
WCGCCC 2014

e113Current OnCOlOgy—VOlume 22, number 2, April 2015
Copyright © 2015 Multimed Inc. Following publication in Current Oncology, the full text of each article is available immediately and archived in PubMed Central (PMC).

P R AC T I C E  G U I D E L I N E

Consensus statement: the 16th Annual 
Western Canadian Gastrointestinal  
Cancer Consensus Conference; Saskatoon, 
Saskatchewan; September 5–6, 2014

S. Ahmed md,* O. Bathe md,† S. Berry md,‡ D. Buie md,† 
J. Davies md bn msc,§ C. Doll md,† S. Dowden md,†  
S. Gill md,§ V. Gordon md,|| P. Hebbard md,|| E. Jones md,* 
H. Kennecke md,§ S. Koski md,† M. Krahn md,|| D. Le md,* 
H. Lim md phd,§ C. Lund md,§ Y. Luo md phd,*  
A. Mcffadden md,§ J. Mcghie md,§ K. Mulder md,†  
J. Park md med,|| F. Rashidi md,* A. Sami md,*  
K.T. Tan mbchb md,* and R. Wong md|| on behalf of the 
Western Canadian Gastrointestinal Cancer Group

1.2 Participants

The conference draws the participation of medical 
oncologists, radiation oncologists, colorectal and 
hepatobiliary surgeons, surgical oncologists, patholo-
gists, radiologists, and allied health professionals 
from western Canada who are involved in the care of 
patients with gastrointestinal malignancies (Table i).

1.3 Target Audience

The audience for this consensus statement are health 
care professionals involved in the care of patients 
with colorectal cancer (crc).

1.4 Basis of Recommendations

The recommendations reported here are based on 
presentation and discussion of the best available 
evidence. Where applicable, references are cited.

2. RECOMMENDATIONS

2.1 Question 1

What, if any, are the indications for first-line epider-
mal growth factor receptor inhibitor (egfri) therapy 
in RAS wild-type metastatic crc?

Recommendations: First-line egfri therapy repre-
sents an option to consider, especially in patients 
with relative contraindications to bevacizumab. The 
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1. TERMS OF REFERENCE

1.1 Purpose

The purpose of the Consensus Conference is to de-
velop the consensus opinion of oncologists and allied 
health professionals from across western Canada 
about best care practices and to improve care and 
outcomes for patients with gastrointestinal cancer.
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table i Attendees at the 16th Annual Western Canadian Gastrointestinal Cancer Consensus Conference

Name Position Site

Ahmed, Shahida Radiation oncologist Cancer Care Manitoba
Ahmed, Osama Internal medicine resident University of Saskatchewan
Ahmed, Shahid Medical oncologist Saskatoon Cancer Centre
Arnold, Florence Medical oncologist Saskatoon Cancer Centre
Beck, Gavin Hepatobiliary surgeon University of Saskatchewan
Berry, Scott Medical oncologist University of Toronto
Brigden, Malcolm Medical oncologist Jack Ady Cancer Centre
Buie, Donald Surgical oncologist University of Calgary
Chalchal, Haji Medical oncologist Saskatchewan Cancer Agency
Cheung, Winson Medical oncologist BC Cancer Agency
Chua, Neil Medical oncologist Cross Cancer Institute
Davies, Janine Medical oncologist BC Cancer Agency–

Centre for the Southern Interior
Dhaliwal, Dhali HS Medical oncologist Cancer Care Manitoba
Dhalla, Sonny General surgeon Brandon Regional Health Centre
Doll, Corinne Radiation oncologist Tom Baker Cancer Centre
Elzinga, Christine Clinical associate Tom Baker Cancer Centre
Fairchild, Alysa Radiation oncologist Cross Cancer Institute
Gordon, Vallerie Medical oncologist Cancer Care Manitoba
Groot, Gary Director of research and grad studies University of Saskatchewan

Director of surgical oncology
Haider, Kamal Medical oncologist Saskatoon Cancer Centre
Hardy, Edward Medical oncologist BC Cancer Agency
Havixbeck, Lisa Pharmacist Cancer Care Manitoba
Horsman, Susan Nurse practitioner Alberta Health Services
Johnson, Kate Radiation oncology resident Cancer Care Manitoba
Jones, Edward Clinical pathologist Regina Qu’Appelle Health Region
Kanthan, Selliah Colorectal surgeon University of Saskatchewan
Kellett, Curtis Pharmacist Cancer Care Manitoba
Kennecke, Hagen Medical oncologist BC Cancer Agency

Professional practice leader
Kim, Christina Medical oncologist Cancer Care Manitoba
Krahn, Marianne Medical oncologist Cancer Care Manitoba
Le, Lyly Medical oncologist BC Cancer Agency
Le, Duc Radiation oncologist Saskatoon Cancer Centre
Lim, Howard Medical oncologist BC Cancer Agency
Lund, Chad Radiation oncologist Fraser Valley Cancer Centre
Luo, Yigang Hepatobiliary surgeon Saskatoon Health Region
Maroun, Jean Medical oncologist The Ottawa Hospital
McConnell, Yarrow Surgical oncologist BC Cancer Agency
McGhie, John Paul Medical oncologist BC Cancer Agency
Melosky, Barbara Medical oncology BC Cancer Agency
Nashed, Maged Radiation oncologist Cancer Care Manitoba
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evidence is evolving. The decision should be made 
after discussion with the patient, with consideration 
given to quality of life and patient preference.

Expanded RAS (KRAS and NRAS) testing pro-
vides optimal patient selection and should be consid-
ered the standard of care for egfri treatment.

Summary of Evidence: Infusional folfiri (fluorouracil–
leucovorin–irinotecan) and folfox (fluorouracil–
leucovorin–oxaliplatin) have been demonstrated to 
be equal in efficacy for treatment-naïve patients with 
stage iv crc. However, the optimal first-line monoclo-
nal antibody—bevacizumab (an inhibitor of vascular 
endothelial growth factor A) or an egfri such as 
cetuximab or panitumumab—remains unclear. The 
efficacy of the egfri alone or in combination with cy-
totoxic agents has been reported in both chemothera-
py-refractory and untreated advanced crc1–5. Unlike 
bevacizumab, cetuximab and panitumumab are both 
active as single agents in chemorefractory advanced 
crc. However, the activity of the egfris is confined 
to RAS wild-type tumours; patients harboring KRAS 
mutations in codon 12 or 13 at exon 2 do not benefit 
from egfris whether given alone or in combination 
with chemotherapy6–8. A mutation in the KRAS gene 
is found in 30%–40% of crcs. In a randomized trial, 
1198 chemotherapy-naïve patients were randomized 
to folfiri with or without cetuximab. Compared with 
folfiri alone, combination treatment in patients with 
a KRAS wild-type tumour was associated with a 
significantly better median overall survival (mos): 
23.5 months versus 20 months5. Likewise, in patients 
with a KRAS wild-type tumour and chemorefractory 
disease who were treated with cetuximab, the mos 
was 9.5 months compared with 4.8 months with best 
supportive care3. Recent data have demonstrated 

that 15%–25% patients carry mutations in KRAS 
exons 3 (codon 61) and 4 (codons 117 and 146) and 
in NRAS exons 2, 3, and 4, and do not respond to 
egfris9–11. For instance, a reanalysis of the addition 
of panitumumab to folfox in the prime study in the 
KRAS, NRAS, and BRAF wild-type subgroup noted 
statistically significant improvements in progression-
free survival (pfs) and os in the panitumumab arm9. 
Furthermore, patients with a mutated RAS tumour 
experienced shorter pfs and os when treated with 
combination therapy.

At least three trials have compared first-line egfri 
or bevacizumab in combination with chemothera-
py12–14. The largest, the phase iii Cancer and Leu-
kemia Group B (calgb)/swog 80405 trial, compared 
first-line therapy with bevacizumab or cetuximab in 
combination with folfox or folfiri for patients with 
KRAS wild-type (codons 12 and 13) stage iv crc14. 
Overall, 73.4% of patients in the trial received folfox 
as the chemotherapy backbone. The preliminary re-
sults were presented at the 2014 American Society of 
Clinical Oncology annual meeting. Patients treated 
with bevacizumab experienced a mos of 29 months, 
compared with 29.9 months for those receiving cetux-
imab [hazard ratio (hr): 0.925; p = 0.34]. Median pfs 
was 10.8 months with bevacizumab and 10.4 months 
with cetuximab (hr: 1.04; p = 0.55). Approximately 
10% of the patients underwent curative surgery. The 
toxicity profiles were as expected for these agents, 
with the incidences of grades 3 and 4 rash (7% vs. 
0%) and diarrhea (11% vs. 8%) being increased in the 
cetuximab arm, and the incidences of grades 3 and 4 
hypertension (1% vs. 7%) and gastrointestinal events 
(0.5% vs. 2%) being increased in the bevacizumab 
arm. Updated patient-reported survey data about 
dermatology-specific quality of life confirmed that 

table i Continued

Name Position Site

Park, Jason Surgical oncologist Cancer Care Manitoba
Price Hiller Julie Medical oncologist Cross Cancer Institute
Rashidi, Farid Diagnostic radiologist University of Saskatchewan
Salim, Muhammad Medical oncologist Saskatchewan Cancer Agency
Sam, Veronica Clinical associate Tom Baker Cancer Centre
Sami, Amer Medical oncologist Saskatoon Cancer Centre
Sawyer, Michael Medical oncologist Cross Cancer Institute
Scarfe, Andrew Medical oncologist Cross Cancer Institute
Shewchuk, Chelsey Pharmacist Saskatoon Cancer Centre
Sollid, David Pharmacist Saskatoon Cancer Centre
Tan, K.T. Interventional radiologist University of Saskatchewan
Wong, Ralph Medical oncologist Cancer Care Manitoba
Woo, Nobby General surgeon Concordia Hospital
Zaidi, Adnan Medical oncologist Saskatoon Cancer Centre
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skin rash was a significant concern for patients (p < 
0.0001); however, the same concern was not reflected 
in the data from the European Organisation for Re-
search and Treatment of Cancer (eortc) global quality 
of life survey (p = 0.0546). When comparing efficacy 
in the two chemotherapy groups, the results were the 
same, suggesting that the chemotherapy backbone 
did not affect the overall results. The preliminary re-
sult for the expanded wild-type RAS population was 
presented at the 2014 European Society for Medical 
Oncology annual meeting. In that population, the 
mos improved to beyond 30 months. Although neither 
cetuximab nor bevacizumab, both in combination 
with chemotherapy, was noted to be associated with 
a significant difference in mos (32 months vs. 31.2 
months) or pfs, the expanded RAS population in the 
cetuximab arm experienced a higher response rate 
(68.6% vs. 53.6%, p < 0.01)15.

The smaller phase iii fire-3 trial compared 
folfiri plus either cetuximab or bevacizumab in pa-
tients with KRAS wild-type stage iv crc13. Although 
no significant differences between bevacizumab and 
cetuximab were noted with respect to response rate 
and pfs, a 3.7-month os advantage was seen with 
cetuximab. That os advantage was not seen until 
about 1 year after completion of the study therapy. 
In a preliminary report of a subsequent analysis of 
the fire-3 trial, patients with expanded wild-type 
RAS status experienced an even more pronounced 
survival benefit with cetuximab than with beva-
cizumab (mos: 33.1 months vs. 25.9 months; hr: 
0.70; p = 0.01), but no difference in pfs (median: 
10.5 months vs. 10.4 months). The investigators 
recently presented an independent radiology review 
at the 2014 European Society for Medical Oncol-
ogy annual meeting16. Based on that review, folfiri 
plus cetuximab was associated with a significantly 
higher overall response rate, a greater rate of early 
tumour shrinkage, and an increased depth of re-
sponse than was folfiri plus bevacizumab. In the 
RAS wild-type population, the overall response 
rate was 72% in the cetuximab arm and 56.1% in 
the bevacizumab arm (p = 0.003). The foregoing 
response-related outcomes might in part explain the 
significant os advantage observed with the use of 
folfiri plus cetuximab in the expanded RAS wild-
type study population.

Lastly, in a phase ii study (peak), 285 patients 
with previously untreated metastatic RAS wild-type 
crc were randomly assigned to folfox plus either 
panitumumab or bevacizumab12. Progression-free 
survival was similar in both arms, but the mos was 
significantly better with panitumumab (34 months 
vs. 24 months; hr: 0.62). When the analysis was ex-
panded to all patients with RAS wild-type tumours, 
panitumumab was associated with a significant im-
provement in pfs. The difference in mos, although 
clinically meaningful, was not statistically significant 
(41 months vs. 29 months).

Current evidence highlights the efficacy of two 
treatment options for patients with stage iv crc. Che-
motherapy plus bevacizumab or plus cetuximab are 
two potential first-line options in all patients with 
RAS wild-type advanced crc. In settings in which 
tumour shrinkage is a relevant therapeutic goal, 
egfri in combination with chemotherapy might be 
the preferable first-line option. Future information 
about treatment characteristics (duration, second-
line treatments, and so on), depth of response, and 
early tumour shrinkage from the largest first-line 
trial (calgb/swog 80405) could potentially influence 
selection of the initial therapeutic approach. Recent 
updates on patient outcomes in relation to expanded 
RAS testing strongly support all-RAS testing in mak-
ing better selections of patients for egfri.

2.2 Question 2

What is the best way to define the rectum and to deter-
mine the location of a rectal tumour in clinical practice?

Recommendations: A multimodality assessment 
incorporating both endoscopic and radiographic find-
ings is recommended if there is any question about 
the location of the tumour in the rectum compared 
with the sigmoid colon.

Standardized preoperative magnetic resonance 
imaging (mri) in combination with clinical and en-
doscopic examination by a surgeon who treats rectal 
cancer is recommended to determine the location of 
a rectal cancer for staging and treatment purposes.

Standardized synoptic reporting of the findings 
from mri is recommended. The report should assist 
a treatment decision by describing tumour location, 
depth, lymph node status, extramural vascular inva-
sion, and distance of tumour or lymph nodes to the me-
sorectal fascia (“circumferential resection margin”).

Summary of Evidence: The rectum extends from the 
anorectal junction to the sigmoid colon; it measures 
12–15 cm in length. Most studies have arbitrarily 
defined three parts of the rectum: the low rectum (up 
to 5 cm from the anal verge), the mid-rectum (5 cm 
to <10 cm), and the upper rectum (10–15 cm)17. Tu-
mours with distal extension to 15 cm or less from the 
anal margin (as measured by rigid sigmoidoscopy) 
are classified as rectal; more proximal tumours are 
classified as colonic cancer17,18.

The decision between upfront surgery and neo-
adjuvant treatment is based largely on preoperative 
locoregional staging. Magnetic resonance imaging 
and endorectal ultrasonography are both options for 
that purpose. On balance, the more recent literature 
favours the use of mri for staging, and currently, 
phased-array pelvic mri is recommended for the 
preoperative assessment of tumour location (rectal 
versus sigmoid, lower versus upper rectum), depth 
(T1 or 2 vs. T3 or T4), lymph node status (abnormal 
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nodes in the mesorectum or pelvic side wall), extra-
mural vascular invasion, and distance of tumour or 
lymph nodes to the mesorectal fascia (circumferen-
tial resection margin status). However, endorectal 
ultrasonography might provide an advantage in dif-
ferentiating the depth of invasion in early tumours 
(T1 vs. T2)19.

In prospective comparative studies using histo-
pathology, staging by mri correlated strongly with 
depth of tumour invasion (82%) and extramural 
depth of invasion (95%)20,21. Lymph nodes with a 
short axis greater than 5 mm in size or with a spicu-
lated and indistinct border or a mottled heteroge-
neous appearance are considered clinically positive. 
However, not all positive lymph nodes meet those 
criteria. A recent meta-analysis involving 1249 pa-
tients from 23 studies showed a pooled sensitivity 
of 77% and specificity of 71% for mri assessment 
of nodal involvement22. The low sensitivity with 
the use of size criteria can be explained only by the 
fact that, in rectal cancer, small lymph nodes still 
have a high prevalence of malignancy, 9% in 1-mm 
to 2-mm nodes, and 17% in 2-mm to 5-mm nodes 
respectively23. However, with improvements in mri 
techniques, staging accuracy for lymph nodes has 
increased to 91%, with a high sensitivity of 89%24. 
In radiographic assessments using mri, the point 
of peritoneal reflection can clearly be seen and is 
of variable height. Typically, tumours at or below 
the peritoneal reflexion are, by definition, rectal 
tumours. Magnetic resonance imaging is also used 
to measure the distance of a tumour from the me-
sorectal fascia or the circumferential radial margin 
(crm). Involvement of the crm is defined as a tumour 
within 1 mm of the mesorectal fascia. The mercury 
Study Group prospective trial showed 92% specific-
ity for the preoperative mri predictions of a clear crm 
with surgery21. Overall, pelvic mri is a robust tool 
(high accuracy and reproducibility) for preoperative 
staging and assessment of crm involvement.

2.3 Question 3

What are the current indications for radiotherapy (rt) 
in early-stage rectal cancer?

Recommendations: For clinically T3/4 or node-
positive rectal cancer, preoperative radiation is 
recommended.

If downstaging is required, chemoradiation (crt) 
therapy is the preferred option.

Chemoradiation therapy is recommended after 
upfront resection for patients with T3 or T4 tu-
mours, a positive circumferential margin, or lymph 
node involvement.

Low-risk stage 2 rectal cancers such as T3 le-
sions with a wide crm as defined by high-resolution 
mri should be discussed at a multidisciplinary team 
meeting for optimal management.

Summary of Evidence: Prognosis in rectal cancer 
is largely determined by TNM staging. Adjuvant 
f luorouracil-based crt has been associated with 
10%–12% reductions in the rate of local failure and 
10%–15% improvements in survival25. The status 
of the crm is an important prognostic factor for sur-
vival and local recurrence26,27. With the introduction 
of total mesorectal excision (tme), local recurrence 
rates have dropped to 10%–15% with surgery alone. 
However, the Dutch tme study showed a local control 
benefit for adding preoperative rt to tme surgery28. 
That result was subsequently confirmed by the U.K. 
Medical Research Council 07 trial, which found 
that, even in the setting of a high-quality tme, rt ap-
pears to improve local control rates29. The German 
Rectal Study Group compared preoperative crt with 
postoperative crt in patients with clinically T3/4 or 
node-positive rectal cancer. At a median follow-up 
of 46 months, the pelvic relapse rate was 6% in the 
preoperative crt group and 13% in the postoperative 
crt group30. The U.S. National Surgical Adjuvant 
Breast and Bowel Project R-03 trial (which closed 
prematurely) demonstrated better disease-free 
survival (dfs) with preoperative crt31. The German 
trial established preoperative rt as a standard treat-
ment option for T3/4 or node-positive rectal cancer. 
The eortc 22921 and French phase iii Fédération 
Francophone de Cancérologie Digestive 9203 trials 
demonstrated the benefit of combining fluorouracil-
based chemotherapy with preoperative rt by im-
proving rates of pathologic complete response and 
local control with acceptable toxicity32,33. At least 
three phase iii trials (the Swedish Rectal Cancer 
trial, the Dutch tme study, and the Medical Research 
Council trial) evaluated short-course preoperative 
rt and demonstrated improved local control with 
short-course preoperative rt followed by surgery 
compared with surgery alone28,29,34. Several random-
ized trials and a meta-analysis have evaluated the role 
of concurrent crt with conventional-fractionation 
rt. Using a 2×2 factorial design, eortc 22921 com-
pared preoperative crt with rt alone with or without 
adjuvant chemotherapy. A high rate of pathologic 
complete response and better local control with crt 
was revealed35. Two other trials, the Polish trial and 
the Trans-Tasman Radiation Oncology Group trial 
compared short-course rt (5×5-Gy fractions) with 
conventional-fractionation crt36,37. No significant 
differences were noted with respect to the rates 
of local relapse, dfs, and os. Nevertheless, a meta-
analysis of six randomized trials favoured crt38. The 
addition of concurrent chemotherapy to neoadjuvant 
rt was associated with better local control [odds ratio 
for local recurrence: 0.56; 95% confidence interval 
(ci): 0.42 to 0.75]. However, a higher rate of adverse 
effects was reported with crt (odds ratio: 3.96; 95% 
ci: 3.03 to 5.17).

The utility of preoperative high-resolution mri for 
selecting patients with T3 disease for preoperative 
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therapy based on the depth of extramural tumour 
invasion was reported in an analysis from the pro-
spective mercury trial39. The local recurrence rate for 
patients predicted to have a good-prognosis tumour 
on mri was 3%. Likewise, pooled data from 2551 pa-
tients enrolled in three North American rectal trials 
revealed that patients staged pT3N0 had a 6%–8% 
risk of local recurrence and might not derive benefit 
from adjuvant radiation40. Hence, in selected patients 
with T3N0 upper rectal cancer with clear resection 
margins and favourable prognostic features after 
upfront surgery, chemotherapy alone can be consid-
ered. Low-risk stage 2 rectal cancer such as T3 with 
a wide crm as defined by high-resolution mri should 
be discussed at a multidisciplinary team meeting for 
optimal management.

2.4 Question 4

What is the preferred adjuvant treatment in rectal 
cancer after neoadjuvant crt?

Recommendations: The decision about adjuvant 
treatment is guided largely by evidence extrapolated 
from the colon cancer literature and is based on pre-
operative staging.

For patients who received chemotherapy as part 
of long-course preoperative chemoradiotherapy, flu-
oropyrimidine-based chemotherapy with or without 
oxaliplatin for a total of 4 months is recommended.

Summary of Evidence: The use of adjuvant treatments 
in patients with rectal cancer after preoperative rt or 
crt and tme is based largely on extrapolation from 
data for colon cancer and postoperative adjuvant 
therapy before the era of neoadjuvant therapy. The 
results of a Cochrane meta-analysis support the use 
of fluorouracil-based postoperative adjuvant chemo-
therapy for patients with rectal cancer. Twenty-one 
eligible randomized controlled trials involving 9785 
patients with rectal cancer were identified. The re-
sults showed a 25% relative reduction in the risk of 
disease recurrence (hr: 0.75; ci: 0.68 to 0.83) and a 
17% reduction in the risk of death (hr: 0.83; ci: 0.76 
to 0.91) among patients treated with adjuvant chemo-
therapy41. However, preoperative crt was adminis-
tered to all patients in only one of the included trials. 
Currently, evidence about the benefit of adjuvant 
chemotherapy in patients treated with preoperative 
therapy and tme is limited42.

At least four randomized trials have evaluated 
the benefit of adjuvant chemotherapy in rectal can-
cer patients after neoadjuvant rt or crt therapy43–46. 
Although eortc failed to demonstrate a benefit for 
adjuvant chemotherapy, their trial suffered from 
substantial drop-out and dose reductions in the 
chemotherapy arm. Hence, the trial cannot be in-
terpreted as definite evidence of a lack of benefit 
for adjuvant chemotherapy in rectal cancer43. An 

Italian trial conducted between 1993 and 2003 did 
not report a survival benefit for adjuvant fluorouracil 
compared with observation alone in patients with 
clinical T3/4 rectal cancer44. The U.K. chronicle 
and Dutch proctor/script trials also evaluated the 
benefit of adjuvant chemotherapy after neoadjuvant 
therapy in stage ii and iii rectal cancer. Although 
no differences in dfs or os were seen between the 
adjuvant chemotherapy and observation groups in 
either study, both trials were closed prematurely 
because of poor patient accrual45,46. Despite nega-
tive results, the available data are insufficient to 
conclude that postoperative chemotherapy in this 
setting offers no benefit. Guidelines from the U.S. 
National Comprehensive Cancer Network and the 
European Society for Medical Oncology support 
adjuvant chemotherapy in rectal cancer47,48.

The optimal adjuvant chemotherapy in rec-
tal cancer is not known. The benefit of adjuvant 
oxaliplatin-based chemotherapy has been demon-
strated in node-positive colon cancer49,50. Three 
prospective trials evaluated oxaliplatin-based 
regimens after neoadjuvant therapy in rectal can-
cer, two of which favoured adding oxaliplatin to 
fluorouracil-based adjuvant chemotherapy51–53. 
In the German trial, patients with cT3/4 or cN+ 
rectal cancer were randomized to preoperative 
crt with or without oxaliplatin, followed by tme 
and 4 cycles of bolus fluorouracil or 8 cycles of 
adjuvant folfox. The 3-year dfs was 71.2% in the 
fluorouracil group and 75.9% in the folfox group 
(p = 0.03)51. A South Korean randomized phase ii 
trial compared adjuvant folfox with fluoroura-
cil–leucovorin in rectal cancer patients whose 
postoperative stage was ii or iii after preoperative 
crt52. At a median follow-up of 38.2 months, the 
3-year dfs was 71.6% in the folfox arm and 62.9% 
in the fluorouracil arm (hr: 0.657; p = 0.047). The 
petaac-8 trial evaluated the benefit of adjuvant 
capecitabine–oxaliplatin (capox) compared with 
capecitabine alone and reported no difference in 
3-year dfs between the two arms (75% vs. 74%, 
p = 0.78)53. However, adjuvant therapy was not 
received by 38% of patients in the capox arm and 
23% of patients in the capecitabine arm. Further-
more, only 53% of patients in the capox arm and 
68% of patients in the capecitabine arm received 
all intended adjuvant chemotherapy cycles.

Taking all the evidence together, fluoropyrimi-
dine-based chemotherapy with or without oxaliplatin 
for a total of 4 months is recommended in patients 
who received chemotherapy as part of long-course 
preoperative crt.

2.5 Question 5

What is the best sequence of treatments in patients with 
resectable primary rectal cancers and synchronous 
resectable or borderline resectable liver metastases?
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Recommendations: The best sequence of systemic 
and local therapies, including the sequencing of sur-
gery, is not well defined in patients with resectable 
primary rectal cancers and synchronous resectable 
or borderline resectable liver metastases.

For borderline resectable liver disease, upfront 
systemic therapy is a preferred option.

After discussion in a multidisciplinary team 
meeting, treatment should be individualized based 
on the extent of primary and liver disease, patient 
characteristics, and local expertise.

Summary of Evidence: The optimal sequence of 
systemic and local therapy in patients with resect-
able or borderline resectable stage iv rectal cancer 
remains unknown. Data about optimal treatment ap-
proaches in these patients is very limited. Curative 
treatment usually entails a multimodality approach, 
with surgical resection of the primary tumour and 
metastatic disease, and incorporation of systemic 
therapy with or without rt. Most primary tumours 
in patients with stage iv rectal cancer represent T3/4 
disease with regional lymph node involvement, 
which necessitates the use of rt. Furthermore, the 
need for surgical treatment at two different sites 
makes overall patient management complex, par-
ticularly with respect to sequencing surgery with 
chemotherapy and rt. Additionally, a two-stage 
approach to hepatic resection might be needed in 
the presence of multiple bilobar metastases. Sev-
eral strategies have been developed to combine the 
various treatment modalities. Initial treatment op-
tions for rectal cancer with synchronous resectable 
liver metastases include preoperative combination 
chemotherapy with or without a biologic agent, 
preoperative crt therapy, or even an upfront surgi-
cal approach.

Reports in the literature describe three ap-
proaches with respect to the appropriate timing of 
surgical resection of primary and metastatic tumours:

• Classical approach, whereby the primary is re-
sected first, and liver metastases are resected in 
a second operation

• Simultaneous approach, in which both resections 
are performed in the same procedure54

• Liver-first approach, in which the resection of 
liver metastases precedes resection of the pri-
mary tumour55,56; however, such a strategy can 
be applied only to primary tumours without 
symptoms that render the surgical management 
of the rectal site urgent (for example, obstruction 
and perforation)

A systematic review evaluating clinical studies 
compared the timing and sequence of surgical inter-
ventions in patients with synchronous liver metasta-
ses57. Despite the relatively large number of published 
studies on surgical management of synchronous liver 

metastases, no randomized controlled trials have been 
reported; all published studies are observational, 
usually retrospective, and often noncomparative. 
The review suggested that none of the three surgical 
strategies (primary first, liver first, or simultaneous) is 
inferior to the others. Another review58 suggested that 
a liver-first approach is safe and feasible in selected 
patients with crc and synchronous liver metastases. 
Based on local expertise, combined and staged sur-
geries of the primary and metastatic disease are both 
appropriate options.

Chemotherapy can be used before liver resection 
as neoadjuvant treatment between the two procedures 
and after the crc resection. Systemic chemotherapy 
can be sequenced with crt either before or after local 
treatment for the primary tumour. Radiation therapy 
should be incorporated for T3/4 or N+ rectal cancer. 
A phase ii study evaluated preoperative short-course 
pelvic rt (5×5 Gy) followed by capox in combination 
with bevacizumab before radical surgical treatment 
in patients with potentially resectable stage iv rectal 
cancer59. Radical surgical treatment was possible in 
36 of 50 patients (72%). The 2-year rates of recurrence 
and os were 64% and 80% respectively. This treatment 
scheme yielded a pathologic complete response of the 
primary tumour in 26% of patients and a pathologic 
near-complete response in 16% of patients.

For patients with resectable metastatic disease, 
oxaliplatin-based systemic therapy is the preferable 
option60. Few studies have assessed outcomes in 
patients with rectal cancer treated with neoadjuvant 
chemotherapy alone. A small retrospective study 
evaluated outcomes in patients with colon and 
rectal cancers who received preoperative folfox 
alone, either because of metastatic disease or con-
traindications to, or refusal of, rt. Of the 20 patients 
who received folfox or folfox plus bevacizumab 
without rt, 7 (35%) achieved a complete pathologic 
response. Of the 6 patients with rectal cancer who 
were treated with preoperative folfox, 2 achieved 
a complete pathologic response, and an additional 
3 experienced a 90% positive treatment effect61. In 
the setting of potentially operable liver metastases, 
a preliminary report of the epoc trial (folfox with or 
without cetuximab for 12 weeks before and 12 weeks 
after surgery) showed that the addition of cetuximab 
was associated with a significantly worse pfs (14.8 
months vs. 24.2 months) and should be avoided62.

2.6 Question 6

What is the role of liver-directed therapy in patients 
with stage iv crc with unresectable liver-only disease?

Recommendations: The role of liver-directed therapy 
in patients with stage iv crc with unresectable liver-
only disease is currently not well defined.

Such therapy can be considered in selected patients 
after discussion in a multidisciplinary team meeting.
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Summary of Evidence: Liver metastases develop in 
approximately 40% of patients with crc63. In pa-
tients with liver metastases and limited extrahepatic 
disease, local control of the liver disease can result 
in better overall survival64. Several liver-directed 
therapies have been developed to improve disease 
control. Radiofrequency ablation has been used in 
liver-limited metastatic disease as an adjunct to 
surgery or single treatment for a lesion smaller than 
3 cm. For smaller lesions, local recurrence rates with 
radiofrequency ablation are comparable to those 
with resection of the liver metastases65. Image-
guided transarterial chemoembolization (tace) is 
the procedure most commonly performed for liver 
tumours. It is also used as salvage therapy for patients 
with liver metastases from neuroendocrine tumours 
and chemorefractory crc. Other treatments such as 
transarterial chemotherapy infusion, transarterial 
embolotherapy, and radioembolization with 90Y are 
less commonly used63. More recently, a new method 
called deb-tace has been introduced, in which poly-
mer-based microparticles [drug-eluting beads (debs)] 
replace lipiodol. Compared with conventional tace, 
deb-tace enhances drug delivery to the tumour and 
significantly reduces systemic drug exposure.

Limited data suggest that hepatic arterial embo-
lization and tace can achieve disease stabilization 
in 40%–60% of treated patients, but the survival 
benefit relative to systemic chemotherapy alone is 
uncertain. Several studies suggest that conventional 
tace is associated with improved survival in patients 
with chemorefractory crc with liver metastases66,67; 
however, most studies lack a control group. Phase ii/iii 
trials using deb-tace have reported response rates of 
approximately 70%, with pfs durations of 7–8 months 
and a mos of 22–25 months68–70. Nonetheless, larger 
randomized trials are needed to confirm those results 
before it can be concluded that hepatic artery che-
moembolization provides outcomes superior to those 
with standard intravenous systemic chemotherapy.
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