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Introduction

Human T regulatory cells (HuTreg), described as CD4*CD25*CD127"°Foxp3+ Treg, suppress autoantigen and alloantigen-specific immune responses in
autoimmunity and allograft rejection. HuTreg are heterogenous and comprise of three populations; Pop I (Foxp3*CD25*CD45RA*) resting Treg; Pop II
(Foxp3MCD25MCD45RA") activated Treg and Pop III (Foxp3*CD25*CD45RA") including both Treg and activated effector T cells (Figure 1) (Miyara et al,,

2009). HuTreg express chemokine receptors of activated T cells, including CXCR3 (Th1l), CCR6 (Th17), CCR4 (ThZ2), which promote migration to

inflammatory sites. Our rat models have shown CD4+*CD25*Treg activated with autoantigen and rIL-2 express high levels of
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Figure 1. Human CD4* cells gated on CD45RA and Foxp3/CD25 comprise of 5 populations. Conventional naive and memory T cells (T,, ) are Foxp3- cells that cannot perform suppressive functions. Population I represent a naive
population capable of differentiating into activated Tregs with the ability to suppress immune activity. Population II are activated Tregs and have a high proliferative capacity, also possessing stronger suppressive abilities. Population
111 cells are cytokine secreting cells, including effector T cells that temporarily express Foxp3 and can produce inflammatory cytokines.

Generation of cells with antigen-specific suppression to autoimmune responses is a key goal for therapy. Here, we examined if HuTreg could be activated in

vitro with autoantigen and rIL-2. _ _
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