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Endometriosis remains a fascinating condition in the medical world. Endometrium which is made up of 
benign cells, so essential to the human race for its continued reproduction and existence, behaves 
with malignant intent for its propensity to seed, spread and invade, causing distress to those who 
suffer from it and wrecking the lives of not only patients but parents, partners, family and friends. 
Except that endometriosis “stops” at some point in time – or does it? 

Both endometriosis and adenomyosis are benign conditions, but does it turn malignant? Afterall, it 
does exhibit some characteristics of malignancy. Is there a tipping point for it to turn cancerous? We 
know for some time now that endometriosis is associated with the clear-cell and endometrioid type of 
epithelial ovarian cancer. Large scale epidemiological studies have consistently demonstrated an 
increased risk of clear cell and endometrioid ovarian cancer in those who were identified to have 
endometriosis. However, even with such large scale (mostly retrospective) studies, both recall and 
selection bias can affect the outcome of the studies and conclusions, more so if there is no risk 
stratification or profiling possible.  

The association between endometriosis and clear-cell, endometrioid and more recently, low grade 
serous subtypes of epithelial ovarian cancer, suggests a separate clinical entity and possibly a 
different pathway for its pathogenesis. Indeed, recent studies have suggested that loss of ARID1A 
expression as an early molecular event in the progression of ovarian endometriotic cyst to clear cell 
and endometrioid carcinoma, different from the TP53 mutations and frequent abnormalities in BRCA 
seen in high grade serous carcinomas. ARID1A mutation is also thought to occur in the early stage of 
canceration from atypical endometrial hyperplasia to endometrioid adenocarcinoma in endometrial 
cancer.  The new knowledge about the ARID1A mutation will allow targeting the PI3K/ AKT pathway 
for screening, detection and treatment of these types of cancer, and possibly lead to new ways to 
tackle endometriosis and adenomyosis as well.  


