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Abstract: With the development of high-throughput sequencing (Next-generation sequencing, NGS), high-resolution
chromosomal structure mutation detection, long-read sequencing and other technologies, a number of pathogenic
variants were detected for patients with special genetic diseases rapidly, and new variants were discovered more and
more from the patients and their family individuals. However, the evaluation and genetic consulting were main challenge
for clinic staff on the uncertain relationship between the new detected variations and disease. And the evaluation of the
relationships between the genetic variation and disease were challenged for the clinical doctors on how to explain the
genetic reports to the patients correctly. Thus, performing evaluation for the function of the rare genetic variations in
disease diagnose with the guideline of the American College of Medical Genetics Genomics and the Association for
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Molecular Pathology (ACMG-AMP) were necessary. In this work, the principles, ideas, databases and URLs of the
relevant variations were introduced according to the research experience and relevant guidelines, the experience of our
team with the classification process of genetic variants basing on the guidance of ACMG rules would benefit for helping
clinical staff to evaluate the genetic variants classification and genetic consulting, and finally performing the
personalized patients diagnosis and treatment based on genome sequence information and special clinical phenotypes for

the genetic disease.
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Prevalence of the GJB2 IVS1+1G >A mutation in Chinese hearing loss patients
1 with monoallelic pathogenic mutation in the coding region of GJB2
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2 populations are retained in the endoplasmic reticulum.
WangJ, LiL, Sun Y, Feng B
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Clinical Interpretation of genetic variants by ACMG/AMP 2015 guideline

InterVar is a bicinformatics software tool for clinical interpretation of genetic variants by the ACMG/AMP 2015 guideline. The input to InterVar is an annotated file generated from
ANNOVAR, while the output of InterVar is the classification of variants into 'Benign', 'Likely benign', 'Uncertain significance’, 'Likely pathogenic' and ‘Pathogenic’, together with detailed

evidence code.

Search your exonic variants from pre-built wintervar databases(updated 2022-June-13 17:57:28 with 100M sites):

If you already know the criteria of your variant, you can clik here to interpret your variant directly.

This server is for exon variants interpretation only, if you have indels, you need to download the intervar tool from github, then interpret your variant on local.
if you have cancer/somatic variant or CNV, you can click CancerVar to interpret your cancer variant directly.
if you have germline CNV, you can click CNVinter to interpret your copy number variation directly.

Please select the genomic version:  hg19_updated.v.202107 v

@® Query by genomic coordinate
Chr 1 v POS: 115828756 Ref: G Alt: A

O Query by dbSNP ID
rs.: rs373849532

O Query by HGNC gene symbol and cDNA
Gene: |IL2RA cDNA change: c. C246A

O Query by HGNC gene symbol and Protein Change

Gene: KRAS Protein change: p. G12D

Reference:

Quan Li and Kai Wang. InterVar: Clinical interpretation of genetic variants by ACMG-AMP 2015 guideline(The American Journal of Human Genetics 100, 1-14, February 2,

2017 http://dx.doi.org/10.1016/j.ajhg.2017.01.004)
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