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Blocking β7 integrin as future therapy for
Crohn’s disease?
Using a unique animal model for human Crohn’s disease Fleming
researchers identify key molecules that control T lymphocyte
migration to the small intestine in inflammation and are essential
for Crohn’s disease pathogenesis.
Vari - Athens, Greece - 5 May 2008. Crohn’s disease is a chronic inflammatory
disorder that primarily affects the terminal ileum of the small intestine. A key
feature of disease is the persistent recruitment of immune cells into the gut. The
entry of immune cells from the blood to the tissues is controlled by an elaborate
system of adhesion molecules, chemokines, and their receptors. This had led to
the generation of a novel class of therapies aiming to prevent cells from migrating
to the inflamed tissue, through interference with these molecules. Currently such
drugs are being developed or tested in the clinic for the treatment of Crohn’s
disease. However our understanding of mechanisms that control intestinal
homing under inflammatory conditions remains limited, thus hindering further
efforts for specific, efficient, and safe drug development. Researchers at the
BSRC Fleming in Vari - Athens, have now identified molecules that control
lymphocyte migration in a murine model of human Crohn’s disease. They report
in Gastroenterology, that β7 integrin is critical for T lymphocyte migration into the
small intestine and the development of small intestinal inflammation. Their
discovery brings into focus the use of novel, more efficient therapeutic
approaches against Crohn’s disease.
The research group at BSRC Fleming has long been using genetically
engineered mice to model human diseases. They have shown that transgenic
mice that produce excessive amounts of Tumor Necrosis Factor (TNF) develop
Crohn’s-like inflammatory bowel disease, with clinical manifestations very similar
to human disease. The relevance of these mice to the human disease is evident
as therapies that aim to shut off the function of TNF have proven beneficial for
the treatment of Crohn’s disease. Thus they represent a unique tool for
identifying additional mechanisms that are important for disease pathogenesis,
such as those involved in T lymphocyte migration into the small intestine under
inflammatory conditions, and lead to the identification of novel targets for the
treatment of Crohn’s disease.
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