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Summary The conflicting results about the prognostic impact of tumour cell proliferation in colorectal cancer might be explained by the
heterogeneity observed within these tumours. We have investigated whether a systematic spatial heterogeneity exists between different
compartments, and whether the presence of such a systematic heterogeneity has any impact on survival. Fifty-six Dukes’ stage B colorectal
cancers were carefully morphometrically quantified with respect to the immunohistochemical expression of the proliferative marker Ki-67 at
both the luminal border and the invasive margin. The proliferative activity was significantly higher at the luminal border compared with the
invasive margin (P < 0.001), although the two compartments were also significantly correlated with each other. Tumours with low proliferation
at the invasive margin had a significantly poorer prognosis both in univariate (P = 0.014) and in multivariate survival analyses (P = 0.042). We
conclude that Dukes’ B colorectal cancers exhibit a systematic spatial heterogeneity with respect to proliferation, and tumours with low
proliferation at the invasive margin had a poor prognosis. The present data independently confirm recent results from the authors, and provide
new insights into the understanding of tumour cell proliferation in colorectal cancer.
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Table 1 Results of Cox proportional hazard model in 47 colorectal Dukes, B
cancers

Variable Relative 95% P-value
risk (eβ) Confidence

interval

Gender
Man 1.00
Woman 0.37 0.06–2.11 0.26

Agea 1.06 0.96–1.18 0.21

Tumour type
Mucinous 1.00
Not mucinous 0.47 0.05–4.27 0.50

Growth pattern
Pushing 1.00
Infiltrating 4.41 0.93–21.00 0.062

Vascular invasion
Present 1.00
Absent 1.61 0.30–8.47 0.58

Grade
High 1.00
Low 1.21 0.28–5.19 0.80

Lymphocytic reaction
Low 1.00
High 0.62 0.15–2.58 0.51

Depth of invasiona 1.14 0.92–1.41 0.25

Ki-67 luminal border
Above lowest quartile 1.00
Lowest quartile 0.22 0.03–1.81 0.16

Ki-67 invasive margin
Above lowest quartile 1.00
Lowest quartile 12.11 1.10–133 0.042

aContinuous variables.
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Figure 1 Kaplan–Meier surviving curve showing impaired survival for
patients with low (lowest quartile used as cut-off level) Ki-67 labelling indices
(LIs)
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