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Section 2 – Project Information
	Project Title

	Molecular Glues as Novel Tools for Tackling Big Challenges in Human Health 

	Project Summary 

	Background: The need for new medicines is greater than ever because of an ageing population and the complex clinical challenges brought about by drug resistance and/or side effects. These problems are particularly acute in the oncology and neurodegeneration therapeutic areas, and this a significant negative impact on society and the economy. As a result, the focus of drug discovery has shifted in recent years away from classical enzyme inhibitors (e.g. kinase inhibitors) to even more challenging targets. Protein-protein interactions (PPI), and in particular inhibitors of these interactions, are at the forefront of this revolution: venetoclax was the first PPI inhibitor approved for the treatment of chronic lymphocytic leukaemia. However, PPI inhibition alone does not fully exploit the potential scope and power of PPIs as drug targets.  
 
Using drugs that act as molecular glues, to stabilise the interaction between proteins, is a highly novel therapeutic strategy that can greatly expand the number, effectiveness and precision of available treatments. This project will build on exciting discoveries in our labs. We have found that covalent, or irreversible, molecular glues that target specific interactions of an important family of ‘hub’ proteins called 14-3-3 is a highly effective strategy for PPI stabilisation that could address a range of disease states including cancer and neurodegeneration.  
 
Project Aim: The aim of the project will be to optimise and refine this therapeutic approach. This will be achieved by studying the role of cysteine amino acids in 14-3-3 proteins. Cysteine is crucial because its nucleophilic properties make it the ideal site for covalent protein modification. In addition, gain of cysteine mutations to 14-3-3 is significant in neurological diseases.  We will take an interdisciplinary chemical biology approach to develop more efficacious and selective molecular glues and evaluate their efficacy as drugs in cellular contexts. Ultimately, we aim to deliver new chemical tools for to help further our understanding of disease, and drugs that can be translated into clinical use.        
 
Methodology and Training: The project will be interdisciplinary in nature, combining elements of chemical biology, cellular biology, and structural biology. It will provide excellent training for students who are motivated to go to pursue careers in the fields of drug development, molecular diagnostics, or medical R&D.  

Techniques that will be undertaken during the project
· Biophysical assays (e.g. fluorescence polarisation, isothermal titration calorimetry, NMR) 
· Synthetic chemistry and small molecule characterisation   
· Protein X-ray crystallography 
· Mass spectrometry 
· Cell viability assays 
· Western blotting and immunoprecipitation 
· qPCR  
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