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Lung resident memory Th2 cells amealiorates pulmonary cryptococcosis caused by
Cryptococcus gattii

Ueno, Keigo
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The pathogenic fungus Cryptococcus gattii causes pulmonary cryptococcosis.
In this study, we developed an intranasal vaccine against this infection. This vaccine induced lung
resident memory Th2 cells =lung TRM2 and ameliorated the disease with granuloma formation. In
IL-4/1L-13 double-deficient (DKO) mice, the granuloma formation and the protective effect was
downregulated. The immunosuppressive agent FTY720 had no effect on this protection. Adoptive
transfer of lung TRM2 rendered Ragl-deficient mice resistant to the infection. Coculture of lung
TRM2 and macrophages in the presence of the antigen formed multinucleated giant cells (MGCs), while
lung TRM2 from DKO mice did not induce MGCs. These MGCs phagocytosed live C. gattii cells
independently of opsonization. Taken together, we concluded that the vaccine-related lung TRM2
induces granulomas via IL-4/1L-13 and suppresses C. gattii infection.
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