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Can inclusion of genetic polymorphisms improve the prognostic models in colorectal cancer?
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( :olorectal cancer is a common malignancy in the developed countries. Commonly used prognostic markers in colorectal
cancer are the disease stage and patient age. Present-day efforts are geared towards improving the predictive accuracy of
existing prognostic models by including new markers.

In collaboration with the investigators at the Newfoundland Colorectal Cancer Registry, my laboratory is focused on
identification of genetic polymorphisms that can predict the risks of recurrence and death in patients. As an example, previously
we found that genetic polymorphisms from the serotonin transporter gene (SLC6A4) were predictive of overall and disease-
specific survival times in a colorectal cancer patient cohort. While these results need to be replicated in other cohorts, based on
the Akaike Information Criterion we also found that inclusion of the patient genotypes for the SLC6A4 polymorphisms into the
prognostic models improved their predictive accuracy. Likewise, by examining two different patient cohorts one of my graduate
students identified that the MTHFR Glu429Ala and ERCC5 His46His polymorphisms were associated with overall and disease-
free survivals, respectively. In these cases as well, inclusion of these polymorphisms as variables improved the multivariable
models.

These preliminary results should be taken cautiously, yet they also underline the potential gain of information using
polymorphisms as prognostic markers in colorectal cancer.
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