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2. Hereditary endometrial cancer (testing and surveillance)  

1. About 3% of endometrial cancers and 10% of mismatch repair deficient (dMMR) cancers are related 

to Lynch syndrome due to germline mutations of one of the MLH1, PMS2, MSH2, MSH6 genes or 

EPCAM.1,  2  

2. MMR–Immunohistochemistry (IHC) to assess the expression of these proteins on tumour tissue 

serves as a pre-screen for Lynch Syndrome and is recommended in all patients with endometrial 

cancer.3 

3. The molecular analysis of microsatellite instability (MSI) status is an alternative but expensive test.  

4. Testing for MLH1 methylation status to exclude a non-hereditary endometrial cancer is needed if 

there is a loss of MLH1/PMS2 on IHC testing. 

The diagnosis of  Lynch Syndrome in patients with dMMR or high MSI  requires germline mutation 

testing for the MMR genes. The identified carriers need to be informed of the life-time risk of colorectal 

cancer (20-70% depending on the genes involved) and require colonoscopies every 1-2 years. and 

genetic counselling. Germline mutation testing of relatives should be performed to identify carriers who 

then require surveillance for signs of endometrial cancer annually from age of 35 until hysterectomy.4 

Total abdominal hysterectomy with bilateral salpingo-oophorectomy (TAH + BSO) should be performed 

preferably before 40 years of age after completion of the family. Hormone replacement therapy is also 

recommended post-surgery. 

Other rare hereditary syndromes include COWDEN (germline PTEN mutation) and those related to 

BRCA1/2. mutations.4 
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