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		Abstract

		The RNA binding protein Human Antigen R (HuR) has been identified as a main regulator of the innate immune response and its inhibition can have beneficial anti-inflammatory potential. To inhibit HuR function of binding RNA, we previously synthesised a novel class of small molecules called Tanshinone Mimics (TMs), showing promising inhibitory activity against HuR and modulating the immune response in murine macrophages. However, limited solubility posed challenges for TM-based therapies. In this study, we aimed to enhance the hydrophilicity of TMs by introducing a 5-membered heterocycles rings on the lead molecule of Tanshinone mimics. We identified the furan containing TM11 as the most soluble compound of the series but capable of blocking the HuR-RNA complex formation. Cellular assays, revealed its potential in inducing cell cycle blockage rather than apoptosis in murine macrophages. Additionally, we investigated TM11's impact on the innate immune response triggered by lipopolysaccharide (LPS) in macrophages. Our results demonstrate that TM11 significantly reduces inflammation, even in a simulated therapeutic regime, with drug administration following two hours of LPS stimulation. 
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