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Most colorectal cancers are sporadic and 
not hereditary, but risk almost doubles for 
individuals with a first-degree relative with  
the disease and further increases for those  
who have more than one affected relative

The rise in incidence over 
the past ~60 years has been 

influenced by many risk 
factors, including alcohol and 

red meat consumption, 
obesity, smoking and an 

ageing population

COLORECTAL CANCER

Colorectal cancer accounts for 
approximately 10% of cancer-related 

mortality in developed countries. Given 
that the disease develops over a long period 
of time (5–10 years), screening — alongside 
adoption of a healthy lifestyle — might be 
the best way to reduce mortality by finding 
and treating early-stage lesions.

Colorectal cancer develops in one of two known 
sequences from normal epithelium. The ‘classic’ 
pathway involves the development of tubular 
adenomas that can progress to adenocarcinomas. 
The alternate pathway comprises serrated polyps 
and their progression to serrated colorectal 
cancer. As the cells transform into cancerous 
cells, progressively more genetic mutations and 
epigenetic alterations occur; mutations in the WNT 
signalling pathway are common early in the process, 
whereas TP53 mutations occur later.

Abdominal pain, changes in bowel habits and 
anaemia are frequent complaints of patients with 
colorectal cancer. Treatment also affects quality 
of life; the most serious complication of surgery 
is anastomotic leakage, which requires surgical 
repair. Patients with metastatic disease can 
experience cachexia (weight loss) and liver failure.

Large-scale genomic projects have identified 
numerous potential targets for the future 
development of specific treatments, including 
components of the WNT and MAPK signalling 
pathways. Combined with improving screening 
programmes, the incidence of and mortality from 
colorectal cancer may be slowed in coming years.

Colorectal cancer is either diagnosed in 
symptomatic patients (who have blood in their 
stools, change in bowel habits and abdominal 
pain) or as a result of a screening examination. 
Colonoscopy is the current gold-standard method 
to examine the colon; contemporary scopes are 
high powered and fitted with high-resolution 
videoscreens. Importantly, colonoscopy can also 
be used to remove adenomas and obtain samples 
for histopathological assessment. However, 
patient discomfort is an issue for the procedure. 
Accordingly, other diagnostic tools have been 
developed — including capsule endoscopy 
(in which the patient swallows a small, wireless 
imaging device) — but none have the diagnostic 
accuracy of colonoscopy.

The long time between polyp and cancer 
development and the fact that polyps are highly 
treatable entities makes screening a viable strategy 
to reduce the incidence of colorectal cancer. 
Colonoscopy is the most effective screening 
modality, but is associated with high cost and low 
uptake owing to procedural discomfort. Accordingly, 
most population-based screening programmes offer 
a non-invasive test and, if positive, a confirmatory 
colonoscopy. Non-invasive tests include faecal 
immunochemical tests 
and guaiac faecal 
occult blood tests, 
which both detect 
blood in the 
stool. Another 
emerging test 
is a multi-target 
faecal DNA 
test, which 
assesses a range 
of biomarkers. 
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Surgery is the typical first-line option for 
colorectal cancer. Advanced-stage tumours might 
require neoadjuvant therapies (radiotherapy, 
chemotherapy or a combination) to reduce 
the tumour size and/or stage to improve the 
likelihood of curative surgery. Adjuvant 
chemotherapy after surgery is recommended in 
some cases, for example, in poorly differentiated 
tumours or obstructive tumours. For patients with 
metastatic disease in which the metastatic lesions 
cannot be removed, chemotherapy is offered.

MANAGEMENT

The current 
incidence of 

colorectal cancer 
is approximately 

1.23 million people 
per year

© 2015 Macmillan Publishers Limited. All rights reserved

http://dx.doi.org/10.1038/nrdp.2015.66
http://dx.doi.org/10.1038/nrdp.2015.65

	Colorectal cancer



