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A randomized phase III study (LARCS) comparing preoperative radiotherapy alone versus chemoradiotherapy in non-resectable rectal cancer
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Background: Preoperative chemoradiotherapy is considered standard treatment for locally advanced rectal cancer, but there is still limited scientific evidence from randomized studies concerning the value of the chemotherapy in addition to the radiotherapy. This trial investigated if chemotherapy as part of a multidisciplinary treatment approach would improve survival and recurrence rates.

Material and methods: A randomized study of 208 patients in Norway, Sweden and Poland between 1997 and 2003 included patients with locally non-resectable (all T4) primary rectal carcinomas or local recurrences from rectal carcinomas. The patients received either preoperative radiotherapy alone (50 Gy) or chemotherapy (5 FU/leucovorin, Nordic regimen) given concurrently with the same radiotherapy schedule and for 16 weeks after surgery. Surgery was performed 6-8 weeks after the last radiation treatment. All analyses were according to intention-to-treat.

Results: 110 patients were randomized to radiotherapy alone versus 98 to chemoradiotherapy. Radical surgery was performed in 79 (72%) and 82 (83%, p = 0.07) patients and pathological CR was 8% versus 21% (p = 0.04). Local recurrences were seen in 16% versus 12% and distant metastases in 39% versus 27%. Local control, i.e. removed primary and no local recurrence was seen in 66 (60%) versus 73 (74%, p = 0.04) patients. Any grade 3-4 toxicity, mainly gastrointestinal, was seen in 5/110 (5%) and 37/98 (38%), respectively. There were no toxic deaths. Postoperative morbidity and mortality did not differ between groups. Disease-free survival (50% versus 65% at 5 years, log-rank p = 0.05), cancer-specific survival (50% versus 70%, p = 0.03) and overall survival (50% versus 63%, p = 0.1) all favoured the chemoradiotherapy group.

Conclusions: Preoperative chemoradiotherapy results in downstaging, improved resectability and local control in non-resectable rectal cancer versus radiotherapy alone. After a minimum follow-up of one year (median approximately 3 years) there is a marked difference in disease-free and cancer-specific survival (70% at 5 years in the combined treatment group). More grade 3-4 toxicity was seen in the chemoradiotherapy group, but the treatment was generally well tolerable.

