2880 INHIBITION OF HDAC6 AND HDAC11 HAS AN OPPOSITE EFFECT ON INFLAMMATION AND THE
FUNCTIONAL PHENOTYPE OF MACROPHAGES IN THE TUMOR MICROENVIRONMENT
1 1 1 1 1 1 2 2 1 Georgetown | Lombardi

Manasa Suresh , Hawa Coulibaly , Xintang Li , David Quiceno-Torres , Nithya Gajendran , Karen Tan , Matias Hepp , Karthik Musunuri , Satish Noonepalle , R A TEERER

Alejandro Villagra EEEBE

1. Georgetown University, Lombardi Comprehensive Cancer Center, Washington, DC. 2. Universidad Catolica de la Santisima Concepcion, Concepcion, Chile 3 Avstera Therapeutics,
GEORGETOWN_UNIVERSITY

Pennsylvania, USA

Abstract Transcriptome analysis reveals that HDCA6 and HDAC11 inhibition have opposite effects on M2 macrophage markers.

L 4

Targeted application of class-specific HDACG6 inhibitor in vivo

Pan-histone deacetylase (HDAC) inhibitors have been used as anticancer agents due to their cytotoxicity over transformed cells.
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- Isolation and maintenance of BMDMs: BMDMs were isolated from C57BL/6 wildtype, HDAC6KO, and HDAC11KO mice and
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HDACG inhibition modulates macrophage phenOtype in vitro Fig. 4 | Transcriptome analysis of bone marrow-derived macrophages for M1 and M2 macrophage markers changes after HDAC6 and HDAC11 inhibition. Bone marrow-derived macrophages from wildtype and Treatment and polarization of BMDMs: BMDMs were treated overnight with inhibitors of HDAC6 (NextA), and HDAC11
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Fig. 3 | HDAC11 inhibition increases M2 macrophage phenotype. BMDMs treated with HDAC11i, FT895, were analyzed by A. phenotypes. The cells were applied to single-cell secretome analysis using the Isoplexis platform. The 2D T-SNE plot and the corresponding graphs show the changes in secreted growth factors (EGF and PDGF), cytokines Melanoma Research Foundation Team Award NSE1830941
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gRT-PCR for quantification of key genes associated with M2 (Arg1, Fizz1, and Mrc1) phenotype of macrophages. B. western blot
for acetylation of histone 3 and changes in levels of Fizz1; C. The expression of M2 markers, Arg1 and Fizz1, were quantified in
BMDMs isolated from wildtype (WT) and HDAC11 knockout (HDAC11KO) mice.




