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Background: Total neoadjuvant therapy (TNT) is a 
new therapeutic strategy for locally advanced rectal 
cancer, whereby systemic neoadjuvant chemotherapy and 
concurrent chemoradiotherapy are delivered preoperatively. 
This may increase pathological downstaging and eradication 
of micro-metastases. There is little data on medium-term 
survival outcomes of TNT. This study aimed to determine 
differences in rates of local recurrence, disease-free and 
overall survival between patients receiving TNT vs. 
standard neoadjuvant chemoradiotherapy (nCRT). 
Methods: An institutional colorectal oncology database 
was interrogated from inception [2009] to November 2022. 
Inclusion criteria comprised patients with a histologically 
confirmed rectal cancer diagnosis who received TNT or 
standard nCRT. Exclusion criteria comprised patients 
with distant metastases at presentation, those treated with 
palliative intent and those with a non-colorectal primary. 
The logrank test was used to generate time-to-event curves 
for local recurrence, disease-free and overall survival. 
Results: A total of 146 cases were eligible and included 
in the final analysis (standard nCRT, n=107, TNT, n=39). 
Mean follow-up was 38 months (range, 1–166 months). 
No significant difference was detected for any oncological 
outcome including local recurrence (P=0.08, HR 2.24, 95% 
CI: 0.28–17.63), disease-free survival (P=0.11, HR 2.1, 95% 

CI: 0.59–7.73) or overall survival (P=0.2201, HR 1.46, 95% 
CI: 0.36–5.86) rates between the TNT and nCRT cohorts.
Conclusions: In this series, TNT demonstrated non-
inferiority to standard neoadjuvant chemoradiotherapy with 
respect to medium-term oncological outcomes. However, 
given the small numbers in this cohort, outcomes from 
larger scale datasets will be required to confirm these 
results. 
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