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Summary 

Objective: To assess the immunohistochemical expression of p53 protein, a tumour suppressor gene of the oncogene c-erb-B2 
and MIB-1 proliferation marker (Ki-67 antigen) in endometrial carcinoma. 

Methods: We studied 29 cases of endometrial carcinoma in which the p53, c-erb-82 and MIB-l/Ki-67 antigens were investiga
ted by an immunohistochemical method. We evaluated the co订elations among the immunohistochemical pos山vity and the grading, 
depth of myometrial invasion, stage of the neoplasia and follow-up 

Results: Both p53 and c-erb-82 were positive in 16 out of 29 cases (55.2%), whereas MIB-1 was positive in 19 out of 29 cases 
(65.5%). All these three antigens showed a positive correlation with the grading, myometrial invasion and FIGO stage. 

Regarding follow-up, p53, c-erb-82 and MIB-1 were, respectively, positive in 100%, 83.4% and 66.7% of neoplasias of patients 
who died of disease whereas they were positive in 40%, 40% and 60%, respectively, of tumours of patients with no evidence of 
disease. 

Conclusion: The overexpression of p53, c-erb-B2 and MIB-1 seem to indicate a more malignant tumour phenotype 
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Introduction 

Recent studies [ 1, 2] have investigated several oncoge
nes and tumour suppressor genes that are involved in the 
onset of endometrial carcinoma. 

Oncogenes such as K-ras [3], HER-2/neu gene/c-erb
B2 [4] and p53 gene, a tumour suppressor gene [5], 
which is localised on the short arm of chromosome 17 
and is a determinant in the control of the cellular cycle, 
are the most studied. 

The role of p53 [5-7], in normal cycling cells, con
sists of blocking cellular growth in the G-1 phase when 
damage to the genome occurs. Thus this tumour suppres
sor gene permits the activation of DNA repair mechani
sms. The p53 gene is not expressed in normal endome
trium whereas in about 20% of endometrial carcinoma 
this gene is overexpressed and is associated with a high 
grade and advanced stage of disease [8]. 

Indeed, today immunohistochemistry allows us to 
perform the quantitative evaluation of the number of pro Ii
ferative cells and to identify the Ki-67 /MIB-1 antigen 
which is localised in the nucleus of cells and expressed 
only in the proliferative phases of the cellular cycle [9]. 
MIB-1 is a monoclonal antibody to the Ki-67 antigen and is 
considered a potential prognostic indicator in endometrial 
carcinoma. In fact, it is related to a higher incidence of re
lapse and to a higher malignancy rate of the neoplasia [IO]. 

The aim of our study was to clarify the relation 
between p53, c-erb-B2 and MIB-1 immunostaining pro-
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files of endometrial carcinomas and clinical-pathologic 
prognostic parameters such as grading, depth of myome
trial invasion, clinical stage and follow-up, and thus to 
evaluate whether these markers could help in the prog
nostic evaluation of the patient. 

Materials and Methods 

In this retrospective study we considered 29 cases of endo
metrial carcinoma treated by surgery (total abdominal hysterec
tomy and bilateral salpingo-oophorectomy, superior colpec
tomy and lymph node sampling) in the period 1990-1995 (thus 
to have an adequate 5-year follow-up) at the Gynaecologic 
Clinic of Sassari University. The surgical specimens were sub
mitted to pathologic examination at the Institute of Pathology 

At the time of diagnosis (performed with an endometrial 
biopsy by hysteroscopy), the age of patients ranged from 34 to 
90 years (mean 63 years). 

The surgical specimens were fixed in 10% neutral buffered 
formalin, paraffin embedded and cut into 4 µm sections, and 
then were coloured by hematoxylin-eosin. Some sections were 
expelled onto glass slides before being treated with 0.1 % poly
L-Lysin to increase the adhesiveness. Antigens were investiga
ted in neoplastic tissue by a immunohistochemical method, 
using antibodies c-erb-B2 against HER-2 (A0485,山luted
1:1600; DAKO Corporation), p53 (clone 007, diluted 1:200; 
DAKO Corporation), Ki-67 /MIB-l (Immunotech clone MIB-1, 
diluted I: 100; Beckman Coulter, Inc., Fullerton, CA). The 
immunodetermination was performed using immunoperoxidase 
Avidin-Biotin Complex (ABC method). Endogenous peroxi
dase was inhibited by the Heyderman and Neville procedure. 
Diaminobenzidine was the chromogen. 








