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                A clinical trial of chimeric antigen receptor (CAR)-T cells in young people with high-risk neuroblastoma has afforded the best CAR-T cell responses seen to date in solid tumors. Out of 27 patients, 17 saw their tumors respond to CAR-T cells directed at the disialoganglioside GD2 in the trial, held at the Bambino GesÃ¹ Pediatric Hospital in Rome. Nine of the 17 had a complete response and eight had a partial response. The three-year overall survival was 60%. â€œNo oneâ€™s ever had patients responding like this before,â€� immunologist Carl June, not involved in the trial, was quoted as saying in an Associated Press article.
To enhance T-cell activation, the scientists designed the CAR construct to contain two costimulatory domains: CD28 and 4-1BB. They also improved CAR-T yield by adding the interleukins IL-7 and IL-15, which are known to promote in vitro cell expansion. The resulting CAR-T cells infused in the Bambino GesÃ¹ trial were much longer-lived than those used in previous, failed trials of GD2-directed CAR-T cells, persisting in peripheral blood for 3 months on average and up to 30 months in some participants.
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