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                We read with great interest the paper by Prezioso et al. describing the outcome of adult patients undergoing TCRαβ/CD19 depleted hematopoietic stem cell transplantation from haploidentical donor (haploHSCT) [1]. In particular, the observation that none of the 24 patients whose graft was manipulated through only negative selection developed graft-versus-host disease (GvHD) (as opposed to those receiving a negative selection combined with positive immune selection of the CD34+ cells) deserves further investigation.
We recently confirmed the initial observation by Luyckx et al. [2], that G-CSF-mobilized peripheral blood stem cells and, thus, the graft obtained after ex vivo TCRαβ/CD19 depletion, are enriched with myeloid-derived suppressor cells (MDSC) [3]. In particular, analyzing 70 TCRαβ/CD19 depleted HSCT we showed that polymorphonuclear (PMN)-MDSC (but not monocytic (Mo)) were >10-fold more than NK cells in the final product and they mediated sharp inhibition of NK cytotoxicity against leukemia cell lines and autologous blasts via IDO, PGE2, and exosomes [3].
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                    Fig. 1: Effect of T-cell depletion strategy on GvHD incidence and TCRαβ+ cell content in the graft.[image: ]
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