
Supplementary Figure S1: Different generations of chimeric antigen receptors. All CAR
generations are composed of the same extracellular domain which is a single chain variable fragment (a
heavy variable chain and a light variable chain). In the intracellular domain, first generation CAR is
composed of only a CD3 (immunoreceptor tyrosine based activation motifs, ITAM). Second
generation CARs have, in addition to their CD3 , a co-stimulatory molecule (usually CD28 or 4-1BB).
Third generation CARs include a second co-stimulatory domain. Fourth generation CAR has one
costimulatory molecule and their ITAM domain, in addition to a constitutively or inducibly expressed
cytokine (IL-12) upon activation, in order to enhance their cytotoxicity. Fifth or next generation CARs
also have one costimulatory molecule and ITAM domains, paired with a truncated intracellular domain
of cytokine receptors (IL-2R chain fragment with a STAT3/5 binding motif).
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Supplementary Table S1: CAR-NK trials on clinicaltrials.gov:



Supplementary Table S2:



Supplementary Table S3:


