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FIG. 4

AA  Comparison of expression of PD-1 and Tim-3 exhaustion molecules on CDS+ T
cells {healthy subjects and cancer patients)

BB Ratio to CD8” T cells

CC Healthy subjects

DD Canger patients

EE PD-1 expression frequency is predominantly low in cancer patients. Tim-3
expression tends to be higher in cancer patients.

(57) Abstract: Provided are: a method for enhancing im-
mune cell function by activating ex vivo various immune
cells; and immune cells with enhanced function. Further
provided is a method for assessing cell multifunctionality re-
lated to immunity. The multifunctionality of immune cells
can be enhanced using a biguanide-based antidiabetic medic-
ation selected from any one of metformin, phenformin and
buformin to increase CD8" T cells, which have a high capa-
city for producing IL-2, TNFo, and IFNy. Cell multifunc-
tionality related to immunity can be assessed by comparing
the multifunctionality of immune cells treated with a biguan-
ide-based antidiabetic medication selected from any one of
metformin, phenformin and buformin, and control immune
cells not treated with the biguanide-based antidiabetic med-
ication. If the immune cells treated with a biguanide-based
antidiabetic medication selected from any one of metformin,
phenformin and buformin have significantly improved multi-
functionality compared to the control cells, said immune
cells can be assessed as having improved sensitivity to said
drug.
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