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Targeting myeloma progenitors by ex vivo-expanded gamma delta T cell
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Lenalidomide (Len) was able to expand y & T cells more robustly in combination
with HMB-PP than Zol from PBMCs from the majority of normal donors. However, Len alone did not show any
significant effects on g o T cell expansion and activation, suggesting a costimulatory role of Len on
Zol or HMB-PP-primed y T cells. The surface expression of LFA-1, NKG2D, DNAM-1 and TRAIL were
up-regulated in the expanded y & T cells. Len in combination with either Zol or HVMB-PP enhanced
intracellular IFN-y along with the surface NKG2D, suggesting robust induction of Thl-like y & T cells
by Len. Importantly, y & T cells expanded with the combinatory treatments with Len and Zol or HVMB-PP
exerted potent cytotoxic activity against multiple myeloma (MM) cells. Interestingly, the expanded y &6 T
cells markedly suppressed the colony formation in RPMI8226 and KMS-11 cells, and decreased in size their
side populations, suggesting targeting a drug-resistant clonogenic MM cells.
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