
Lynch Syndrome Testing
(HNPCC)

Click here for topics associated with this algorithm

INDICATIONS FOR TESTING
All patients who meet the Revised Bethesda Guidelines below, especially with MSI-H, BRAF V600E-negative tumors:

Colorectal cancer diagnosed in an individual <50 years of age
Presence of synchronous, metachronous colorectal, or other HNPCC-associated tumors, regardless of age
Colorectal cancer with the MSI-H histology (presence of tumor-infiltrating lymphocytes, Crohn’s-like lymphocytic reaction, 
mucinous/signet-ring differentiation, or medullary growth pattern) diagnosed in an individual <60 years of age
Colorectal cancer diagnosed in one or more first-degree relatives with an HNPCC-related tumor, with one cancer 
diagnosed before 50 years of age
Colorectal cancer diagnosed in two or more first- or second-degree relatives of any age

Patients diagnosed with Muir-Torre syndrome or Turcot Syndrome (especially glioblastoma brain tumor)

Family members of individuals with a known mismatch repair gene mutation

Consider hereditary nonpolyposis colorectal cancer (HNPCC/Lynch syndrome)

ORDER
Microsatellite Instability by:

Microsatellite Instability/HNPCC by 
Immunohistochemical Stain (IHC)
HNPCC/Lynch Syndrome, Microsatellite 
Instability by PCR

Recommend ordering both tests. However, 
if ordering only a single test, order IHC

negative for 
instability 

positive for 
instability 

Abnormal 
MLH1 and 

PMS2 
staining

Probably not 
HNPCC/

Lynch 
Syndrome

Mutation absent 
(wild type)

Mutation present

Probable 
sporadic 
colorectal 

cancer

© 2006-2010 ARUP Laboratories. All Rights Reserved. Revised 8/3/2009 www.arupconsult.com

Test for BRAF V600E mutation
ORDER
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Methylation, Paraffin

Genetic mutation testing for 
HNPCC/Lynch Syndrome

Recommend MLH1 Full Gene Analysis  
as first test*

Abnormal 
MSH2 and 

MSH6 
staining

Abnormal 
MSH6 

staining

Abnormal 
PMS2 

staining

Genetic mutation 
testing for 
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Recommend HNPCC/
Lynch Syndrome 

(MSH2) Sequencing 
and Deletion/

Duplication as first test*

Genetic mutation 
testing for 

HNPCC/Lynch 
Syndrome

Recommend MSH6
Full Gene Analysis  

as first test*

Genetic mutation testing 
for 

HNPCC/Lynch Syndrome

Recommend HNPCC/
Lynch Syndrome (PMS2) 
Sequencing and Deletion/
Duplication as first test*

*Note: Targeted testing for a mutation previously 
identified in a family member is also available

Recommend Familial Mutation, Targeted Sequencing

http://search.arupconsult.com/search/?IW_FIELD_WEB_STYLE="Lynch Syndrome (HNPCC) Testing"&IW_DATABASE=ACDiseaseCategories&IW_META_BOOST=10&x=0&y=0

