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1 Person with advanced or metastatic colorectal cancer

In this guidance advanced cancer is defined as cancer that is either metastatic or locally

invasive to the extent that surgical resection with curative intent is unlikely to be carried out.

2 Treatment decisions

Prioritise treatment to control symptoms if at any point the patient has symptoms from the

primary tumour.

If both primary and metastatic tumours are considered resectable, anatomical site-specific

multidisciplinary teams should consider initial systemic treatment followed by surgery, after full

discussion with the patient. The decision on whether the operations are done at the same time

or separately should be made by the site specialist multidisciplinary teams in consultation with

the patient.

3 Imaging to identify and assess metastases

Hepatic metastases

If the CT scan shows metastatic disease only in the liver and the patient has no

contraindications to further treatment, a specialist hepatobiliary multidisciplinary team should

decide if further imaging to confirm surgery is suitable for the patient – or potentially suitable

after further treatment – is needed.

SonoVue for contrast-enhanced ultrasound imaging of the liver

The following recommendation is an extract from NICE diagnostics guidance on SonoVue

(sulphur hexafluoride microbubbles) – contrast agent for contrast-enhanced ultrasound imaging

of the liver.

Contrast-enhanced ultrasound with SonoVue is recommended for investigating potential liver

metastases in adults:

if CT is not clinically appropriate, is not accessible or is not acceptable to the person, and

in whom an unenhanced ultrasound scan is unsatisfactory and contrast is needed for
further diagnosis.
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Extrahepatic metastases

Offer contrast-enhanced CT of the chest, abdomen and pelvis to patients being assessed for

metastatic colorectal cancer.

If intracranial disease is suspected, offer contrast-enhanced MRI of the brain. Do not offer

imaging of the head, neck and limbs unless involvement of these sites is suspected clinically.

Discuss all imaging with the patient following review by the appropriate anatomical site-specific

multidisciplinary team.

If the CT scan shows the patient may have extrahepatic metastases that could be amenable to

further radical surgery, an anatomical site-specific multidisciplinary team should decide whether

a PET-CT scan of the whole body is appropriate.

If contrast-enhanced CT suggests disease in the pelvis, offer an MRI of the pelvis and discuss

in the colorectal cancer multidisciplinary team.

If the diagnosis of extrahepatic recurrence remains uncertain, keep the patient under clinical

review and offer repeat imaging at intervals agreed between the healthcare professional and the

patient.

Quality standards

The following quality statement is relevant to this part of the interactive flowchart.

6. Imaging hepatic metastases

4 Chemotherapy for advanced and metastatic disease

Oxaliplatin and irinotecan with fluoropyrimidines

When offering multiple chemotherapy drugs to patients with advanced and metastatic colorectal

cancer, consider one of the following sequences of chemotherapy unless they are

contraindicated:

FOLFOX as first-line treatment then single-agent irinotecan as second-line treatment or

FOLFOX as first-line treatment then FOLFIRI1 as second-line treatment or

XELOX as first-line treatment then FOLFIRI as second-line treatment.
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1 At the time of publication of these recommendations, irinotecan did not have UK marketing authorisation for
second-line combination therapy. Informed consent should be obtained and documented.
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Decide which combination and sequence of chemotherapy to use after full discussion of the

side effects and the patient's preferences.

Raltitrexed

Consider raltitrexed only for patients with advanced colorectal cancer who are intolerant to 5-FU

and folinic acid, or for whom these drugs are not suitable (for example, patients who develop

cardiotoxicity). Fully discuss the risks and benefits of raltitrexed with the patient.

Prospectively collect data on quality of life, toxicity, response rate, progression-free survival, and

overall survival for all patients taking raltitrexed.

Capecitabine

The following recommendations are from NICE technology appraisal guidance on the use of

capecitabine and tegafur with uracil for metastatic colorectal cancer.

Oral therapy with capecitabine is recommended as an option for the first-line treatment of

metastatic colorectal cancer.

The choice of regimen (intravenous 5-FU/folinic acid or capecitabine) should be made jointly by

the individual and the clinician(s) responsible for treatment. The decision should be made after

an informed discussion between the clinician(s) and the patient; this discussion should take into

account contraindications and the side-effect profile of the agents as well as the clinical

condition and preferences of the individual.

The use of capecitabine to treat metastatic colorectal cancer should be supervised by

oncologists who specialise in colorectal cancer.

NICE has written information for the public on capecitabine and tegafur with uracil.

Fluorouracil chemotherapy: the My5-FU assay for guiding dose adjustment

The following recommendation is from NICE diagnostics guidance on fluorouracil

chemotherapy: the My5-FU assay for guiding dose adjustment.

The My5-FU assay is only recommended for use in research for guiding dose adjustment in

people having fluorouracil chemotherapy by continuous infusion. The My5-FU assay shows

promise and the development of robust evidence is recommended to demonstrate its utility in

clinical practice.
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Quality standards

The following quality statement is relevant to this part of the interactive flowchart.

7. Systemic anticancer therapy

5 First-line biological therapy for metastatic disease

Cetuximab and panitumumab

The following recommendations are from NICE technology appraisal guidance on cetuximab

and panitumumab for previously untreated metastatic colorectal cancer.

Cetuximab is recommended, within its marketing authorisation, as an option for previously

untreated EGFR-expressing, RAS wild-type metastatic colorectal cancer in adults in

combination with:

FOLFOX or

FOLFIRI.

Panitumumab is recommended, within its marketing authorisation, as an option for previously

untreated RAS wild-type metastatic colorectal cancer in adults in combination with:

FOLFOX or

FOLFIRI.

The drugs are recommended only when the companies provide them with the discount agreed

in the patient access scheme (for panitumumab) or commercial access agreement (for

cetuximab).

NICE has written information for the public on cetuximab and panitumumab.

Bevacizumab in combination with oxaliplatin and either fluorouracil plus folinic acid or
capecitabine

The following recommendations are from NICE technology appraisal guidance on bevacizumab

in combination with oxaliplatin and either fluorouracil or capecitabine for the treatment of

metastatic colorectal cancer.

Bevacizumab in combination with oxaliplatin and either fluorouracil plus folinic acid or
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capecitabine is not recommended for the treatment of metastatic colorectal cancer.

People currently receiving bevacizumab in combination with oxaliplatin and either fluorouracil

plus folinic acid or capecitabine for the treatment of metastatic colorectal cancer should have

the option to continue treatment until they and their clinicians consider it appropriate to stop.

NICE has written information for the public on bevacizumab.

Bevacizumab in combination with 5-FU plus folinic acid, with or without irinotecan

These recommendations are from NICE technology appraisal guidance on bevacizumab and

cetuximab for the treatment of metastatic colorectal cancer. The recommendations on

cetuximab were updated in NICE technology appraisal guidance 242 (see second-line biological

therapy.

Bevacizumab in combination with 5-FU plus folinic acid, with or without irinotecan, is not

recommended for the first-line treatment of metastatic colorectal cancer.

People currently receiving bevacizumab should have the option to continue therapy until they

and their consultants consider it appropriate to stop.

NICE has written information for the public on bevacizumab and cetuximab.

Fluorouracil chemotherapy: the My5-FU assay for guiding dose adjustment

The following recommendation is from NICE diagnostics guidance on fluorouracil

chemotherapy: the My5-FU assay for guiding dose adjustment.

The My5-FU assay is only recommended for use in research for guiding dose adjustment in

people having fluorouracil chemotherapy by continuous infusion. The My5-FU assay shows

promise and the development of robust evidence is recommended to demonstrate its utility in

clinical practice.

Quality standards

The following quality statement is relevant to this part of the interactive flowchart.

7. Systemic anticancer therapy
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6 Biological therapy as second-line treatment for metastatic disease

Aflibercept after first-line chemotherapy

The following recommendations are from NICE technology appraisal guidance on aflibercept in

combination with irinotecan and fluorouracil-based therapy for treating metastatic colorectal

cancer that has progressed following prior oxaliplatin-based chemotherapy.

Aflibercept in combination with irinotecan and fluorouracil-based therapy is not recommended

within its marketing authorisation for treating metastatic colorectal cancer that is resistant to or

has progressed after an oxaliplatin-containing regimen.

People currently receiving aflibercept in combination with irinotecan and fluorouracil-based

therapy for treating metastatic colorectal cancer that is resistant to or has progressed after an

oxaliplatin-containing regimen should be able to continue treatment until they and their clinician

consider it appropriate to stop.

NICE has written information for the public on aflibercept for metastatic colorectal cancer after

first-line chemotherapy.

Cetuximab, bevacizumab and panitumumab after first-line chemotherapy

The following recommendations are from NICE technology appraisal guidance on cetuximab

(monotherapy or combination chemotherapy), bevacizumab (in combination with non-oxaliplatin

chemotherapy) and panitumumab (monotherapy) for the treatment of metastatic colorectal

cancer after first-line chemotherapy.

Cetuximab monotherapy or combination chemotherapy is not recommended for the treatment

of people with metastatic colorectal cancer that has progressed after first-line chemotherapy.

Bevacizumab in combination with non-oxaliplatin (fluoropyrimidine-based) chemotherapy is not

recommended for the treatment of people with metastatic colorectal cancer that has

progressed after first-line chemotherapy.

Panitumumab monotherapy is not recommended for the treatment of people with metastatic

colorectal cancer that has progressed after first-line chemotherapy.

People currently receiving cetuximab monotherapy or combination chemotherapy, bevacizumab

in combination with non-oxaliplatin chemotherapy, or panitumumab monotherapy for the
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treatment of metastatic colorectal cancer that has progressed after first-line chemotherapy

should have the option to continue treatment until they and their clinician consider it appropriate

to stop.

NICE has written information for the public on cetuximab, bevacizumab and panitumumab after

first-line chemotherapy.

Panitumumab in combination with chemotherapy after first-line chemotherapy

NICE is unable to recommend panitumumab with 5 fluorouracil, folinic acid and irinotecan for

previously treated metastatic colorectal cancer in adults because no evidence submission was

received from the manufacturer or sponsor of the technology.

Since the publication of TA240, the population covered by the marketing authorisation for

panitumumab has changed from 'patients with wild-type KRAS metastatic colorectal cancer' to

'patients with wild-type RAS metastatic colorectal cancer'.

Quality standards

The following quality statement is relevant to this part of the interactive flowchart.

7. Systemic anticancer therapy

7 Subsequent therapy

Trifluridine–tipiracil

The following recommendation is from NICE technology appraisal guidance on

trifluridine–tipiracil for previously treated metastatic colorectal cancer.

Trifluridine–tipiracil is recommended, within its marketing authorisation, as an option for treating

metastatic colorectal cancer, that is:

in adults who have had previous treatment with available therapies including
fluoropyrimidine-, oxaliplatin- or irinotecan-based chemotherapies, anti-vascular endothelial
growth factor agents and anti-epidermal growth factor receptor agents, or when these
therapies are not suitable, and

only when the company provides trifluridine–tipiracil with the discount agreed in the patient
access scheme.

NICE has written information for the public on trifluridine–tipiracil.
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Regorafenib

The NICE technology appraisal of regorafenib for metastatic colorectal cancer after treatment

for metastatic disease was terminated because no evidence submission was received from

Bayer for the technology. Therefore NICE is unable to make a recommendation about the use

in the NHS of regorafenib for metastatic colorectal cancer after treatment for metastatic disease.

Quality standards

The following quality statement is relevant to this part of the interactive flowchart.

7. Systemic anticancer therapy

8 Interventions for metastases

Hepatic metastases

Interventional procedures

NICE has published guidance on the following procedures with normal or standard

arrangements for clinical governance, consent and audit:

microwave ablation for treating liver metastases

radiofrequency ablation for colorectal liver metastases

radiofrequency-assisted liver resection

laparoscopic liver resection.

NICE has published guidance on cryotherapy for the treatment of liver metastases with special

arrangements for clinical governance, consent and audit or research.

NICE has published guidance on selective internal radiation therapy for non-resectable

colorectal metastases in the liver, which should only be used with special arrangements or in

the context of research.

NICE has published guidance on irreversible electroporation for treating liver metastases, which

should only be used in the context of research.
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Extrahepatic metastases

Denosumab for preventing skeletal-related events from bone metastases

The following recommendations are an extract from NICE technology appraisal guidance on

denosumab for the prevention of skeletal-related events in adults with bone metastases from

solid tumours.

Denosumab is recommended as an option for preventing skeletal-related events (pathological

fracture, radiation to bone, spinal cord compression or surgery to bone) in adults with bone

metastases from breast cancer and from solid tumours other than prostate if:

bisphosphonates would otherwise be prescribed and

the manufacturer provides denosumab with the discount agreed in the patient access
scheme.

Adults with bone metastases from solid tumours currently receiving denosumab for the

prevention of skeletal-related events that is not recommended according to the criteria above

should be able to continue treatment until they and their clinician consider it appropriate to stop.

NICE has written information for the public on denosumab.

Interventional procedures

NICE has published guidance on percutaneous radiofrequency ablation for primary or

secondary lung cancers with normal arrangements for clinical governance, consent and audit.

NICE has published guidance on cytoreduction surgery followed by hyperthermic intraoperative

peritoneal chemotherapy for peritoneal carcinomatosis with special arrangements for clinical

governance, consent and audit or research.

9 Supportive and palliative care

NICE has published cancer service guidance on improving supportive and palliative care for

adults with cancer.

See what NICE says on metastatic spinal cord compression, opioids for pain relief in palliative

care and end of life care for people with life-limiting conditions.
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Glossary

5-FU

5-fluorouracil

cT1

tumour invades submucosa as clinically defined

cT2

tumour invades muscularis propria as clinically defined

cT3a

less than 1mm invasion to mesorectum

cT3b

1–5mm invasion into mesorectum

EGFR

epidermal growth factor receptor

FOLFIRI

5-fluorouracil, folinic acid and irinotecan

FOLFOX

5 fluorouracil, folinic acid and oxaliplatin

KRAS

Kirsten rat sarcoma

PET-CT

positron emission tomography CT
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XELOX

capecitabine plus oxaliplatin

Sources

Colorectal cancer: diagnosis and management (2011 updated 2014) NICE guideline CG131

Cetuximab and panitumumab for previously untreated metastatic colorectal cancer (2017) NICE

technology appraisal guidance 439

Trifluridine–tipiracil for previously treated metastatic colorectal cancer (2016) NICE technology

appraisal guidance 405

Regorafenib for metastatic colorectal cancer after treatment for metastatic disease (terminated

appraisal) (2015) NICE technology appraisal 334

Aflibercept in combination with irinotecan and fluorouracil-based therapy for treating metastatic

colorectal cancer that has progressed following prior oxaliplatin-based chemotherapy (2014)

NICE technology appraisal guidance 307

Denosumab for the prevention of skeletal-related events in adults with bone metastases from

solid tumours (2012) NICE technology appraisal guidance 265

Cetuximab (monotherapy or combination chemotherapy), bevacizumab (in combination with

non-oxaliplatin chemotherapy) and panitumumab (monotherapy) for the treatment of metastatic

colorectal cancer after first-line chemotherapy (2012) NICE technology appraisal guidance 242

Panitumumab in combination with chemotherapy for the treatment of metastatic colorectal

cancer (terminated appraisal) (2011) NICE technology appraisal 240

Bevacizumab in combination with oxaliplatin and either fluorouracil plus folinic acid or

capecitabine for the treatment of metastatic colorectal cancer (2010) NICE technology appraisal

guidance 212

Bevacizumab and cetuximab for the treatment of metastatic colorectal cancer (2007 updated

2012) NICE technology appraisal guidance 118

Guidance on the use of capecitabine and tegafur with uracil for metastatic colorectal cancer
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(2003) NICE technology appraisal guidance 61

Fluorouracil chemotherapy: the My5-FU assay for guiding dose adjustment (2014) NICE

diagnostics guidance 16

SonoVue (sulphur hexafluoride microbubbles) – contrast agent for contrast-enhanced

ultrasound imaging of the liver (2012) NICE diagnostics guidance 5

Your responsibility

Guidelines

The recommendations in this guideline represent the view of NICE, arrived at after careful

consideration of the evidence available. When exercising their judgement, professionals and

practitioners are expected to take this guideline fully into account, alongside the individual

needs, preferences and values of their patients or the people using their service. It is not

mandatory to apply the recommendations, and the guideline does not override the responsibility

to make decisions appropriate to the circumstances of the individual, in consultation with them

and their families and carers or guardian.

Local commissioners and providers of healthcare have a responsibility to enable the guideline

to be applied when individual professionals and people using services wish to use it. They

should do so in the context of local and national priorities for funding and developing services,

and in light of their duties to have due regard to the need to eliminate unlawful discrimination, to

advance equality of opportunity and to reduce health inequalities. Nothing in this guideline

should be interpreted in a way that would be inconsistent with complying with those duties.

Commissioners and providers have a responsibility to promote an environmentally sustainable

health and care system and should assess and reduce the environmental impact of

implementing NICE recommendations wherever possible.

Technology appraisals

The recommendations in this interactive flowchart represent the view of NICE, arrived at after

careful consideration of the evidence available. When exercising their judgement, health
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professionals are expected to take these recommendations fully into account, alongside the

individual needs, preferences and values of their patients. The application of the

recommendations in this interactive flowchart is at the discretion of health professionals and

their individual patients and do not override the responsibility of healthcare professionals to

make decisions appropriate to the circumstances of the individual patient, in consultation with

the patient and/or their carer or guardian.

Commissioners and/or providers have a responsibility to provide the funding required to enable

the recommendations to be applied when individual health professionals and their patients wish

to use it, in accordance with the NHS Constitution. They should do so in light of their duties to

have due regard to the need to eliminate unlawful discrimination, to advance equality of

opportunity and to reduce health inequalities.

Commissioners and providers have a responsibility to promote an environmentally sustainable

health and care system and should assess and reduce the environmental impact of

implementing NICE recommendations wherever possible.

Medical technologies guidance, diagnostics guidance and interventional procedures
guidance

The recommendations in this interactive flowchart represent the view of NICE, arrived at after

careful consideration of the evidence available. When exercising their judgement, healthcare

professionals are expected to take these recommendations fully into account. However, the

interactive flowchart does not override the individual responsibility of healthcare professionals to

make decisions appropriate to the circumstances of the individual patient, in consultation with

the patient and/or guardian or carer.

Commissioners and/or providers have a responsibility to implement the recommendations, in

their local context, in light of their duties to have due regard to the need to eliminate unlawful

discrimination, advance equality of opportunity, and foster good relations. Nothing in this

interactive flowchart should be interpreted in a way that would be inconsistent with compliance

with those duties.

Commissioners and providers have a responsibility to promote an environmentally sustainable

health and care system and should assess and reduce the environmental impact of

implementing NICE recommendations wherever possible.
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