Allogeneic CRISPR Engineered Anti-CD/70 CAR-T Cells Demonstrate Potent Preclinical

Activity Against Both Solid and Hematological Cancer Cells
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Flg ure 1: CRISPR Therapeutlcs Allogenelc CAR-T Pi pel ine A myeloma cell line. (B) TCR-deficient anti-CD70 CAR-T cells (TCR CAR*) display cell killing activity against a panel of
RCC cell lines with varying CD70 expression.
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:’fg C EFFECTOR CELLS _a TCR-deficient anti-CD70 CAR-T (TCRCAR") cells eradicate tumors in a subcutaneous A498 RCC tumor xenograft model.
?é e TOREAR _ 5x10°¢ A498 cells were injected subcutaneously into NOG mice, followed by CAR-T cells intravenously 10 days after
5 o Rl 2 £ 2000- inoculation. No clinical signs of GvHD were observed in the mice at any timepoint. n=4 for both groups.
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> The CAR-T cells kill CD70* cell lines derived from both solid and hematopoietic cancers
CRISPR/Cas9 gene editing of T cells from healthy donors is used to produce allogeneic CAR-T cells. To (A) High levels of surface CD70 are expressed in cell lines derived from multiple cancers. RCC cell lines
prevent GVHD, TCR expression is ablated by integrating an anti-CD70 CAR construct into the TRAC locus show particularly high levels of CD70 expression. (B) Allogeneic anti-CD70 CAR-T cells (TCR32M-CAR™) > The CAR-T cells eradicate RCC cells in a subcutaneous A498 tumor xenograft model, confirming
by homology-directed repair after using CRISPR/Cas9 to introduce a site-specific double strand break. To Kill CD70-expressing cells (top panel) and secrete IFNy (bottom panel) in a CD70-specific manner. (C) potent activity in vivo
enhance persistence of allogeneic cells, MHC-I expression is eliminated by disrupting the 82M gene. TCR-deficient anti-CD70 CAR-T cells (TCR"CAR*) also secrete Granzyme B in a CD70-specific manner.




