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MICROSATELITTE INSTABILITY (MSI) AND 

MLH1/MSH2/MSH6/PMS2 PROTEIN EXPRESSION 

(IMMUNOHISTOCHEMISTRY / IHC)

MSI/IHC are screening tests performed on a piece of tumor tissue that is removed at the time of previous surgery or biopsy. This testing does not require a further biopsy or procedure and therefore there is no risk of physical complications from the testing.

The MSI/IHC test looks for the presence or absence of a characteristic called DNA microsatellite instability (MSI) as well as the presence or absence of the proteins MLH1, MSH2, MSH6 and PMS2 by a process called Immunohistochemistry (IHC). The MSI test is considered ‘abnormal’ if micro satellite instability is present (also called “MSI-High”).  The IHC test is considered ‘abnormal’ if one of the 4 proteins listed above is absent.

· If either or both of these tests are abnormal, it is more likely (but not definite) that the tumor is due to a hereditary disease called Lynch Syndrome, or Hereditary Non-Polyposis Colorectal Cancer (HNPCC).   

· Lynch syndrome is a condition that puts people at increased risk for getting certain types of cancer, including colorectal cancer and endometrial (uterine) cancer.  However, not everyone who has Lynch syndrome will develop cancer.  Lynch syndrome is a hereditary disease.  Therefore, if a person has Lynch syndrome, his or her relatives (children, brothers, sisters, parents) may be at risk for having it as well.

· If either or both of these tests are abnormal, more definitive genetic testing (done on blood) may be recommended to explore whether or not Lynch syndrome is the underlying cause for the tumor.

It is important to realize that in rare situations, the MSI and IHC tests are normal when a person does in fact have Lynch syndrome.  It is also important to realize that MSI/IHC testing is useful for the detection of this specific form of hereditary colorectal cancer.  Other types of hereditary colorectal cancer do exist that will not be detected by this test.

For further information on this testing, you can speak to a genetic counselor by calling the Center for Cancer Risk Assessment at 617-724-1971.
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