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Précis: Nemtabrutinib, areversible inhibitor of both
wild-type and C481-mutated BTK, demonstrates
safety and preliminary efficacy in patients with
relapsed or refractory B cell malignancies.
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ON THE Despite the success of chimeric antigen receptor (CAR) T cells in patients with

COVER cancer, relapse is common due to limited T-cell expansion and persistence. Two
studies by Jain, Zhao, and colleagues (page 142) and Lépez-Cobo, Fuentealba, and
colleagues (page 120) sought to improve CAR T-cell efficacy and showed that
disruption of the histone H3 lysine 9 methyltransferase SUV39H1 enhances the
expansion, persistence, and antitumor efficacy of CAR T cells in tumor models. Jain, Zhao, and
colleagues demonstrated that genetic disruption of SUV39H1 enhanced the early expansion and
long-term persistence of CAR T cells as well as their antitumor efficacy in models of leukemia and
prostate cancer. Decreased exhaustion and inhibitory receptor expression were also observed,
leading to improved expansion and tumor rejection upon multiple rechallenges. Lopez-Cobo,
Fuentealba, and colleagues found that ablation of SUV39H1 increased CAR T cell stem/memory
differentiation and persistence as well as decreased expression of dysfunction genes, ultimately
protecting mice from solid tumor relapses and rechallenges. Together, both studies suggest that
inactivation of SUV39H1 could improve antitumor adoptive cell therapies. For more information,
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Précis: Pancreatic cancer cells deplete vitamin
B6 (VB6) in the tumor microenvironment, and
supplementation of VB6 or use of agents that
block VB6-dependent one-carbon metabolism
amplify natural killer cell antitumor immunity and
inhibit tumor growth in pancreatic cancer models.
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