Scheme 1. Intracavitary delivery of Combo Gel, an injectable hydrogel formulation, in a mouse model post-glioblastoma surgery and its mechanism to inhibit GBM relapse. (A) The preparation of Combo Gel and its direct in situ injection into the post-surgical cavity. (B) Illustrates the release of Cu-His NPs and CB-839 from the hydrogel into the GBM microenvironment, where Cu-His NPs initiate CDT, and CB-839 suppresses glutaminase activity, leading to a decrease in GSH and subsequent amplification of oxidative stress, ultimately inducing GBM cell death. (C) An abundance of ROS damages tumor cells, inducing ICD. This process releases damage-associated molecular patterns (DAMPs), which in turn trigger an anti-tumor immune response. This response promotes the maturation of dendritic cells (DCs) and the activation of T cells. Simultaneously, CB-839 facilitates the polarization of M2 macrophages towards M1 macrophages, thereby reprogramming the tumor microenvironment.
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