS1 D v This variant introduces a premature stop codon in biologically-relevant-exon 17/72 that is predicted to lead to a
truncated or absent protein in a gene in which loss-of-function is an established disease mechanism

PM2_Supporting D v Highest MAF is 0.00088% (1/113352) in gnomAD v.2.1.1

Not Met criteria codes

PM6 D P 4 Variant has not been reported in patient or clinically-evaluated control populations.

PM1 D X PM1 not applicable for USH2A

PM3 D P 4 One proband with autosomal recessive retinitis pigmentosa was identified to be carrying the p.lle1183fs variant with
no variant reported in trans (PMID: 35266249)

PM5 D 4 Not applicable for frameshift variants

PM4 D X Not applicable for frameshift variants

BA1l D 4 Highest MAF is 0.00088% (1/113352) in gnomAD v.2.1.1

BS2 D X Variant has not been reported in patient or clinically-evaluated control populations.

BS1 D 4 Highest MAF is 0.00088% (1/113352) in gnomAD v.2.1.1

BS4 D P 4 Variant has not been reported in patient or clinically-evaluated control populations.

BS3 % Variant has not been evaluated experimentally.

BP5 D 4 Relevant to dominant hearing loss disorders only.

BP7 D X Not applicable for frameshift variants



BP4 a % Not applicable for frameshift variants
BP3 B X Not applicable for frameshift variants
BP1 x Not applicable for frameshift variants
BP2 E % Variant has not been reported in patient or clinically-evaluated control populations.
PS1 a 4 Not applicable for frameshift variants
PS2 E % Variant has not been reported in patient or clinically-evaluated control populations.
PS3 a 4 Variant has not been evaluated experimentally.
PS4 E % Variant has not been reported in patient or clinically-evaluated control populations.
PP1 a x Variant has not been reported in patient or clinically-evaluated control populations.
PP2 X Not applicable for frameshift variants
PP3 B X Not applicable for frameshift variants
PP4 G X Variant has not been reported in patient populations.
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The information on this website is not intended for direct diagnostic use or medical decision-making without review by a genetics professional. Individuals should not change their health behavior solely on the basis
of information contained on this website. If you have questions about the information contained on this website, please see a health care professional.
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