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Receptor-interacting protein kinases (RIPKs) are a seven-
member family of Ser/Thr and Tyr TKL (Tyrosine Kinase-
Like) kinases that have an array of biological functions.
RIPK2 is a key mediator of nucleotide-binding
oligomerization domain (NOD) cell signaling that has
been implicated in various chronic inflammatory
conditions. Several new inhibitor classes of RIPK2 kinase
and NOD signaling will be described. Structure-activity
relationship (SAR) analyses of these compounds has
provided insights into ligand-protein interactions
necessary to achieve potent selectivity and cellular
activities. The data generated supports a mechanism
whereby inhibiting RIPK2 catalytic activity is not
sufficient per se for blocking cell signaling. Instead,
allosteric binding of the compounds to the ATP pocket
disrupting X-linked inhibitor of apoptosis protein (XIAP)-
mediated RIPK2 ubiquitination is responsible for
inhibiting NOD cell signaling. Finally, in vitro ADME and
pharmacokinetic characterization of representative
inhibitors supports their use as in vivo pharmacology
probes of RIPK2 kinase and NOD cell signaling functions.
Click here to learnmore.
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