Clinics in Surgery

Editorial
Published: 05 May, 2017

3

Organ Preservation for Early Rectal Adenocarcinoma: The
OPERA EuropeanTrial to Bring Robust Evidence

OPEN ACCESS

*Correspondence:

Jean-Pierre Gerard, Department

of Radiotherapy, Centre Antoine-
LACASSAGNE, Nice - France. Tel: 33-
6-69-39-98-29;

E-mail: jean-pierre.gerard@nice.
unicancer.fr

Received Date: 23 Feb 2017
Accepted Date: 29 Apr 2017
Published Date: 05 May 2017

Citation:

Gerard JP, Benezery K, Evesque

L, Doyen J. Organ Preservation for
Early Rectal Adenocarcinoma: The
OPERA EuropeanTrial to Bring Robust
Evidence. Clin Surg. 2017; 2: 1465.

Copyright © 2017 Gerard JP. This is
an open access article distributed under
the Creative Commons Attribution
License, which permits unrestricted
use, distribution, and reproduction in
any medium, provided the original work
is properly cited.

Gerard JP**, Benezery K?, Evesque L? and Doyen J*
‘Department of Radiation Oncology, Nice Sophia-Antipolis University, France

2Department of Medical Oncology, Nice Sophia-Antipolis University, France

Editorial
Surgery: cornerstone of rectal cancer treatment ... BUT!

The curative treatment of rectal cancer is based on radical TME surgery. It is well admitted that
abdomino-pelvic-resection (APR) is a severe body mutilation due to permanent stoma. More and
more it is recognized that even low anterior resection (LAR) is not providing a very good quality
of life because the LAR syndrome is often present and distressful [1]. For that reason a new way
of clinical research is aiming at curing rectal cancer with organ preservation and many expert
colorectal surgeons are asking the question: “When not to perform radical TME surgery?” [2].

Habr Gama and the “Watch & Wait” data base

Habr Gama was the first surgeon to question the use of TME surgery when after neoadjuvant
treatment, radiotherapy and more recently chemoradiotherapy (nCRT), a pathological complete
response was seen on the operative specimen. She developed an original strategy called “Watch &
Wait”. After nCRT a careful surveillance is performed mainly with digital rectal examination (DRE),
rectoscopy and imaging (MRI, endorectal ultrasonography-ERUS). In case of CLINICAL complete
response (cCR) a simple surveillance is proposed without any surgery (or with local excision for
some institutions). This strategy is becoming adopted by many colorectal departments in the world.
Majority of data of this strategy are collected in the IWWD (International watch and wait data
base). Out of 756 patients registered [3] and with the Habr Gama data [4] the results achieved when
treating T2-3 MO patients are: a cCR is observed in nearly 40% of patients and at 3 years the local
recurrence rate is close to 30%. Most of local recurrences are in the rectal wall and less than 5% in
the peri-rectal lymph nodes. Such recurrences can usually be salvaged using TME surgery. It is not
proven that these recurrences do not compromise survival.Contact X-ray brachytherapy (CXB):
Safe and efficient to achieve cCR.This technique using a trans-anal endoscopic brachytherapy with
superficial 50 kV X-rays was pioneered in the 1970s by Papillon who achieved a 90% local control
with CXB when treating T1NO tumors [5]. Further experiences gained in Lyon showed that similar
high control rate with good bowel function could be achieved when combining for T2 -T3 NO
<4 cm diameter CXB and External beam radiotherapy(EBRT) [6]. The Lyon R96-02 randomized
trial is the only trial which has demonstrated that when adding CXB to EBRT it was possible to
achieve more cCR in T2-3 (29% vs. 2%) which translates at 10 years into more sphincter and organ
preservation with no severe toxicity [7,8].

Renaissance of CXB

In the late 1990s no more CXB machine was manufactured. It was only in 2010 that a British
company designed new 50kV systems called Papillon 50™. At the present time 11 Papillon 50 are
used in Europe in 5 different countries to treat rectal cancer and this treatment is officially recognized
as efficient for rectal cancer by national authorities (HAS in France and NICE in UK). Main
results for organ preservation in T2T3 tumors treated with nCRT (45Gy to 50 Gy with concurrent
capecitabine) and a CXB boost (90 Gy in 3 fractions) come from France [9] and UK [10,11]. Out
of more than 300 treated patients during 2003-2016, a cCR was achieved in nearly 85% of patients
and a local recurrence was seen in less than 15% with a good bowel function and no severe toxicity.

OPERA trial to bring the evidence

The improved results in terms of organ preservation achieved with CXB are explained by two
reasons. First it is now well documented that rectal adenocarcinoma is a quite radio-resistant tumor.
In order to sterilized (only) 50% of T3 tumors a mean dose of 92 Gy is necessary [12]. Only using
CXB such a high dose can be delivered to the tumor without exceeding rectal tolerance. Second,
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when the tumor’s volume is large (diameter > 5cm) the chances of
cCRare <10% [13]. To hope for a good chance of organ preservation
it is necessary to select strictly T2 or early T3a-b with no perirectal fat
infiltration more than 5 mm in depth. Such tumors can be selected
using MRI or ERUS. For decision making it is recommended to
follow the ESMO guidelines and the sub-classification of T3 tumors
into “good, bad and ugly” [14,15]. The OPERA randomized trial (ID-
RCB:2014:A01851-46) is testing the hypothesis that adding a CXB
boost to nCRT will improve organ preservation at 3 years (main end-
point of the trial) from 20% to 40% (HR: O.56). Inclusion criteria are:
operable patient, T2 T3a-b NO MO distal-middle rectum. Tumor less
than 5 cm in largest diameter. All the patients will receive nCRT (45
Gy+ capecitabine) and randomization will be between a boost with
EBRT (9 Gy/1 week)) or CXB (90 Gy/3 fractions). On week 14 after
start of treatment all the patients will undergo a careful assessment
of tumor response (DRE, Rectoscopy, MRI, etc.). In case of cCR a
W&W (or local excision) will be proposed and a TME surgery will be
performed in case of partial response. The trial is promoted by Centre
Antoine Lacassagne in Nice and first patient was included in July
2015. At present time 35 patients have been included in France. UK,
Sweden, Switzerland will accrue patients before June 2017. A total of
236 patients will be included before end of 2019[16].

Conclusion

Organ preservation is becoming one of the main fields of research
for rectal cancer treatment. The key point is to achieve cCR after
neoadjuvant treatment. Evaluation and definition of cCR are crucial
to make an optimal decision. Watch means to perform rectoscopy at
regular (and close) intervals. This clinical exam is becoming a must
for the radiation oncologists to perform CXB and is probably the
more reliable (with the “bioprobe” i.e., DRE) to assess cCR.

References

1. Emmertsen K], Laurberg S. Low anterior resection syndrome score:
development and validation of a symptom-based scoring system for
bowel dysfunction after low anterior resection for rectal cancer. Ann Surg.
2012;255(5):922-8.

2. Heald RJ, Beets G, Carvalho C. Report from a consensus meeting: response
to chemoradiotherapy in rectal cancer - predictor of cure and a crucial
new choice for the patient: On behalf of the Champalimaud 2014 Faculty
for 'Rectal cancer: when NOT to operate'. Colorectal Dis. 2014;16:334-7.

3. Beets GL, Figueiredo NL, Habr-Gama A, van de Velde CJ. A new paradigm
for rectal cancer: Organ preservation: Introducing the International Watch
& Wait Database (IWWD). Eur ] SurgOncol. 2015;41(12):1562-4.

4. Habr-Gama A, Gama-Rodrigues J, Sdo Julido GP, Proscurshim I, Sabbagh
C, Lynn PB, et al. Local recurrence after complete clinical response and
watch and wait in rectal cancer after neoadjuvantchemoradiation: impact
of salvage therapy on local disease control. Int J RadiatOncolBiol Phys.
2014;88(4):822-8.

10.

11.

12

13.

14

1

w

16.

Papillon J. Intracavitary irradiation of early rectal cancer for cure. A series
of 186 cases. Cancer. 1975;36(2):696-701.

Gerard JP, Romestaing P, Chapet O. Radiotherapy alone in the curative
treatment of rectal carcinoma. Lancet Oncol. 2003;4:158-66.

Gerard JP, Chapet O, Nemoz C, Hartweig ], Romestaing P, Coquard R, et
al. Improved sphincter preservation in low rectal cancer with high-dose
preoperative radiotherapy: the lyon R96-02 randomized trial. ] ClinOncol.
2004;22 (12):2404-9.

Ortholan C, Romestaing P, Chapet O, Gerard JP. Correlation in rectal
cancer between clinical tumor response after neoadjuvant radiotherapy
and sphincter or organ preservation: 10-year results of the Lyon R 96-02
randomized trial. Int ] RadiatOncolBiol Phys. 2012;83(2):e165-71.

Frin AC, Evesque L, Gal ], Benezery K, Frangois E, Gugenheim J, et al.
Organ or sphincter preservation for rectal cancer. The role of contact
X-ray brachytherapy in a monocentric series of 112 patients. Eur ] Cancer.
2017;72:124-36.

Dhadda AS, Martin A, Killeen S, Hunter IA. Organ Preservation Using
Contact Radiotherapy for Early Rectal Cancer: Outcomes of Patients
Treated at a Single Centre in the UK. ClinOncol (R CollRadiol).
2016;29(3):198-204.

Sun Myint A. Contact radiotherapy for elderly patients with early low
rectal cancers. Br ] Hosp Med (Lond). 2013;74:391-6.

Appelt AL, Plgen ], Vogelius IR, Bentzen SM, Jakobsen A. Radiation
dose-response model for locally advanced rectal cancer after preoperative
chemoradiation therapy. Int ] RadiatOncolBiol Phys. 2013;85(1):74-80.

Gérard JP, Chamorey E, Gourgou-Bourgade S, Benezery K, de
Laroche G, Mahé MA, et al. Clinical complete response (cCR) after
neoadjuvantchemoradiotherapy and conservative treatment in rectal
cancer. Findings from the ACCORD 12/PRODIGE 2 randomized trial.
RadiotherOncol. 2015;115(2):246-52.

. Glimelius B, Tiret E, Cervantes A, Arnold D, ESMO Guidelines Working

Group. Rectal cancer: ESMO Clinical Practice Guidelines for diagnosis,
treatment and follow-up. Ann Oncol. 2013;24(6):vi81-8.

. Gérard JP, André T, Bibeau F, Conroy T, Legoux JL, Portier G, et al.

Rectal cancer: French Intergroup clinical practice guidelines for diagnosis,
treatments and follow-up (SNFGE, FFCD, GERCOR, UNICANCER,
SFCD, SFED, SFRO). Dig Liver Dis. 2017;49(4):359-67.

Maas M, Lambregts DM, Nelemans PJ, Heijnen LA, Martens MH, Leijtens
JW, etal. Assessment of Clinical Complete Response AfsterChemoradiation
for Rectal Cancer with Digital Rectal Examination, Endoscopy, and MRI:
Selection for Organ-Saving Treatment. Ann SurgOncol. 2015;22(12):3873-
80.

Remedy Publications LLC., | http://clinicsinsurgery.com/

2017 | Volume 2 | Article 1465


https://www.ncbi.nlm.nih.gov/pubmed/22504191
https://www.ncbi.nlm.nih.gov/pubmed/22504191
https://www.ncbi.nlm.nih.gov/pubmed/22504191
https://www.ncbi.nlm.nih.gov/pubmed/22504191
https://www.ncbi.nlm.nih.gov/pubmed/24725662
https://www.ncbi.nlm.nih.gov/pubmed/24725662
https://www.ncbi.nlm.nih.gov/pubmed/24725662
https://www.ncbi.nlm.nih.gov/pubmed/24725662
http://www.ncbi.nlm.nih.gov/pubmed/26493223
http://www.ncbi.nlm.nih.gov/pubmed/26493223
http://www.ncbi.nlm.nih.gov/pubmed/26493223
https://www.ncbi.nlm.nih.gov/pubmed/24495589
https://www.ncbi.nlm.nih.gov/pubmed/24495589
https://www.ncbi.nlm.nih.gov/pubmed/24495589
https://www.ncbi.nlm.nih.gov/pubmed/24495589
https://www.ncbi.nlm.nih.gov/pubmed/24495589
http://www.ncbi.nlm.nih.gov/pubmed/1157030
http://www.ncbi.nlm.nih.gov/pubmed/1157030
https://www.ncbi.nlm.nih.gov/pubmed/12623361
https://www.ncbi.nlm.nih.gov/pubmed/12623361
https://www.ncbi.nlm.nih.gov/pubmed/15197202
https://www.ncbi.nlm.nih.gov/pubmed/15197202
https://www.ncbi.nlm.nih.gov/pubmed/15197202
https://www.ncbi.nlm.nih.gov/pubmed/15197202
https://www.ncbi.nlm.nih.gov/pubmed/22579379
https://www.ncbi.nlm.nih.gov/pubmed/22579379
https://www.ncbi.nlm.nih.gov/pubmed/22579379
https://www.ncbi.nlm.nih.gov/pubmed/22579379
http://www.ncbi.nlm.nih.gov/pubmed/28027515
http://www.ncbi.nlm.nih.gov/pubmed/28027515
http://www.ncbi.nlm.nih.gov/pubmed/28027515
http://www.ncbi.nlm.nih.gov/pubmed/28027515
https://www.ncbi.nlm.nih.gov/pubmed/27726909
https://www.ncbi.nlm.nih.gov/pubmed/27726909
https://www.ncbi.nlm.nih.gov/pubmed/27726909
https://www.ncbi.nlm.nih.gov/pubmed/27726909
https://www.ncbi.nlm.nih.gov/pubmed/24159641
https://www.ncbi.nlm.nih.gov/pubmed/24159641
https://www.ncbi.nlm.nih.gov/pubmed/22763027
https://www.ncbi.nlm.nih.gov/pubmed/22763027
https://www.ncbi.nlm.nih.gov/pubmed/22763027
https://www.ncbi.nlm.nih.gov/pubmed/25921382
https://www.ncbi.nlm.nih.gov/pubmed/25921382
https://www.ncbi.nlm.nih.gov/pubmed/25921382
https://www.ncbi.nlm.nih.gov/pubmed/25921382
https://www.ncbi.nlm.nih.gov/pubmed/25921382
https://www.ncbi.nlm.nih.gov/pubmed/24078665
https://www.ncbi.nlm.nih.gov/pubmed/24078665
https://www.ncbi.nlm.nih.gov/pubmed/24078665
http://www.ncbi.nlm.nih.gov/pubmed/28179091
http://www.ncbi.nlm.nih.gov/pubmed/28179091
http://www.ncbi.nlm.nih.gov/pubmed/28179091
http://www.ncbi.nlm.nih.gov/pubmed/28179091
https://www.ncbi.nlm.nih.gov/pubmed/26198074
https://www.ncbi.nlm.nih.gov/pubmed/26198074
https://www.ncbi.nlm.nih.gov/pubmed/26198074
https://www.ncbi.nlm.nih.gov/pubmed/26198074
https://www.ncbi.nlm.nih.gov/pubmed/26198074

	Title
	Editorial
	Renaissance of CXB
	OPERA trial to bring the evidence

	Conclusion
	References

