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Main conclusions from new evidence

Capecitabine or tegafur with uracil (and folinic acid), to be taken by mouth, should
be among the first options considered for a person with metastatic colorectal
cancer. Guideline recommends that outside a clinical trial, the choice of an
appropriate regimen includes continuous infusional flourouracil (Lokich), FUFA
infusion (de Gramont) or capecitabine (A). Evidence on tegafur/uracil was awaited.

Two reviews found that there is no conclusive evidence that surveillance
colonoscopy prolongs survival in patients with extensive colitis. The guideline
recommends that patients with left-sided colitis or pancolitis of 10 years duration
should undergo three yearly colonoscopy with mucosal biopsies and biopsy of any
suspicious lesions and that the frequency of examination should increase to yearly
when the disease has been present for 20 years, or when indeterminate dysplasia
has been diagnosed (D).

One review suggests that f the long-term oncological results of laparoscopic and
conventional resection of colonic carcinoma show equivalent results, the
laparoscopic approach should be preferred in patients suitable for this approach to
colectomy. Another shows that laparoscopic colectomy appears to be more
expensive and to take longer than traditional open surgery. There is a good practice
point that says laparoscopic surgery can be considered for colorectal cancer.

No apparent differences in quality of life are found in rectal cancer patients with a
permanent stoma when compared to non-stoma patients. Guideline says that
patients who require stoma formation generally experience more problems than
those who do not, without citing evidence. There are no recommendations about
stoma and Qol.

There was evidence from three pooled RCTs that ASA significantly reduces the
recurrence of sporadic adenomatous polyps after one to three years. There is
evidence from short-term studies to support regression, but not elimination or
prevention of CRAs in FAP. No recommendations made whilst waiting for long
term toxicity data.

There is an overall survival benefit for intensifying the follow-up of patients after
curative surgery for colorectal cancer. It is not possible to infer from the data the
best combination and frequency of clinic (or family practice) visits, blood tests,
endoscopic procedures and radiological investigations. There is a good practice
points that says colonoscopic follow up after curative resection for colorectal
cancer should be carried out as for adenomatous polyps (ie 3-5 years depending on
presence of adenomas).

There is no convincing evidence that mechanical bowel preparation is associated
with reduced rates of anastomotic leakage after elective colorectal surgery. There is
evidence that this intervention may be associated with an increased rate of
anastomotic leakage and wound complications. The dogma that mechanical bowel
preparation is necessary before elective colorectal surgery should be reconsidered.
Mechanical bowel preparation before colorectal surgery cannot be recommended
as routine. The guideline acknowledges that there is no evidence that bowel
preparation confers benefit, but finds that the quality of evidence suggesting no
effect is too weak to make a definitive statement that it is not necessary. There is a
good practice point suggesting that the decision to use bowel preparation must be
individualised according to the patient’s need and the surgeon’s experience.

The optimal VTE prophylaxis in colorectal surgery is the combination of graduated
compression stockings and low-dose unfractionated heparin. The unfractionated
heparin can be replaced with low molecular weight heparin. The guideline
recommends that patients undergoing surgery for colorectal cancer should have
venous thomboembolism prophylaxis (A), but refers readers to the SIGN VTE
guideline for details on how.




= CT colonography should only be used in research protocols, or when other
accepted screening methods are not appropriate, until heterogeneity is more clearly
explained and CT colonography is found to be sensitive. Guideline recommends a
CT pneumocolon as a sensitive test for colorectal cancer, where the radiological
expertise and equipment exist (D).

New areas that could be added to the
guideline

= Capecitabine or tegafur with uracil (and folinic acid) in metastatic colorectal cancer
= Stoma and quality of life

= The optimal VTE prophylaxis in colorectal surgery

Summary of the recommendations that

= Effect of surveillance colonoscopy on survival

could be updated = Role of laparoscopic surgery

» Role of NSAIDs and aspirin
= follow-up of patients after curative surgery for colorectal cancer

= mechanical bowel preparation

Please answer the following questions as fully as possible:

Name, designation, organisation:

Other: 2 Academics: 2 Consultant: 4

1@@) Is there still a requirement for an evidence-based guideline on this topic?

Yes

=8

1(b)  If no, should the guideline be withdrawn?

2(@) Do you agree with the assessment of the impact of the new evidence and its likely effect on recommendations?

No =1

Yes = 7

| think there is much more evidence that require review in the field of non-surgical approaches. There have been a
number of pivotal phase Ill trials published which have altered clinical management and they are not listed in the
current revision summary

With regard to laparoscopic surgery facts have shown no detriment. NICE have said laparoscopic colonic surgery should
be offered where appropriate

While | agree with the assessment of the impact of the new evidence and its likely effect on the recommendations as far
as it goes | believe that there is a substantial body of evidence in both surgical and non-surgical approaches to colorectal
cancer. In particular there have been a number of important phase I trials which have altered clinical management
and which are not mentioned in this document.

2(b)  Based on the information given above, and your own clinical judgement, does the guideline require revision in the light of
new evidence? Please give details.

Yes = 7
No =1
New agents, such as monoclonal antibodies merit review, the role of adjuvant chemotherapy for node negative patients,

the role of peri-operative chemotherapy for patients with respectable liver metastases, the use of combination
chemotherapy as first line therapy

The chapter on chemotherapy and radiotherapy requires total revision as significant sections don’t reflect current
evidence and practice. Data from the Mosaic study and NSABP-07 establish the role of oxaliplatin based combination
chemo in adjuvant setting. There role of combination chemotherapy in advanced disease is now considerably broader
than in the guideline. The are data from multiple sources including the MRC Focus study results. There requires to be a
section on the role or otherwise of the newer biological agents such as cetuximab and bevacizumab (irrespective of
NICE/SMC advice). MRC trial CRO7 on short course preop radiotherapy has been presented and is likely to be published
within the time frame of any review of the guideline as well as further data which have been published from the Dutch
TME radiotherapy study. Section 7.1 on preop staging doesn’t reflect current practice and any revision needs to
include data from the MERCURY study and probably broadened to include an assessment of the data on PET scanning.
As mentioned in SIGN conclusions the section on follow up merits review.

Clinically a very high profile and important area. The guideline must be seen to be contemporary and relevant even if
there are only relatively modest changes

Need to review laparoscopic colorectal surgery practice point in light of above

| believe that the guideline does require revision in the light of new evidence, particularly related to radiotherapy for
rectal cancer, adjuvant chemotherapy for colorectal cancer, perioperative chemotherapy for patients with liver
metastases, the use of new biological agents, new evidence in terms of lifestyle factors and chemoprevention and finally
| believe account needs to be taken of the National Screening Programme and more robust guidance is needed in this
area.




3 Please list any additions to the remit of the guideline that you think would be beneficial

= See above

As mentioned above | believe that the guideline should be extended to include detailed recommendations on
population screening.

®  Data on newer regimens is available e.g XELOX. These data were presented at ASCO 2007 (J Cassidy et al. Journal of
Clinical Oncology, 2007 ASCO Annual Meeting Proceedings Part I. Vol 25, No. 18S (June 20 Supplement), 2007:
4030). This is likely to be published soon and will be submitted to SMC in Q1 2008. Consideration should be given to
including reference to such newer regimens in the guideline.

4 Please tick your preferred option for reviewing this guideline

a. there is no new evidence that will affect existing recommendations and the guideline should not be
reviewed at this time

b. some recommendations will change in the light of the new evidence and selected elements of the 5
guideline should be reviewed
c. the entire guideline should be reviewed 2

the guideline should be withdrawn

Thank you very much for taking part in this consultation.
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