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Dendritic cell paralysis induced by
antigen non-specific regulatory T cells
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Although regulatory T cells (Treg) target dendritic cells (DCs) for suppression, how this is

accomplished remains elusive. We show by intravital microscopy that, during inflammatory
Immune activation, Treg cells are conditioned for prolonged, antigen non-specific contacts
with DCs that reduce the ability of DCs to form stable adhesion with cognate T cells in vivo. In
vitro force-spectroscopy and super-resolution imaging demonstrate that Treg cells express
reduced levels of calpain, generate strong LFA-1-dependent DC-adhesive forces, and focus
Fascin-1-dependent actin polarization of the DCs toward the Treg adhesion zone. While
gradually reversible upon Treg disengagement, this polarized sequestration of essential
cytoskeletal components paralyzes DCs, disabling contemporaneous antigen-specific T cell
adhesion. These results suggest polyclonal Tregs function in part as feedback regulators that
suppress DCs in a contact-dependent, antigen non-specific manner.
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( Flach et al, Nature Medicine 2011, 17:479-487.)
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