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Introduction

Peripheral blood natural killer (NK) cells are mature

CAR and mblL-15. NK cell cytotoxicity was assessed
against multiple tumor target cells by Incucyte.

Results
Isolated peripheral blood NK cells from 3 healthy donors

Time
Figure 2. Up to 2-billion-fold expansion was achieved for

Cell surface expression of many activating receptors are
upregulated on NK cells during expansion

further enriches CAR* cells during expansion.

Chromosomal integrity is well-maintained in NK cells
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Potency of peripheral blood NK cells can be maintained
after >200-million-fold expansion

calculated based on Incucyte images collected at 72-hours
after co-culture. % cytotoxicity = [(control — experiment) /

after >200-million-fold expansion control] x 100.
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manufacturing methods for NK cells derived from a
limited pool of donors selected to provide optimal
product characteristics. We show that NKG2D expression
is increased on the cell surface during expansion, CISH
edited CAR/mbIL-15* NK cells are enriched in a self-
selecting manner, and chromosomal integrity is well-
maintained despite >2-billion-fold expansion. Most
importantly, final product NK cells are highly cytotoxic
against multiple tumor cell lines. These results support
large-scale expansion and engineering of peripheral
blood-derived CAR NK cells for off-the-shelf application.
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Figure 5. KaryoStat™ analysis shows no chromosomal
aberrations in Donor 2 and Donor 3 NK cells. 150k SNPs
spread across the genome were analyzed and compared
between donor matched pre- and post-expansion NK
cells. X-axis indicates chromosome number and Y-axis
indicates copy number.
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Figure 3. (a) Multi-color flow cytometry analysis of Donor 1
NK cells show increased expression of markers associated
with exhaustion. (b) Highest expression of TIGIT was
observed in Donor 1 NK cells at WCB stage.

Figure 1. Schematic diagram of healthy donor-derived NK cell
expansion for off-the-shelf use.
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MCB: master cell bank; WCB: working cell bank; FP: final product
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