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Development of new treatment with trafficking modulation of colitogenic memory
lymphocytes.
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Fingolimod is a sphingosine-1-phosphate receptor modulator, which inhibits T

cell egress from lymph nodes, thereby prevents pathogenic T cells from migrating towards disease
sites. In inflammatory bowel diseases (IBD), it is thought that colitogenic memory T cells are
reactivated in regional lymphoid organs, and return to inflammatory tissues. We demonstrated that
fingolimod prevents the development of colitis induced by the adoptive transfer of naive T cells
(natve T colitis) and colitogenic effector-memory T cells (memory T colitis) into SCID mice. Next,
we demonstrated that fingolimod decreased T cells in peripheral blood, but conversely increased in
bone marrow in the mice lacking lymph nodes and spleen. Notably, fingolimod prevented the
development of memory T colitis without lymph nodes and spleen. Collectively, fingolimod may offer
an additional role to direct trafficking of T cells in bone marrow, resulting in the prevention of
memory T cell-mediated diseases including IBD.
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