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Introduction:

Actively dividing cells produce a number of unique proteins that
may serve as useful antigenic markers in immunologic studies of
cellular proliferation. The Ki-67 monoclonal antibody, recognizes one
subprotein that is present only inthe nucleus of cycling cvcle but is
absent in resting cells (Gerdes et al , 1984). Ki-67 is used as atool in
evaluatimg  growth fractions and prognostic significance 1in
haematological malignancies such as non Hodgkin's lymphoma
{Gerdes et al , 1987) and acute leukemia (Falini et al , 1988) .

Antibodies fo proliferating cell ouclear antigen (PCNA) were
detected tn some patients with systemic lupus erythematosis, they
reacted with a nuclear antigen expressed predominantly by
roliferating cells such as cultured cells and mitogen-transformed cells
{Miyachi etal, 1978).

The fuaction of proliferating cell nuclear antigen (PCNA) in DNA
eplication and repair ts to form a sliding clamp with replication factor
(RE-C) tethering DNA polymerase 8 or ¢ to DNA. In addition,
NA has beem found to interact directly with various proteins
nvolved in cell cycle regulation {Schurtenberger et al, 1998).

PCNA has been found in all phases of the cell cycle in actively
roliferating cells. Thus it has been found to be a useful marker for
etecting proliferating c¢ells in solid tumours and identifying blast
ansformed cells in patients with leukemia {Takasaki et al , 1984).

P53 is a nuclear phosphoprotein encoded by 2 gene mapped on
¢ short arm of chromosome 17 (Isobe et al, I1986). It is usually
xpressed  at low levels and has a short half-life (only 6 minutes in the
leen) (Gerdes et al, 1984).
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Mutant p53 expressed in many types of carcinoma lacks an
inhibitory function on cell growth, but its role has been unclear
{Kurose et al, 1993).

The p53 tumour suppressor protein i1s a potent transcription factor.
p33 is latent in cells and can be activaied in response to signals arising
from a range of stresses including DNA damage, hypoxia, nucleotide
depletion, viral infection and cytokines. Activation of p53 leads either
to ceHular growth arrest at the GL1/S or G2/M transitions of the cell
cycle or to programmed cell death (apoptosis) (Meek, 1997).

Although the investigations of Ki-67 and PCNA have suggested
that both nuclear antigens are simple and fast markers of the
proliferating compartment of human tumours, very little is known
about the relationship between Ki-67 and PCNA expression of any
given human cell subset (Landberg et al, 1990).
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