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The ClinGen Evidence Repository is an FDA-recognized human genetic variant database
containing expert-curated assertions regarding variants' pathogenicity and supporting

Variant: NM_004360.5(CDH1):c.164T>G (p.Val55Gly)

CA157980 4

132769 (ClinVar) (4

Gene: CDH1 (HGNC:999)

Condition: CDH1-related diffuse gastric and lobular breast cancer
(MONDO:0100488)

Inheritance Mode: Autosomal dominant inheritance

UUID: 87528509-8592-44e0-bf92-b276bdd488fa

Approved on: 2023-08-17

Published on: 2023-08-17

HGVS expressions

NM_004360.5:c.164T>G
NM_004360.5(CDH1):c.164T>G (p.Val55Gly)
NC_000016.10:9.68801670T>G
CM000678.2:9.68801670T>G
NC_000016.9:9.68835573T>G
CM000678.1:9.68835573T>G
NC_000016.8:9.67393074T>G
NG_008021.1:9.69379T>G
ENST00000261769.10:¢.164T>G
ENST00000261769.9:c.164T>G
ENST00000422392.6:c.164T>G
ENST00000562836.5:n.235T>G
ENST00000564676.5:n.446T>G
ENST00000564745.1:n.159T>G
ENST00000566510.5:c.164T>G
ENST00000566612.5:c.164T>G
ENST00000611625.4:c.164T>G
ENST00000612417.4:c.164T>G
ENST00000621016.4:c.164T>G
NM_004360.3:¢.164T>G
NM_001317184.1:c.164T>G

NM _001317185.1:¢.-1452T>G
NM_001317186.1:c.-1656T>G
NM_004360.4:c.164T>G
NM_001317184.2:¢c.164T>G

NM _001317185.2:¢.-1452T>G
NM_001317186.2:¢.-1656T>G
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Expert Panel

Criteria Specification Information

[4" Criteria Specification: C/inGen CDH1 Expert Panel
Specifications to the ACMG/AMP Variant Interpretation
Guidelines Version 3.1


https://www.fda.gov/medical-devices/precision-medicine/fda-recognition-public-human-genetic-variant-databases
https://reg.genome.network/allele/CA157980.html
https://www.ncbi.nlm.nih.gov/clinvar/variation/132769
https://www.ncbi.nlm.nih.gov/gene/999
https://www.ebi.ac.uk/ols/ontologies/mondo/terms?iri=http%3A%2F%2Fpurl.obolibrary.org%2Fobo%2FMONDO_0100488
https://cspec.genome.network/cspec/ui/svi/doc/GN007?version=3.1.0
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Evidence submitted by expert panel

CDH1 VCEP

The ¢c.164T>G (p.Val55Gly) variant has been observed in >10 (113) individuals without a diagnosis of diffuse gastric cancer, signet ring
tumor or lobular breast cancer and whose family histories do not suggest HDGC (BS2; SCV000321508.8, SCV000153979.11). In summary,
the clinical significance of this variant is classified as likely benign based on BS2 alone, as specified by the CDH1 Variant Curation Expert
Panel (Variant Interpretation Guidelines Version 3.1): BS2.

Met criteria codes

BS2 D v >10 (113) individuals w/o DCG, SRC tumors, or LBC & whose families do not suggest HDGC (SCV000321508.8,
SCV000153979.11)

Not Met criteria codes

BS1 D P 4 MAF <0.1%: European (non-Finnish) AF is 0.005% (7/129,106 alleles, 0 homozygotes in gnomAD v2.1)

BS4 D % No code specific comments provided, please refer to the summary above or general recommendations provided in
the guideline

BS3 [:] P 4 No code specific comments provided, please refer to the summary above or general recommendations provided in
the guideline

BP4 D P 4 No code specific comments provided, please refer to the summary above or general recommendations provided in
the guideline

BP3 % No code specific comments provided, please refer to the summary above or general recommendations provided in
the guideline

BP1 % No code specific comments provided, please refer to the summary above or general recommendations provided in
the guideline

BP2 [:] P 4 No code specific comments provided, please refer to the summary above or general recommendations provided in
the guideline

BP5 D P 4 No code specific comments provided, please refer to the summary above or general recommendations provided in

the guideline


https://cspec.genome.network/cspec/ui/svi/doc/GN007/versions
https://cspec.genome.network/cspec/ui/svi/affiliation/50014
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No code specific comments provided, please refer to the summary above or general recommendations provided in
the guideline

No code specific comments provided, please refer to the summary above or general recommendations provided in
the guideline

No code specific comments provided, please refer to the summary above or general recommendations provided in
the guideline

No code specific comments provided, please refer to the summary above or general recommendations provided in
the guideline

No code specific comments provided, please refer to the summary above or general recommendations provided in
the guideline

7 probands with a personal history of LBC or family history of gastric cancer that do not meet HDGC clinical criteria
(SCv000321508.8, SCV000153979.11)

No code specific comments provided, please refer to the summary above or general recommendations provided in
the guideline

No code specific comments provided, please refer to the summary above or general recommendations provided in
the guideline

No code specific comments provided, please refer to the summary above or general recommendations provided in
the guideline

Located in 1st bp of exon 3 in acceptor splice region. No predicted splice impact by MaxEntScan or Splice Al

No code specific comments provided, please refer to the summary above or general recommendations provided in
the guideline

No code specific comments provided, please refer to the summary above or general recommendations provided in
the guideline

No code specific comments provided, please refer to the summary above or general recommendations provided in
the guideline

No code specific comments provided, please refer to the summary above or general recommendations provided in
the guideline

No code specific comments provided, please refer to the summary above or general recommendations provided in
the guideline



No code specific comments provided, please refer to the summary above or general recommendations provided in
the guideline

PM2 X >1:100,000 alleles in gnomAD v2.1: European (non-Finnish) AF is 0.005% (7/129,106 alleles, 0 homozygotes
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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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