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TherdedFasan in |BD-rdated cancer risk

Background

Both ulcerative colitis (UC) and Crohn's colitistipats have an increased risk of developing
colorectal cancer (CRC), the second biggest cdkitter in the United Kingdom, hi fact 15% of
all deaths in patients with inflammatory bowel dise (IBD) are attributed to CRC. The risk of
cancer in IBD increases with early age of diagndsigger duration of symptoms, and the
severity of inflammation and dysplasia.

The precise mechanism by which long-term inflamorabf the intestinal epithelium (lining)
leads to cancer is poorly understood. Dysplasth@fut epithelium is common in patients with
longstanding IBD and is thought to be a pre-maligr@@ndition. The factors governing whether
this abnormal growth progresses to form a tumoeiaclear, and this highlights the need for
predictive markers for malignant progression indlieical management of I1BD.

We have been studying the role of the Fascin prateihe initiation and development of sporadic
and familial colorectal cancers. Fascin is not egped in the normal colorectal epithelium, but is
highly expressed in cancer. Laboratory studiesgusuttured cells have shown that Fascin is able to
promote cell growth, decrease normal cell-cell aotst, and promote cell motih'ty and invasion. Each
of these cellular processes is altered in the foamstion of a normal cell into a cancer cell and
allows the cancer to invade surrounding tissuessaneiad throughout the body to form secondary
tumours (metastases). These data suggest thaseiprefFascin promotes progression to
malignancy in colorectal tumours.

Hypothesis
The expression offFascin could act as an predicti@eker for the progression of IBD-associated
dysplasia to cancer.

Aims

We propose to undertake a pilot study to determinether Fascin is expressed in IBD and also IBD-
associated dysplasia and cancers. We will deterthmelistribution ofFascin in representative tissue
samples and find the point during the progressfarma-dysplastic IBD through dysplasia to cancer,
at which Fascin expression is switched on. Thi$ alibw us to show whether Fascin expression
could be used as a predictive marker in the pregrasf IBD to cancer allowing earlier

identification of patients at high risk of develogimalignant disease. The results of this studly wil
lead us to move on to the longer term aim of dissg¢he mechanisms which regulate Fascin
expression in IBD, and how this is influenced byrent anti-inflammatory therapeutic strategies.

Methodology

We will use well-established immunohistochemicahtgques, protocols and antisera to
determine the expression ofFascin in resecteddism patients with IBD and IBD-related
cancer with appropriate controls.

Ethical approval for this study has already beeniobd.



