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membrane-bound interleukin-15 (mblL-15) knocked in and cytokine-inducible SH2-containing protein (CISH) and transforming growth factor 3 receptor 2 (TGFBR2)
knocked out using Editas’ proprietary engineered, highly active, and highly specific AsCas12a and SLEEK™ technology.

INTRODUCTION METHODS

To characterize and evaluate the anti-tumor efficacy of EDIT-202, an induced pluripotent stem cell (iPSC)—derived natural killer (INK) cell therapy that has CD16 and
OBJECTIVE

- EDIT-202 is an engineered iNK cell product under development| Engineered AsCas12a and SLEEK™ enable | * IPSCs were edited with an engineered AsCas12a to knock in CD16 and
to address the unmet need for treating solid tumors. the generation of iNK cells with enhanced mblL-15 using the SLEEK™ method.3 Simultaneously, iPSCs were also

functions against solid tumors edited with AsCas12a to knock out CISH and TGFBR2. iPSC clones were

* Natural killer (NK) cell-based immunotherapy is a promising Perforin
therapeutic approach for solid tumors because of its intrinsic granzyme .o -
tumor-killing capacity, minimal treatment-related toxicities, and
ability to be administered to patients as an off-the-shelf therapy.

selected and differentiated into iINK cells. Surface expression of CD16
and mblL-15 by EDIT-202 cells was shown by flow cytometry (Fig. 1).

* In vitro persistence was measured by culturing wild-type (WT) and EDIT-

EDIT-202 202 cells in basal media without supporting cytokines for 21 days (Fig. 2).

* NK cell effector function is diminished by a lack of functional

persistence and tumor-intrinsic immunosuppressive DKO DKI Therapeutic antibody * Afluorescent lactate dehydrogenase (LDH) release assay using SKOV-3,
mechanisms, such as the production of the pleiotropic cytokine | | cish” BL P \ [ core~ FaDu, or A549 tumor cells was performed to assess 2D cell tumor killing
. \ I . . . .
transforming growth factor beta (TGF-)." Furthermore, the TGFBR2" bl B mbIL-15+* (Fig. 3). CD16 shedding was analyzed by extracting INK cells from the
ability of NK cells to exert antibody-dependent cellular %/ 2D killing assay after 48 hours and running flow cytometry (Fig. 4).
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