
View video on 
Lynch Syndrome

Step 1: Look up Lynch Syndrome in MedGen (https://www.ncbi.nlm.nih.gov/
medgen/) to learn more about the disorder.

Step 2: Read more about Establishing a Diagnosis in the GeneReviews article.
(https://www.ncbi.nlm.nih.gov/books/NBK1116/)

For Follow-up: Search dbGaP (https://www.ncbi.nlm.nih.gov/gap/ ) to find 
human Lynch Syndrome studies to further research.
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Using NCBI Resources to streamline  
your genetic cases

MedGen displays clinical genetics information from authoritative 
sources. You can find disease descriptions from OMIM and 
GeneReviews, clinical features from HPO, Professional 
Guidelines from medical societies and Recent clinical studies 
and Recent systematic reviews in PubMed.

GeneReviews are actionable descriptions of genetic diseases 
created by experts. It covers diagnosis, management and 
genetic counseling.

Go to the section, Establishing the Diagnosis. 

Your patient is a 40-year-old mother of two presenting with changes in bathroom habits, bleeding, 
and abdominal pain. She has a medical history of colonic polyps. Her family history reveals that her 
maternal grandmother, mother and uncle had several forms of cancers including colon, breast, and 
endometrium. You suspect Lynch Syndrome.

Use NCBI resources to gather information useful for diagnosing your patient’s disorder.

Case Study

In Establishing the Diagnosis, it states that a multi-gene panel 
including 4 mismatch repair genes, plus EPCAM, is most likely 
to identify the genetic cause of the condition. In addition, 
DNA methylation analysis of the MLH1 promoter region is 
recommended.
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dbGaP houses studies that provide access to some demographic, clinical and molecular data. While this data is provided at no cost, due 
to the nature of the patient-level data full access requires an application to an NIH Data Access Committee. 

For more information see the dbGaP website.
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Step 5: Go to the dbSNP record (https://www.ncbi.nlm.nih.gov/snp/) to find relevant 
population frequency data for the variant.

Step 6: Find relevant Clinical Trials (https://clinicaltrials.gov/) for Lynch Syndrome 
with a Link from the MedGen record.

Step 3: Click a link to find a genetic test in the NIH Genetic Testing Registry (GTR).
(https://www.ncbi.nlm.nih.gov/gtr/)

Step 4: Search ClinVar (https://www.ncbi.nlm.nih.gov/clinvar/) with information from 
test results to learn about the patient’s variant. 
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The dbSNP report provides allele frequencies from several 
sources, including our ALFA project, the Allele Frequency 
Aggregator, which provides population frequencies for  
millions of variants in dbGaP, the NCBI database of Genotypes 
and Phenotypes.

Your patient may be interested in participating in a 
clinical trial. There are currently 24 Lynch syndrome-
related studies in the US recruiting patients.

Click on the MLH1 link to see a list of genetic tests that include 
the MLH1 gene. You can see single gene tests and panels.

GTR includes clinical and research tests for Mendelian disorders, 
somatic phenotypes, drug responses, complex diseases and 
infectious diseases.

Check the boxes on the le to filter on your desired parameters. 
For example, if you want CLIA certified labs in the United States.

Click on the title of an interesting test from the list to learn about 
the test’s purpose, methodology, clinical and analytic validity, 
clinical utility, and how to order it.

The MLH1 p.Asn306Lys variant is interpreted as pathogenic in 
the ClinVar record. The record includes variant details such as 
location, variant descriptions, a link to dbSNP (rs587779054), 
submission data with descriptive comments, and citations. 

MSH6 p.Tyr214Ter
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