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RESULTS

DOSE DEPENDENT DOWNREGULATION OF FOXP3, AND INCREASE IN
INFLAMMATORY TRANSCRIPTS IN PATIENT PBMCs

ABSTRACT RESULTS
BRG1/BRM (SMARCA4/SMARCA?2) are key components of the SWI/SNF complex that are critical in regulation of transcriptional FHD-286 TREATMENT INDUCES DECREASE IN TREG' MARKERS OF T CELL EXHAUST'ON, AND PDL1+ TAM CONSISTENT WITH

programs that control cell fate and identity. Tumor cells aberrantl}/ upregulaft(.e BRG1 levels, hijac!<ing ”st.emness features’-’. REDUCTION OF IMMUNOSUPPRESSIVE EFFECTS ON TME

Furthermore, BRG1 has been shown to impact immune cell polarization, driving programs associated with T cell exhaustion and an
immunosuppressive cell state. Our group previously demonstrated that the combination of FHD-286 and anti-PD-1 antibody is
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FHD-286 SHOWS STRONG EFFICACY AND TME IMPACT IN PRECLINICALSYNGENEIC MODELS
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immune polarization and activation. In addition, ctDNA was measured in serial plasma samples using a targeted NGS panel. ctDNA decrease from C1 ctDNA decrease from C1 ctDNA decrease from C1 ctDNA decrease from C1
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Panel #2-19 markers) and analyzed by Neogenomics to identify 8 cell types of interest via co-localization of 20 different immune related markers. Of note, . : . . e 7/13 showed increase in over all CD8/CD4 ratio
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. . .. . .o .. epe . . . * Wan et al. Evaluating clinical biomarkers of FHD-286, a potent and selective inhibitor of BRG1/BRM, in metastatic uveal melanoma , EORTC-NCI-AARC International Conference on Molecular Targets and Cancer Therapeutics, October 11-
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M2 macrophages shifted from “inside” the tumor area to “outside” the tumor, as defined by Neogenomics analysis.
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post treatment biopsies precluded normalization output for cell types in certain patients. Transcriptional changes were assessed using RNA sequencing of

paired biopsies in 9 patients. _ . . . _
Nearest neighbor analysis showed increase in the M2 macrophage to tumor cell distance.
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