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Endocrine disease
Diabetes Mitogen-activated 

protein kinase 14 
(MAPK14; p38)

Studies in vitro and in mice suggest that inhibiting 
MAPK p38δ could potentially treat diabetes. 
p38δ-null mice had better glucose tolerance due to 
increased insulin secretion from pancreatic β-cells 
and were protected from high fat diet–induced 
insulin resistance and pancreatic β-cell failure 
compared with what was seen in wild-type 
littermates. The p38δ-null mice had increased 
activation of protein kinase D1 (Pkd1), which helps 
stimulate insulin secretion. A Pkd inhibitor reversed 
the protective effects of the p38δ-null phenotype 
on insulin secretion and glucose tolerance. Further 
studies are necessary to design an inhibitor that 
specifically targets p38δ.  
At least 10 companies have compounds targeting 
p38 in clinical testing for various conditions. 
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