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A role for the transcriptional repressor and methyl-CpG binding
protein, Mbd2, in regulating the immune system is emerging. It
has previously been shown that when Mbd2 is absent the IL-4
and IFN-y genes are aberrantly expressed during T helper cell
differentiation. We are currently using the process of T helper
cell differentiation to identify Mbd2 immune system targets
using a ChlP-on-chip approach. We will then examine targets
to assess the contribution that modulation of DNA methyla-
tion patterns makes to the process of T cell specialisation. We
have also observed that generation of immune suppressing T,
cells is enhanced in Mbd2-/- mice both in vitro and in vivo. We
are further assessing the T phenotype by examining histone
modifications and Mbd2 binging at the FoxP3 locus, as FoxP3

is the master switch for directing Treg cell fate. We have, in
addition, observed hyperplasia and eosinophil infiltration in the
oesophagus of Mbd2-/- mice, which mirrors the symptoms of a
human immune-associated disease. Expression microarrays have
identified a number of genes that are misregulated in the Mbd2-/-
oesophagus. An immune system conditional knockout will be used
to ascertain whether the oesophagus phenotype can be attributed
to immune system dysfunction in Mbd2-/- mice and to assess the
role of Mbd2 in the immune system more thoroughly.



