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costs. This analysis will need to take account of the potential
to move care from the inpatient ward to the day-case unit as
we have done. It is only when this and other similar compari-
sons have been made that we will be able objectively to com-
pare the cost benefit outcomes of the different regimens.

1. Ross P, Heron J, Cunningham D. Cost of treating advanced
colorectal cancer: a retrospective comparison of treatment regi-
mens. Eur ¥ Cancer 1996, 32A, S13-S17.

2. De Gramont A, Krulik M, Cady ], et al. High-dose leucovorin
and 5-fluorouracil bolus and infusion in advanced colorectal
cancer. Eur ¥ Clin Oncol 1988, 24, 1499-1503.

3. Brock ], Albert DS. Safe, rapid administration of cisplatin in the
outpatient clinic. Cancer Treat Rep 1986, 70, 1409-1414.

European Journal of Cancer, Vol. 34, No. 4, pp. 594-595, 1998
© 1998 Elsevier Science Ltd. All rights reserved

Printed in Great Britain

0959-8049/98 $19.00+0.00

PII: S0959-8049(97)10024-7

Possible Prognostic Significance of
P53 Immunoreactive Status of
Hepatic Colorectal Cancer
Metastases Following Surgical
Resection

M. Pocard, V. Paradis, R. Adam, M. Reynes
and H. Bismuth

Centre de Chirurgie Hépato-Biliaire, Hopital Paul
Brousse, 94804 Villejuif, France

THE EXPRESSION of the mutant p53 protein has been demon-
strated to have poor prognosis significance following surgical
resection of colorectal adenocarcinoma [1]. These data have
been recently confirmed by immunohistochemical analysis of
the p53 antigen in paraffin slides [2]. The prognostic sig-
nificance of 7p53 mutation in liver metastases from colorectal
cancer has not been evaluated. We report here a retrospective
study with the aim of assessing the possible relationship
between p53 status of hepatic metastases from colorectal
cancer and outcome following hepatectomy.

102 patients who underwent liver resection for colorectal
metastases in our unit from 1983 to 1989 (at least a 6-year
follow-up) were reviewed. We excluded all patients for whom
liver resection had not been curative and/or patients who had
received pre-operative chemotherapy. Pre-operative chemo-
therapy was considered to change the immunohistochemical
results due to necrosis of the tumour.
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Table 1. Nuclear overexpression of p53 in colorectal hepatic
metastases according to the clinical outcome

P53+++ p53++  p53+  p53++++  p53—
DFS (n=10) 3 (30%) 1 (10%) 0 (0%) 4 (40%) 6 (60%)*
HR (n=11) 2 (18%) 3 (27%) 4 (36%) 9 (82%) 2 (18%)

DFS, disease-free; HR, hepatic recurrence; +++, nuclear staining
above 60%; ++, 30-60%; +, 5-30%; —, absence of nuclear staining
or below 5%. *P=0.08 (Fisher’s exact test).

As a preliminary approach, two groups of patients with
opposite outcomes following liver resection were evaluated.
One group consisted of 10 patients alive and disease-free for
more than 4 years following resection (DFS group), whilst
the second group consisted of 11 patients who demonstrated
intrahepatic recurrence within 1 year from resection leading
to death within 2 years from surgery (HR group).

An immunohistochemical evaluation was performed by a
single pathologist unaware of the medical history and out-
come of patients. Formalin-fixed paraffin-embedded sections
of liver metastases were studied for expression of p53 protein
using the antibody DAKO-p53, DO7.

Results were expressed in a semiquantitative manner
(Table 1). Other prognostic factors such as age, sex, latency
of liver metastases, pre-operative serum carcinoembryonic
antigen (CEA), number and maximum size of metastases as
well as margin of resection were correlated to ultimate
patients’ outcome following surgery.

Patients’ survival was significantly different between the
two groups (7.2 £ 1.9 years for the DFS group compared with
1.1+£0.6 years in the HR group). The maximum size of
metastases was higher in the HR group than in the DFS
group (59.7*25.7 versus 36.0+21.6 mm; P=0.03, test 7).
Serum levels of CEA were also increased in the HR group
(112% 163 versus 11+ 14ng/ml) (P=0.07). The other fac-
tors were comparable between groups.

Positive immunohistochemical staining for p53 was more
frequently observed in the HR group (82%) than in the DFS
group (40%), but the difference was not significant (2= 0.08).
Sensitivity of p53 immunohistochemical expression for pre-
dicting early liver recurrence was 6/10 (60%) while specificity
was 9/11 (82%). The positive predictive value was 6/8 (75%)
while the negative predictive value was 9/13 (69%).

The small number of patients evaluated in these series does
not allow a definitive conclusion that p53 wild-type status is
an independent prognosis factor. However, the encouraging
results observed provide a basis for further investigation as
the p53 status determined by immunohistochemistry could
be part of the decision-making process of adjuvant therapy
following curative resection of colorectal liver metastases.
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