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Effective expansion of Thl-like gdT cells and anti-myeloma effects
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After PBMCs isolated from 10 normal donors were incubated for one week with

Zol and lenalidomide (LEN) or pomalidomide (POM) in combination, y & T cells were robustly expanded
as observed with Zol and IL-2 in combination. The expanded y & T cells expressed intracellular IFN-
y but not Foxp3,indicating induction of Thl-like y 6 T cells.The expansion efficiency with Zol plus
these IMiDs appeared to be weakerin PBMCs from a majority of ?atients with multiple myeloma (MM)
than those from normal donors.Such expanded Thl-like y & T cells exerted potent cytotoxic activity
against MM cells. Interestingly, the expanded y & T cells also markedly minimized the sizes of side
populations in RPMI8226 and KMS-11 cells, and suppressed their clonogenic capacity. Hyperthermia
induces MM cell death and and up-regulated the surface expression of HSP and ULBP on MM cells. These
results suggest that hyperthermia might enhance the susceptibility of MM cells to y & T-mediated
immunotherapy.
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IMiDs induce y&8T cell expansion in
combination with Zol
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Expansion of y8T cells in PBMCs from
additional normal donors

-—2 - # - #5

sssscsso
REBBHEEE

0
1

Ratios from controls

% distribution in T cells

Control ~ Zol +LEN Zol+POM  Zol+IL-2 Zol+LEN  Zol+POM  Zol+IL:2

Hyperthermia induces MM cell death in a
time- and temperature-dependent manner
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Expansion of y&T cells in PBMCs from MM patients
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Hyperthermia eradicates SP and
suppresses colony formation in MM cells
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in combination with Zol MM cells
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Hyperthermia induces ER stress and down-regulates
IRF4, Pim-2, c-Myc and Mcl-1 in MM cells
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Heat treated MM cells retained DNAM-1 expression
on y3T cells in the presence of stroma cells

DNAM-1 on y3T cells
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LEN plus Zol in combination maintain anti-MM
activity of y3T cells in the presence of BMSCs
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Targeting of MM progenitors by Th,-like y&T
cells and hyperthermia
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