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Editorial

Surgery is and will remain the major curative treatment for rectal
cancer. Permanent stoma after abdomino-perineal resection (APR) is
becoming unusual but even after low anterior resection (LAR) the
quality of life is often poor due to bowel movement dysfunction. First
line radiotherapy or chemoradiotherapy (CRT) is becoming a popular
way of research to achieve clinical complete response (cCR) and organ
preservation. Papillon [1] in the 1970s was one of the first to achieve
cCR and long term local control using contact X ray brachytherapy
(CXB) for TINO and Habr Gama [2] using CRT for T2-3 popularized
in the 1990s watch and wait (W-W) after cCR. The Lyon R 90-01
randomized trial [3,4] demonstrated that a CXB boost combined with
external beam radiotherapy (EBRT) was able for T2 T3 < 5 cm distal
rectum in operable patients to increase sphincter and organ
preservation.

Presently the world reference for organ preservation is Habr Gama
regimen with CRT: 54 Gy with capecitabine. Using this protocol for
T2-3 tumor the rate of cCR is between 15 to 40% (depending on tumor
size, stage and interval before response evaluation) and the rate of local
relapse after W-W is around 25-30% [5-7]. Such an approach is
considered as a good option in the ESMO guideline [8]. As rectal
adenocarcinoma is quite a radioresistant tumor [9] combining CRT
with a CXB boost is an attractive way of research to increase organ
preservation. With this combined treatment results achieved in France
and UK since 2002 [10-12] show a rate of cCR for T2 T3 <5 cm of >
75% and local relapse in less than 15% of cases with good bowel
function. Relapse in the perirectal nodes are <5%.

To demonstrate that a CXB boost is increasing safely the chance of
organ preservation the European OPERA trial (ID-RCB 2014-A0
1851-46) was launched in June 2015. Main Inclusion criteria using
mainly colonoscopy and MRI: Adenocarcinoma (well-moderately
differentiated) T2 T3 a-b <5 cm, NO, M0 distal-middle rectum,
operable patient. All the patients received CRT (45 Gy/5 weeks) with
concurrent capecitabine (825 mg/ m2 BID). Randomization is between
boost with either EBRT (9 Gy/1 week) or CXB (90 Gy/3 fractions).
Tumor response (Digital examination, rectoscopy, MRI) is made on
week 14 after start of treatment. If cCR is achieved surveillance or local
excision is proposed. In case of partial response TME is performed.
End point is organ preservation at 3 years and the hypothesis is to
increase organ preservation from 20% to 40% in the CXB group (HR:
0.56). Inclusion of 236 patients should end in 2019 with patients from
France, UK, Sweden and Switzerland.

Some other trials (Greccar 12, Star-Tec, Prospect) are testing the
possibility to achieve organ preservation using CRT and neoadjuvant
chemotherapy. A key point for success is the tumor selection. If large
T3 (>4 cm, T3c-d) are included the chance of cCR with CRT alone is

less than 15% [13]. On the other hand if T2 and “early” T3 are selected
a CRT with CXB boost can achieve a high rate of long term local
control and as in anal canal squamous cell carcinoma a planned organ
preservation can be proposed to frail patients or if any TME surgery is
refused. Long term surveillance is needed as it is possible to see local
failure after 5 years which can still be salvaged. A rate of local failure
below 15% is the goal if this conservative strategy is not to compromise
survival.

As always only randomized trials will bring strong evidence that this
combined treatment is providing good and safe organ preservation and
could be considered not only as an option but as a standard.
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