Dectin-2 agonist antibodies reprogram tumor-associated macrophages to drive anti-tumor immunity 225 ™
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Figure 1: Schematic of proposed mechanism of action driving Dectin-2-mediated anti-tumor activity. Figure 4. BDC-3042 binds to Dectin-2 and activates in vitro-generated macrophages. (A) BDC-3042 binds to " -_.0..,‘” \ | N Figure 11: BDC-3042 mediates anti-tumor activity in MDA-MB-231 tumor-bearing humanized mice. huNOG-EXL
cells expressing Dectin-2 with single digit nM ECsys, while minimal binding is detected with HEK293T cells lacking / \ \ mice from distinct human CD34+ HSC donors were implanted with bilateral MDA-MB-231 tumors. (A) Representative
Dectin-2 expression. (B) Fresh human monocytes (n=12 donors) or monocyte-derived macrophages generated with e, 12-15weeks @ . 2-4weeks ¢ il g tumor growth curves following treatment with the indicated test article via IP administration Q5D x 6-7. P318 is the
M-CSF (n=5) or GM-CSF (n=12) were stimulated overnight with the Dectin-2 agonist mAb, followed by cytokine = —> £ = —> = ~— i - Fc-matched isotype control antibody. (B) Tumor growth inhibition (TGI) was calculated at Day 35 for all but one cohort of
analysis by ELISA. (C) Human M-CSF macrophages (n=3) were stimulated overnight with the Dectin-2 mAb, followed - . @‘f_‘ 4 Tur?ggd;gg mrgent @ “4 . o mice which was calculated at Day 30 as compared to an isotype control antibody.
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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 5: BDC-3042 activates primary human TAMs ex vivo. (Left) Human tumors were processed into single cell Beell CD4  CD8  NK M@ Total Blood ~ Liver — Lung  Spleen  Tumor * BDC-3042 mediates anti-tumor activity and is well tolerated in MDA-MB-231
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shown for the tumor subtypes. TCGA and GTEX data were processed using a uniform bioinformatic pipeline and (Right) Primary human tumor samples were processed into single cell suspensions and cultured overnight with compartment was assessed in huNOG-EXL mice from four unique HSC donors (n=3 mice/donor). Quantification of

obtained from UCSC Xena (xena.ucsc.edu). Median and interquartile range are shown on the violin plots. Statistics BDC-3042 or a non-binding isotype control antibody. Data are shown with mean and SEM; Breast Cancer (BrCa, n=1), human immune cell subsets is shown as the percentage of total live cells, and total human immune cells (CD45+) are * Preclinical data support clinical evaluation of therapeutic potential of BDC-3042, with

were calculated by Mann-Whitney U test; *p<0.05, **p=<0.01, **p=0.001, ****p=0.0001. Colorectal Cancer (CRC, n=1), Non-Small Cell Lung Cancer (NSCLC, n=2), Ovarian Cancer (n=2), Pancreatic Ductal marked as "Total”. (Right) Dectin-2 expression was measured on human monocytes and macrophages recovered from i
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