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Resistance to ivermectin (IVM), the most important broad-spectrum antiparasitic drug in use today, is widespread in 
parasites to the extent that it compromises successful control of human and animal parasites. New therapeutics are 
urgently needed to overcome resistance to actual treatments. Two nuclear hormone receptors NHR-8 and DAF-12, of 
parasitic nematodes play key roles in lipid metabolism, reproduction and longevity of worms as well as in drug 
detoxification1. Due to their central role in development of nematodes and in IVM resistance2, NHR-8 and DAF-12 are 
potential therapeutic targets to fight parasitic diseases. However, their mechanism of action needs to be deciphered. 
Using X-ray crystallography and biophysical characterization (Thermal Shift Assay, Isothermal Titration Calorimetry, 
fluorescence anisotropy assays, native mass spectrometry), new structural information about ligand and transcriptional 
coregulators binding are acquired and allow a better understanding of NHR-8 and DAF-12 biological functions. In 
addition, a number of ligands of interest are currently selected to validate their action in cellular assays in order to orient 
the design of DAF-12 and NHR-8 inhibitors.
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