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Reprogramming and re-differentiation of invariant NKT cells for pancreatic
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Va 24 invariant natural killer T (iNKT) cells are a subset of T lymphocytes
implicated in the regulation of broad immune responses. Reduced iNKT cell numbers and function have
been observed in many patients with cancer. To recover these numbers, we reprogrammed human iNKT
cells to pluripotency and then re-differentiated them into regenerated iNKT cells in vitro through
an IL-2/1L-15-based optimized cytokine combination. The re-differentiated iNKT cells showed
proliferation and IFN-y production in response to a -galactosylceramide, induced dendritic cell
maturation and downstream activation of cytotoxic T lymphocytes, and exhibited NKG2D- and
DNAM-1-mediated NK cell-like cytotoxicity against cancer cell lines.

The immunological features of re-differentiated iNKT cells and their unlimited availability from
induced pluripotent stem cells offer a potentially effective immunotherapy against pancreatic

cancer.
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