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INTRODUCTION RESULTS

Tumor-associated macrophages (TAMs) are an abundant immune cell population in most cancers that
support tumor progression through their immunosuppressive effects. We discovered that TAMs express Dectin-2 is selectively expressed by TAMs in a range of human tumors Anti-tumor efficacy requires Dectin-2 signaling components Fc-engineered agonist mAb potently activates human macrophages
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Figure 3: Dectin-2 is expressed by TAMs in primary human tumor samples. (Left) Human tumors were Dectin-2 mAD, followed by cytokine and chemokine analysis using MSD Kkits.
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Figure 4: Mannan, a natural ligand for Dectin-2, activates TAMs. (Left) TNFa secretion by in vitro- mean with SEM. non-binding isotype control antibody. Increased secretion of potent pro-lnfla}mmatory cytokines and chemokines
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Figure 2: Dectin-2 gene expression is elevated in tumors but low in most normal tissues. Dectin-2/CLEC6A mRNA Figure 8: Agonist mAbs bind Dectin-2 and activate human macrophages. (A) Dectin-2 agonist mAbs bind engineered Fc domain
expression in human tissue samples from the TCGA (tumor) and GTEX (normal) datasets. TCGA study abbreviations are Figure 5: Mannan elicits tumor regression in a Dectin-2-dependent manner. MB49 (Left) or LMP (Right) to cells expressing Dectin-2 with single digit nM EC30s, while minimal binding is detected with HEK233T cells
shown for the tumor subtypes. Data were processed using a uniform bioinformatic pipeline and obtained from UCSC tumor-bearing mice were treated systemically every 2 days with S. cerevisiae mannan (12.5 mg/kg iv) with or lacking Dectin-2 expression (black circles). (B) Human monocytes isolated from healthy human blood (n=5) were * Bolt Biotherapeutics’ agonist antibody has the potential to reprogram tumor-supportive
Xena (xena.ucsc.edu). Data shown as median with interquartile range. Statistics were calculated by Mann-Whitney without co-administration of Dectin-2 blocking antibody (5-10 mg/kg ip). Data are shown as mean with SEM and differentiated with M-CSF for 5 days and then stimulated overnight with indicated mAbs. Activation was measured macrophages into tumor-destructive macrophages as a novel anti-tumor immunotherapy
U test; *P<0.05, **P<0.01, ***P<0.001, ****P<0.0001. n=4-5 mice per group; day of treatment initiation is marked with a blue arrow. as TNFa secretion by ELISA.




