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“Beta cells are Trojans really, they fight on”  

The search for new therapies to preserve beta cells and restore beta cell function in diabetes is typically 

undertaken by examining changes in signaling pathways in islets in individuals with diabetes versus non 

diabetic controls. Both type 1 and 2 diabetes are characterized by progressive beta cell failure, but over a 

surprisingly long period. In prospective studies of individuals at risk of type 1 diabetes, diabetes develops 

as much as 10 years after onset of autoimmunity. Likewise prospective studies of beta cell failure leading 

to type 2 diabetes by the USC group in women with gestational diabetes show a long time course, modi-

fiable by enhanced insulin sensitivity. Residual beta cells in established type 1 and 2 diabetes have com-

parable activation of conserved pro-survival injury response signaling that prolongs beta cell survival at 

the expense of compromised beta cell function. Reversal of the pro-survival signaling without removing 

the cause of cellular toxicity accelerates cell loss. We conclude, caution should be exercised in assuming 

changes in tissue impacted by a chronic disease process are potentially therapeutic targets. Rather, es-

tablishing the initiating disease trigger is required, and this is often hard to establish in tissue that has 

been substantially modified to counter the trigger.    

For the full 2020 DORI seminar schedule and to learn more about DORI, please visit our website: http://dori.usc.edu  
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