©
2018 2020

1L-2

Induction of persistent lung transplant tolerance by IL-2 complex-stimulated
regulatory T cells: a study for the clinical application
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i i Using targeted interleukin-2 éIL—Z) pre-treatment in fully immunocompetent
mice, we here achieved acceptance of fully mismatched lung allografts that remained functional for

>90 days. These tolerogenic effects were controlled by graft-homing forkhead box p3 (Foxp3)+
regulatory T (Treg) cells. Thus, although circulating Treg cell counts rapidly returned to baseline
following IL-2 pre-treatment, Foxp3+ Treg cells persisted in peribronchial areas of the grafted
lung, forming bronchus-associated lymphoid tissues (BALT). Foxp3-transgenic mice with inducible
deletion of Foxp3+ cells were unable to form organized BALT containing Foxp3+ Treg cells, as
evidenced using microscopy-based calculation of ordered distribution, and these mice acutely
rejected their lung allografts. Collectively, we report a high-intensity and biased IL-2
pre-conditioning able to induce Foxp3-controlled BALT to facilitate acceptance of vascularized and
ventilated lung allografts without the need of immunosuppression.
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