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(57) Abstract: The present disclosure provides methods and artificial expression constructs for improving persistence or function of
an immune cell. Particularly, the methods or artificial expression constructs include a mutated interleukin 15 (IL-15) transgene under
the control of a constitutive or inducible promoter to potentiate the function of an immune cell. The mutated IL-15 is modified to
focus signaling to cells expressing and/or signaling complexes comprising IL-15Ra. More particularly, the disclosure provides methods
and artificial expression constructs that potentiate the function of immune cells by enhancing immune cell proliferation, decreasing
antigen-independent interferon-gamma (IFNy) release, and suppressing tumor growth and uncontrolled immune cell proliferation.
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