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Disease is very old, 

and nothing about it has changed. 

It is we who change, 

as we learn to recoqnize 

what was formerly imperceptible 

Jean Martin Charcot (1825-1893) 



World-wide, adenocarcinomas of the distal oesophagus and gastric cardia 

show an increase over the past three decades at a rate that exceeds that of 

any other malignancy. The exact cause of this rise is not yet known. Several 

risk factors have been identified, of which longstanding gastro-oesophageal 

reflux is probably the most important one. The reflux of duodenal and gastric 

contents into the oesophagus leads to oesophagitis which can result in 

replacement of normal squamous epithelium by metaplastic specialised 

columnar epithelium (Barrett's oesophagus). In a subset of patients, this 

Barrett's oesophagus can subsequently progress via low-grade and high-

grade dysplasia into invasive adenocarcinoma. 

Due to the late onset of symptoms, approximately 50% of the patients with 

oesophageal cancer is already incurable at the time of diagnosis due to local 

tumour irresectability or the presence of distant metastases. So far, surgical 

resection is the best curative treatment. However, postoperative mortality and 

morbidity are substantial and even after intentionally curative resection, five-

year survival rates rarely exceed 25%. The addition of (neo-)adjuvant chemo-

and radiotherapy has shown some beneficiary effect in several trials but even 

with the current advances in multimodal therapy, the prognosis for invasive 

oesophageal adenocarcinoma remains poor. Therefore, improving diagnostic 

possibilities and therapeutic options is the current challenge for doctors 

treating these patients. 

Understanding the genetic alterations that occur during the multistep 

progression of Barrett's oesophagus into invasive cancer is hereby of crucial 

importance. This insight in the molecular pathogenesis can aid the clinician in 

stratifying patient's risk of progressing to adenocarcinoma. Moreover, novel 

molecular biomarkers can lead to a better prognostication and identification 

of patients who are at high risk for tumour metastases or recurrence and who 

might or might not benefit from (curative) surgical intervention or (palliative) 

radio- and chemotherapy. In addition, the genetic alterations recognised in 

oesophageal cancer might provide a useful conceptual basis for developing 

cancer treatment and preventive strategies that are based on the molecular 

biology of the tumour. 


