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Game Changers
ORAL DRUG THERAPY – IMPROVING SURVIVAL 
IN MALIGNANT MELANOMA 

Dr CH O’Neill, Dr J Carser

Northern Ireland Cancer Centre, Belfast Health and Social 
Care Trust, Lisburn Rd, Belfast BT9 7AD

The incidence of  melanoma continues to increase. In early-
stage disease, 5-year survival rates with surgical resection 
exceed 90%, however, stage III and IV disease has a higher 
risk of recurrence after resection, and many will ultimately 
die from metastatic melanoma. Since 2012 there has been a 
rapid increase in NICE approved therapy for patients with 
metastatic melanoma, with long-term survival now a reality 
for selected patient groups. 

Novel oral agents targeting the MAP kinase pathway, 
specifically oncogenic mutations in BRAF (present in 
approximately 40% of melanomas), have enhanced 
outcomes.1, 2 Treatment with the BRAF inhibitor, dabrafenib, 
plus the mitogen-activated protein kinase kinase (MEK) 
inhibitor, trametinib, result in clinical benefit in over 90% of 
patients treated (median survival now approaching 3 years). 
This combination is routine practice in Northern Ireland, 
allowing treatment of severely unwell and symptomatic 
patients who previously may not have been suitable for 
chemotherapy, with often rapid resolution of symptoms within 
days to weeks. 

Furthermore, this therapy has shown response rates in excess 
of 50% in patients with symptomatic brain metastases, 
improving symptoms and quality of life, providing options 
where once there were few and has largely superseded whole 
brain radiotherapy in this setting.3

More recently, the adjuvant COMBI-AD trial4 reported 
that patients with completely resected BRAF mutation 
melanoma  treated with dabrafenib/trametinib for one year 
had improvement in the rate of relapse-free survival at 3 
years of  58% vs. 39% with placebo, as well as improvement 
in survival at 3 years of 86% vs 77% . BRAF/MEK inhibitors 
in the adjuvant setting are expected to enter routine clinical 
practice following regulatory approvals. 
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Barrett’s Oesophagus (BO) is a precancerous condition, 
associated with chronic gastro-oesophageal reflux, resulting 
in a change of normal squamous epithelium of the lower 
oesophagus to columnar epithelium.  In non-dysplastic BO, 
the cancer conversion rate is 0.9%/year with increasing cancer 
risk of 9.1%/year with low-grade dysplasia (LGD) and 25.6% 
risk with high-grade dysplasia (HGD) over a 3 year period.1

Within Northern Ireland, endoscopic therapy for early 
neoplastic changes has offered patients a less invasive 
treatment option with curative intent in comparison to 
the conventional surgical intervention. These include 
radiofrequency ablation (RFA) of dysplastic BO and 
endoscopic mucosal resection (EMR) for nodular BO as per 
NICE recommendations.2

All cases are carefully selected and discussed through the 
regional upper GI cancer multidisciplinary meeting prior to 
onward referral to an advanced endoscopist competent in 
performing these procedures.

To date, a total of 282 EMR’s have been successfully 
performed on visible oesophageal lesions and a total of 238 
RFA on dysplastic BO with curative intent.

These procedures are generally well tolerated with minimal 
recovery time and same day discharge. They are performed 
under conscious sedation and have much lower morbidity and 
mortality in comparison to an oesophagectomy. 

The future reduction in oesophageal cancer risk due to the 
fact BO can be eradicated highlights the importance of this 
therapeutic endoscopic intervention for the future.
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