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The interplay between bone and ex vivo-expanded gamma delta T cells.
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We examined the effects of inflammatory environment on ex-vivo expanded Vy
9Vd 2 T cells. Vy 9Vd 2 T cells treated with IL-12 and IL-18 enhanced effector functions, including
the expression of IFN-y and granzyme B, and cytotoxicity. These enhanced effector responses
following IL-12 and IL-18 treatment were associated with homotypic aggregation, enhanced expression
of ICAM-1 and decreased expression of the B- and T-lymphocyte attenuator (BTLA), a co- inhibitory
receptor. IL-12 and IL-18 also induced the antigen-independent proliferation of Vy 9vd 2 T cells.
Increased expression of Ik B{ , IL-12RpB 2 and IL-18Ra following IL-12 and IL-18 stimulation
resulted in sustained activation of STAT4 and NF-k B. Thus, we showed that IL-12 and IL-18 synergize
to activate human ex vivo-expanded Vy 9Vd 2 T cells.
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