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Utilizing ageing-related clonal haematopoesisfor effective CAR-T cell therapy
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We identified TET2, DNMT3A, and DUSP11 as aging-associated genetic
mutations. First, we performed genetical ablabations of TET2, DNMT3A, and DUSP1l genes using the
CRISPR Cas9 approach and analyzed the effects on the function of T cells and CAR-T cells. T cells or

CAR-T cells with knockout of TET2 or DNMT3A genes indeed exhibited significant promotion of
undifferentiated state (persistence),in agreement with previous reports. However, T cells and CAR-T
cells with DUSP11 gene knockout did not show promotion of undifferentiated state (long-term survival

capacity) as observed with TET2 or DNMT3A knockout T cells. Furthermore, no effects were observed
on cell proliferation, cytokine and cytotoxic factor production, or cytotoxicity (anti-tumor
effect). So far, we were unable to identify aging-related mutations that would favorably impact
CAR-T cell immunotherapy.
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