Developments in early rectal cancer treatment
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Bowel cancer screening will change how rectal cancer
presents. Data from the two UK pilots has shown
that 49—62% of screen-detected tumours are ‘early’
(pT1-2NOMO; Stage I) [1,2]. Radical total mesorectal
excision (TME) offers high rates of cure for early
rectal cancer; only 3—6% of patients subsequently
relapse [3-5]. There are concerns, however, that rad-
ical surgery, which evolved to treat locally advanced,
symptomatic tumours, may not be the optimal method
of treatment for early (screen detected) tumours.

TME surgery is associated with iatrogenic effects
such as pain, infection, incontinence, impotence and
occasionally death. Six-month mortality following
radical curative surgery for rectal cancer is 4.6% for
patients aged 65—74 years and 13.4% for patients aged
75—-84 years according to the Netherlands registry
and RCT data collated since 1990 [6]. The Dutch
TME trial reported clinical bowel leaks in 16%
of non-irradiated subjects [7]. Pelvic dissection may
cause autonomic nerve damage despite the advent of
nerve sparing techniques, leading to urinary (25—-34%)
and sexual dysfunction [8,9]. More than half of all
patients experience some form of faecal incontinence
following TME, and 30—40% suffer daily symptoms of
urgency, incomplete emptying and stool frequency [9,
10]. Three prospective cohort studies have examined
health related quality of life scores following rectal
cancer surgery [11-13]. Each demonstrated persis-
tently poor social, role, body image and defaecation
scores.

The question remains whether this level of sur-
gical morbidity and mortality is necessary for the
satisfactory treatment of early rectal cancer? Local
treatment, with radical therapy salvage in the event
of recurrence, could be safer and functionally far
superior without substantially compromising cancer
survival. We believe that the literature supports use
of downstaging radiotherapy and local excision as an
alternative to radical surgery for curative treatment of
selected rectal cancers.

Local excision alone may be curative for the
majority of early tumours; however, recurrence rates
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of 10-30% amongst higher risk lesions are unaccept-
able [14]. There is currently no means to precisely
identify cases that later recur following local excision.
Selective post-operative radiotherapy for all tumours
with less favourable histopathological characteristics
does not produce satisfactory outcomes [14,15].

It seems probable that a strategy of organ preserva-
tion using downstaging radiotherapy with a long inter-
val to transanal endoscopic microsurgery (TEMS) may
produce substantial benefits in terms of reduced mor-
bidity and mortality with long lasting improvements
in quality of life. Due to low toxicity, short course
pre-operative radiotherapy (SCPRT) is an attractive
treatment choice for these early tumours [16,17].
Preliminary data suggest high rates of downstaging
following SCPRT if surgery is delayed, in both early
and advanced disease [17,18].

While this strategy would not be expected to pro-
duce an oncological improvement over radical surgery,
widespread benefits are likely to outweigh a small
increased risk of recurrence. Limited literature using
pre-operative radiation with a long interval to local
excision for T1 and T2 tumours would suggest that
recurrence rates are low [17,19,20]. Indeed recurrence
rates following organ preservation may be no higher
than the combined rate of perioperative mortality and
recurrence in radically treated subjects. Further im-
provements in surveillance following local treatment
will optimise successful radical therapy salvage.

The TREC study (Transanal endoscopic micro-
surgery and Radiotherapy in Early rectal Cancer) is a
randomised late phase II trial for T1I-2NOMO rectal
cancer defined according to MRI and ERUS. It will
compare radical TME surgery (current gold standard)
versus SCPRT and delayed local excision using TEMS
at 810 weeks. This feasibility study will assess
recruitment and provide estimates of safety/efficacy in
order to refine the design of a large, multicentre phase
IIT trial.
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