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(57) Abstract: Disclosed herein are methods and compositions for engineering cells to express a CAR where the cells also have inac-
tivated TCR, HPRT, PD1, CISH and/or HLA genes, using engineered nucleases comprising at least one DNA binding domain and
a cleavage domain or cleavage half-domain in conditions able to preserve cell viability. Polynucleotides encoding nucleases, vectors
comprising polynucleotides encoding nucleases and cells comprising polynucleotides encoding nucleases and/or cells comprising nu-

cleases are also provided.
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