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Project Summary: 

Aberrant activity of the MYC family of transcription factors (cMYC and MYCN) is a driver of 
poor clinical outcome and resistance to chemotherapy in paediatric brain and solid 
tumours (i.e. medulloblastoma and neuroblastoma). Targeting of MYC has proven very 
challenging, and an alternative approach is to identify druggable vulnerabilities in cells with 
aberrant MYC status.   The Chesler laboratory at ICR is a world leader in the generation 
and characterization of mouse models of MYC hyper-activation for the discovery and 
validation of small-molecule therapeutics.  Recently, the group of Prof. Ed Tate at ICL has 
discovered that N-myristoyltransferase (NMT) is a novel synthetic lethal target in high-
MYC/MYCN cancers. NMT catalyses N-myristoylation, the co-translational and irreversible 
attachment of a C14 fatty acid (myristate) to the N-terminal glycine of specific protein 
substrates. This discovery has led to the development of proprietary ultrapotent 
(picomolar), orally bioavailable dual human NMT1/2 inhibitors, with excellent PK and 
selectivity, which have shown exceptional efficacy in in vivo models of MYC-deregulated 
cancer [1].  The Tate and Chesler labs are currently engaged in a joint project to 
understand the mode of action of NMT inhibitors in MYCN deregulated cancers, using 
advanced chemoproteomics approaches to identify effector substrates synergising with 
the oncogenic activity of MYCN and cause synthetic lethality.   The candidate will join this 
collaborative work by translating in vitro findings to mouse models and patient-derived 
MYC-driven neuroblastoma and medulloblastoma models subjected to NMT inhibitors. The 
study will uncover molecular biomarkers to guide patient selection and it will open 
opportunities for combination therapies. These findings will inform early clinical trial design 
led by Myricx, a start-up born from a partnership between Imperial College London (under 
the leadership of Prof. Tate) and the Francis Crick Institute. The candidate will thus have a 
unique opportunity to contribute to “bench to bedside” translation of a first time in human 
drug target offering a new therapeutic option for children with aggressive cancers.   

1. https://www.biorxiv.org/content/10.1101/2021.03.20.436222v1.
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