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Figure 1. Multiple downstream signals of PD-1/PD-L1 blockade and 4-1BB activation are upregulated in responders adhesion molecules, T cell receptors, co-stimulators, and cytokines/chemokines were significantly upregulated by the combination. % The widespread and significant upregulation of cytotoxicity related RNAs in the combination setting may provide clues for potential PD
Following 3 day incubation, the modulation of downstream genes of PD-1/PD-L1 blockade and 4-1BB activation were analyzed, and the B. The correlation of upregulated signals with response to the combination was analyzed. Among cytokines and chemokines, IL-1[3, markers.
upregulation and downregulation of genes were compared with the control group. A. Downstream signals of PD-1/PD-L1 inhibition were IL-24, IL-34, CCL5, CCL14, and CCL21 showed certain level of correlation with response. Co-stimulators and co-inhibitors closely % Even without tdLN and T cell supplementation from external organs, which will attenuate the activity of 4-1BB agonism, the study provides
upregulated in responders, indicating CD3 signal transduction. B. 4-1BB activation Signals including TRAF and NFkB were upregulated related tO.NK and T cell activation were upregulated: CDZ?/CD?O, CD4OL, ICOSLG, TNFRSF8 (CDSO), PDCD1 (PD-l) Upregulaﬂon valuable insights on the ear|y Stage mechanism of action in TME. The data can be discussed together with ﬁndings in clinical trials of
in responders representing relevant co-stimulatory signals. of cytotoxic granules, Granzyme B and M, was observed indicating potential effector function of NK cells and CTLs. BH3120 and the combination.
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