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lymphatic and haematogenous spread, and
have a worse prognosis.'6 132
p27 is a member of the cip/kip family of cyc-

lin dependent kinase inhibitors, which bind to
cyclin:cyclin dependent kinase (cdk) com-
plexes and block progression through the cell
cycle. p27 regulates progression from G, into S
phase by binding to and inhibiting the cyclin
E/Cdk2 complex, which is required for cells to
enter S phase. In contrast to the p53 gene,
mutations in p27 are rare. However, cell cycle
regulation of p27 concentrations occurs at the
post-transcriptional level through proteasome
mediated degradation.'33 Recently, reduced
expression of p27 has been shown to correlate
with poor survival in a study of 149 patients
with primary colorectal cancer. 134 Patients
whose tumours expressed p27 had a median
survival of 151 months, whereas those who
lacked p27 (10%) had a median survival of
only 69 months. In this study, p27 expression
was shown to be an independent prognostic
marker and the risk of death associated with
reduced expression was increased 2.9-fold.

Conclusions
The incidence of colorectal cancer is increasing
and, unfortunately, the prognosis remains poor
for the majority of patients. Identification of
patients who are at a high risk of recurrent local
and metastatic disease is important for the
selection of appropriate treatment. Prognostic
variables that have been found to be statistically
significant include pathological stage and
grade, type of tumour growth, chromosomal
aneuploidy, and the presence of microinvasion.
Until recently, there has been little understand-
ing of the molecular basis of these indices.
Despite the continuing use of histopathology as
the gold standard, in the future, the genetic
features of colorectal tumours will almost
certainly become useful indicators of prognosis
and of the most appropriate therapy. To date,
one of the problems with clinicomolecular
associations has been that most studies have,
for entirely understandable reasons, analysed
only small numbers of tumours. However,
there is some evidence that colorectal cancers
harbouring defects in the MMR genes are
associated with a better prognosis and those
with chromosome anomalies, such as deletion
of 18q or 17q and mutations in K ras and p53,
a worse prognosis. With the advent of methods
for rapid genotyping it should be possible to
construct mutation profiles of tumours and use
multivariate analysis to determine which mo-
lecular features correlate with the clinicopatho-
logical data.
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