
Clinical and pathological predictors of long-term outcomes after endoscopic resection of dysplasia in ulcerative colitis. 

Introduction: Patients with ulcerative colitis (UC) are at increased risk of colorectal cancer (CRC). In colitis, CRC develops from a cancerised field, whereby a mutant clone predisposed to cancer expands to cover large areas of colonic mucosa without causing morphological change. Endoscopic resection (ER) of precursor lesions (dysplasia) is an increasingly utilised management option, and an alternative to colectomy. ER has two modalities: endoscopic mucosal resection (EMR) and endoscopic submucosal dissection (ESD). There is limited data on long-term outcomes, limiting the ability to decide which modality is most appropriate for a given a patient.  

Methods: This observational cohort study retrospectively analysed patients with UC who underwent ESD or EMR at St Mark’s Hospital, London, between 2001 and 2021. Data collected included demographics, disease extent, dysplasia grade, procedural details, histopathology and endoscopic follow up. Primary outcomes were high-grade dysplasia or CRC. 

Results: We identified 166 dysplastic lesions on a background of UC that were removed by ER (n=137 EMR, n=29 ESD). Median follow-up time was 71.7 months, and median time to recurrence was 37.7 months. There was only 1 complication reported: delayed bleeding in an ESD patient. 

Overall recurrence rates were 10.3% post ESD and 30.0% post EMR. A multivariate logistic regression analysis was conducted to examine the predictive value of en-bloc resection, resection margins, background inflammation, lesion size and technique (EMR vs. ESD) of recurrence rate. Significant predictors of recurrence included en-bloc resection, which was associated with a 61.5% reduction in risk (p=0.004). In contrast quiescent inflammation was associated with a 49.6% decreased in recurrence(p=0.049). Dysplasia in resection margins which was associated with a 2.47-fold increased risk, but this did not reach significance (p=0.178).

In lesions <10mm we found no significant association of technique with recurrence (p=0.99), however, for lesions >10mm, we found ESD to reduce recurrence by 70.8% compared to EMR (p=0.04). Furthermore, preliminary analysis shows larger excision margins reduced neoplasia recurrence in ESD. 

Conclusion: En-bloc resection and clear resection margins result in decreased risk of recurrence. We hypothesise that this is due to field cancerization: whilst ER is successful in removing the visible dysplastic lesion, a field of the precancerous clone might remain. This underscores the importance of considering field cancerization when performing ER in UC - the aim should go beyond en-bloc resection and clear margins, potentially focusing instead on complete removal of the precancerous field. Histological clearance may not go far enough, examination of genomic biomarkers of the precancerous field could be considered.
