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in invasive breast cancer. To our knowledge, no
other reports have found this association
between microvessel density and p53 expres-
sion. Although immunohistochemical detec-
tion of p53 protein is not entirely specific for
mutation in this tumour supressor gene, our
results disagree with the in vitro results of
Dameron et al”’ on the association of mutation
or loss of WT p53 with loss of thrombospondin
production and a shift in the balance towards
stimulation of angiogenesis. These discrepan-
cies could be a technical problem. However, we
have used the original technique described by
Weidner et al,” which is usually accepted to
assess angiogenic activity. In addition, the cut
off point for p53 overexpression positive
tumours guaranteed that p53 expression was
present in more than occasional cells. Charpin
et al” reported that a cut off point of 20% for
the immunostained surface is most appropriate
for assessing the prognostic significance of p53
immunodetection. Moreover, in the statistical
study we used a different cut off point for
microvessel density and also showed a signifi-
cant inverse relation between both variables.

Considerable functional differences are
known to exist between WT and mutant p53
proteins.” The biological effects of p53 protein
accumulation in tumours may, in part, depend
on where they can still mediate protective
mechanisms, such as angiogenesis inhibition.
However, it is often difficult to assess the inci-
dence of p53 overexpression, p53 mutation,
and the level of concordance between these
alterations. Soong ez al” provide evidence that
immunohistochemical detection of p53 protein
accumulation does not always indicate the
presence of a gene mutation. These and other
studies™ ” indicate that the accumulation of
p53 might confer “tumour suppressor-like”
angiogenic protective effects.

Our results suggest that in human invasive
breast cancer angiogenic activity determined
by microvessel density does not correlate with
the apoptotic cell count, measured by means of
enzymatic detection of DNA fragmentation.’
To our knowledge, these results have not been
reported previously. The essential interaction
between the endothelial cell compartment and
the tumour cell compartment in cancer is very
complex and the specific understanding of
those interactions may well play a key role in
breast cancer prognosis.

In summary, we report a significant inverse
correlation between microvessel density and
immunohistochemical detection of p53, sug-
gesting that in invasive breast carcinoma the
accumulation of p53 could produce a down-
regulation of neoangiogenesis, also implying
that neoangiogenesis and apoptosis are not
related in these tumours. Future efforts should
be directed towards elucidating the relation
between the presence of p53 gene mutations
detected by sequential analysis and neoangio-
genesis in breast carcinoma.

Supported in part by Grant FIS No.96/ 1573 from the Spanish
Ministry of Health.
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