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            Abstract
Genome-wide association studies have recently identified ten common genetic variants associated with colorectal cancer susceptibility, several suggesting the involvement of components of the transforming growth factor beta (TGFÎ²) superfamily signalling pathway. To date, no causal sequence variants have been identified, and risk seems to be mediated through effects on gene regulation. Several markers are located close to poorly characterized genes or in gene deserts, raising challenges for elucidating mechanisms of susceptibility. Disease-associated common genetic variation offers the potential to refine risk stratification within populations and enable more targeted disease prevention strategies.
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                    Figure 1: The TGFÎ² signalling pathway and its role in colorectal cancer.[image: ]
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	Heritability
	
                  The proportion of phenotypic variance that is explained by inherited genetic factors.

                
	Liability scale
	
                  The assumed and unobserved normally distributed risk scale. In the case of a disease, those individuals with a liability score above a specific threshold will have the disease.

                
	Observed scale
	
                  For a disease trait, the observed scale of the phenotype is either disease or non-disease. The heritability in the observed scale depends on the disease prevalence.

                
	Odds ratio
	
                  A measure of the effect size. It is the odds of exposure (that is, a specific allele) among the cases divided by the odds of exposure among the controls. In casecontrol studies, the odds ratio is used as an approximation to the relative risk.
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