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Introduction. Metabotropic glutamate (mGlu) receptors and adenosine receptors are novel drug targets for cognitive symptoms and changes in mood experienced by people living with dementia. Drug candidates are typically screened in simplified cell culture models, posing critical translational barriers. Novel and robust approaches are needed.
Aim. To characterise mGlu and adenosine receptor signalling in translationally relevant human iPSC-derived neurons.
Methods. Human iPSCs were differentiated into cortical and hippocampal neurons, as previously described (Sarkar et al., 2018, Gu et al., 2022). Cell signalling was evaluated using plate-based medium-throughput fluorescence assays and high-resolution imaging.
Results. Immunofluorescence confirmed successful differentiation of human iPSCs into neurons. Receptor-mediated signalling was measured in response to selective agonists in the presence and absence of clinically relevant drug candidates. For example, see inset image showing modulation of mGlu5-mediated Ca2+ signalling.
Discussion. Herein, we utilised cutting-edge fluorescent techniques to evaluate receptor pharmacology in human iPSC-derived neurons. Our medium-throughput approaches facilitate drug screening in complex, translationally relevant systems, which may enhance rational drug discovery efforts. 
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