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Abstract Novel IHC method to quantify BRD9 degradation in tumor tissue FHD-609 treatment decreases Myc expression and gene sets, and
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24 hours after treatment with vehicle or FHD-609. DGE is expressed as log, fold-change relative to vehicle. Circles are
sized by statistical significance. B) Gene set enrichment analysis (GSEA) following RNA-seq of SYO-1 xenografts 24
hours after treatment with vehicle or FHD-609. Selected upregulated and downregulated gene sets, and the average
normalized enrichment scores (NES) across treatment groups, are shown. Out of 21,688 gene sets analyzed,
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Figure 1. A) lllustration of the SSX-SS18 translocation, the defining genetic hallmark of synovial sarcoma. B)
Composition of cBAF and ncBAF complexes. SSX-SS18 perturbs normal cBAF functionality and renders cells
dependent upon ncBAF for survival. BRD9 is a unique subunit of ncBAF and the target of FHD-609. C) FHD-609
demonstrates dose-dependent tumor growth inhibition in cell line-derived xenograft (CDX) models of synovial
sarcoma. IP = intraperitoneal; QW = weekly dosing; QD = daily dosing. D) BRD9 levels assessed by western blot
in tumor lysates collected at indicated timepoints post last dose. Complete degradation between doses is required

Novel flow cytometry method to quantify BRD9 degradation in PBMCs
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Figure 2. Naive and tumor-bearing mouse study designs. Single or biweekly (BIW) doses of FHD-609 were
administered by IV to either naive, immunocompetent CD-1 mice, or immunodeficient BALB/c nude mice
implanted with SYO-1 xenografts. Timepoints for analysis refer to collection time following the last dose. Red
arrows indicate doses, and blue arrows indicate sample collections.
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Figure 4. A) BRD9 flow cytometry was performed on WT and BRD9 KO
HAP1 cells to assess the sensitivity and specificity of the assay. B)
Performance of the BRD9 flow cytometry assay in PBMCs. Human whole
blood was treated ex vivo with FHD-609 for 4 hours at the indicated
concentrations and BRD9 was detected by flow cytometry. Cell types
were identified by surface marker expression. BRD9 mean fluorescence
intensity (MFI) was normalized to vehicle control. C) Naive,
o immunocompetent mice were treated with FHD-609 at the doses and
et schedules shown in Fig. 2, and terminal bleeds were collected at the
1 35 7 9 11 13 15 17 19 21 indicated timepoints. BRD9 levels were assessed by flow cytometry, and

Time post-dose (days) PBMC cell types were identified by surface marker expression. Values
are normalized to vehicle control. Symbols represent group mean, and
error bars are SEM. n = 3 for all groups. D) Comparison of relative BRD9
levels in SYO-1 xenografts and mouse B cells.
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 Newly validated IHC and flow cytometry assays demonstrate excellent sensitivity
and specificity for BRD9 in tumor tissue and PBMCs, respectively

« Target degradation in tumors is rapid and robust, but complete degradation is
required between doses for maximal efficacy

« PBMCs are an effective surrogate for target engagement in tumors

« FHD-609 treatment decreases Myc expression and related gene sets, and
decreases markers of proliferation in tumors in vivo

 BRD9

IHC and flow cytometry assays are being used to assess the

pharmacodynamics of FHD-609 in a Phase | study in synovial sarcoma

 BRD9 degradation demonstrated in patient tumor biopsies
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