Prevalence of premalignant upper GI conditions and associated risk factors in upper GI endoscopy population: data from the PROSPERO study

Introduction 
Most upper GI (UGI) cancers develop in the context of premalignant conditions, such as Barrett’s oesophagus (BO), squamous dysplasia or gastric intestinal metaplasia (GIM). Their prevalence is poorly defined, thus there are no diagnostic key performance indicators (KPIs) in UGI endoscopy. The primary aim of this study was to define the prevalence of premalignant UGI conditions in a standard endoscopy referral population. 
Methods 
PROSPERO is a prospective, multicentre study with 11 participating Trusts in the UK, recruiting at least 1,000 symptomatic patients newly referred on any diagnostic pathway, without known premalignant conditions. All patients underwent standardised photodocumentation and biopsy protocol including a minimum of 4 gastric biopsies and 4 oesophageal biopsies. The prevalence of premalignant conditions in the prospective cohort was compared to an equal-sized historic cohort. Demographic, lifestyle and medical data were obtained from patient-filled questionnaires. Multivariable logistic regression model was used to identify factors associated with premalignant/malignant UGI pathology.
Results 
To date, 847 patients have been recruited, of which 745 (mean age 58yrs, 40.3% male and 55.3% referred as 2ww or urgent) have histological data. Premalignant UGI pathologies were diagnosed in 101 patients (13.6%), including 44 cases of BO (5.9%) and 56 cases (7.5%) of gastric atrophy (GA)/GIM. Five BO cases harboured dysplasia (ID/LGD/HGD) and three cases harboured intramucosal cancer. There were 11 cases of UGI cancer (1.5%). Only 26% of cases of GA/GIM were suspected endoscopically. The rate of histological diagnoses of GA/GIM in the historic cohort was significantly lower (1.2% vs 7.5%; p<0.0001). Premalignant stomach was significantly more likely to be detected when gastric narrow band imaging (NBI) was used (p=0.0002) and when the procedure was performed by gastroenterologists as opposed to other endoscopists (p=0.03). Multivariable analysis revealed that male sex (Odds Ratio (OR) 1.72; 95% Confidence Interval (CI) 1.01-2.93; p=0.01), age (OR 1.03; CI 1.01-1.05; p=0.001) lack of vegetable/fruit consumption (OR 8.67; CI 2.13-37.49; p=0.002) and black (OR 29.45; CI 4.32-247.65; p=0.0006) or mixed ethnicity (OR 62.05; CI 6.25-1453.28; p=0.0009) significantly increased the risk of any premalignant/malignant UGI pathology. 
Conclusions 
This prospective study quantified, for the first time, the prevalence of premalignant UGI conditions in a symptomatic patient population referred for UGI endoscopy. Premalignant stomach pathology was found to be missed in the majority of cases, and its detection was enhanced when NBI was used. We identified pre-test risk factors associated with the presence of UGI pathology. This data can be utilized for future development of diagnostic KPIs in UGI endoscopy.

