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Abstract: colonic carcinoma including rectal carcinoma (Colo-

Rectal Carcinoma) is one of the best studied cmmditof multistage
human carcinogenesis. K-Ras gene mutations are @rtien most
common genetic alterations present in colorectahons. Ras genes
codify for membrane-attached, small guanine triphase—bound
proteins that play a key role in transduction ofrasellularmitogenic
signals. Rasnutations (mainly at codons 12, 13, anddlhe K-Ras
gene) that constitutively activate their functare present in a significant
proportion of colorectal adenomasd carcinomas

The accumulation of suchutated protein can be detected by
Immunohistochemical stainingh a significant proportion of cases.
Apoptosis is a highly regulated cell suicide meabianthat is important
for many biological processes, including embryordevelopment,
response of tumors to cancer chemotherapy, andodli@ogenesis of
neurodegenerative diseases. The K-Ras has beegnized as a major
oncogene involved in colo-rectal carcinogenesissiagi from
precancerous adenomatous changes and in randoa® cas

Fas mediated apoptosis is involved in programmeld adeath
among cases of IBD, Bilharziasis, and CRC, withthregpression in IBD
which play an important role in the disease pragjoes and with low
expression in CRC through which the tumor cells eapape the host

immune reaction.

Key WOr dS; common colonic lesions, immunhistochemistry, K-

Ras, Fas.
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Introduction

INTRODUCTION

Colonic carcinoma including rectal carcinomaColp-Rectal
Carcinoma) is one of the best studied conditiongnaftistagehuman
carcinogenesif~earon and Vogelstein, 1990). K-Ras gene mutations are
amongthe most common genetic alterations present inreotal tumors.
Ras genes codify for membrane-attached, small geatriphosphate—
bound proteins that play a key role in transduction otrasellular
mitogenic signals. Ramutations (mainly at codons 12, 13, ando61ihe
K-Ras gene) that constitutively activate their fiioc are present in a
significant proportion of colorectal adenonaamsl carcinomag@Capella et
al., 1991 & Shibata et al., 1993).

TheRasgene product has a key role in controlling cellvgtoand
differentiation through its intrinsic GTPase (GuaniTri-Phosphatase)
activity (Bos, 1989). It also seems to interact with pathways that lsgu
programmectell death and with other oncogen@&jtek and Cooper,
1995) and may also play part in drug resistance mechanig8klar,
1988).

K-Ras, one of threleuman Ras genes recognized, is reported to be
mutated in aboubalf of all patients with colorectal cancdi3ix et al.,
1994).

The accumulation of suchlutated protein can be detected by
immunohistochemical staining a significant proportion of cas€Six et
al., 1994 & Smith et al., 1994)

Apoptosis is a highly regulated cell suicide metbia that is
important for many biological processes, includingmbryonic
development, response of tumors to cancer chenagherand the

pathogenesis of neurodegenerative dise@8g@sie, 1992).



Introduction

The cell surface receptor Fas (Apo-1; CD95) andigiand (FasL) are
known regulators of apoptosis in cells of the immsgstem.

The Fas system is involved in the periphegdétibn of autoimmune
cells (Debatin, 1994), activation-induced apoptosis of T cells, and in
cytotoxic T cell-mediated killindAlderson et al., 1995 & Brunner et al.,
1995).



