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Beschrijving onderzoek 
Standard rectal cancer treatment in patients with locally advanced disease stage consists of 
total mesorectal excision (TME) with neoadjuvant chemoradiation (CRT), including 25x1.8-
2Gy with concurrent Capecitabine (1). The time interval between neoadjuvant CRT and 
surgery allows the tumour to downsize and varies between 6 and 12 weeks. In approximately 
15 to 20% of the patients undergoing CRT and TME, no viable cancer cells are found in the 
pathological specimen, i.e. pathological complete response (pCR) (2). In case the complete 
response is preoperatively identified by clinical examination, MRI and endoscopy, an organ-
sparing approach such as local excision or wait-and-see can be considered instead of TME 
(3,4). Several studies have shown that a prolonged time interval between CRT and surgery is 
associated with a higher complete response rate (2,5,6,7). Sloothaak et al. found, with use of 
data from the Dutch ColoRectal Audit (DCRA, before called the Dutch Surgical Colorectal 
Audit (DSCA)), an optimal time interval of 10–11 weeks from completion of CRT (7). 
Recently, a large population-based study from Italy, including 2,113 patients with locally 
advanced rectal cancer, showed that lengthening the interval to more than 13 weeks results 
in an even higher response rate (30.8% vs. 22.9% after 7-12 weeks and 12.4% after 6 
weeks) (14).  
There is little evidence on the impact of a prolonged time interval on surgical difficulty. CRT 
increases the risk of postoperative complications,  including anastomotic leakage and 
delayed perineal wound healing after abdominoperineal resection (8). A prolonged time 
interval could be beneficial as the acute inflammatory reaction induced by radiotherapy 
decreases with time. On the other hand, a longer time interval could make the dissection 
more complex because of radiation-induced pelvic fibrosis (9). A study by Garcia-Aguilar et 
al. reported more widespread pelvic fibrosis objectified by surgeons in patients with a long 
interval to surgery compared to a short interval (11 vs. 6 weeks) (10). However, no significant 
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differences in operative time, blood loss, or rates of diverting stoma, sphincter preservation, 
completeness of resection and postoperative complications were observed (10). Two studies 
reported a longer operation time after a prolonged time interval (<7 vs. >7 weeks), which may 
reflect surgical difficulty (11,12). One study reported significantly lower rate of anastomotic 
leakage and perineal wound complications in patients with a long interval (<6 vs. >6 weeks) 
(13), while in other studies no significant association was found (2).  The study of Sloothaak 
et al. reported no significant difference in completeness of resection, rate of any complication 
or mortality within 30 days between four groups of time interval (<8, 8-9, 10-11 or >11 
weeks). Nevertheless, this study did not look into surgical complications, such as 
anastomotic leakage or perineal wound infections or sphincter preservation.  
Nowadays, there is a trend towards a prolonged time interval of more than 12 weeks as 
patients have a higher chance to become eligible for organ-sparing approaches. 
Nevertheless, it remains unclear if this prolonged time interval has an beneficial or adverse 
effect on surgical difficulty. The available aforementioned data on the association between 
interval and postoperative complications derive largely from retrospective studies with small 
sample sizes, is based on different CRT regimens, used different cut-offs for time interval or 
evaluated relatively short time intervals. With this study, we aim to examine the association 
between a prolonged time interval after CRT on postoperative surgical complications after 
TME in patients with locally advanced rectal cancer with use of data from a population-based 
registry.  
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