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The Gap between Pancreatitis and PC 



Pancreatitis can promote PC 



CP for PC Induction 



The GREAT Divide 

Especially the mouse model community 

Basic PC investigators use pancreatitis 
as a tool to induce what they want: 

PC 

Certain level of frustration for those doing clinical work 
and translational research in Pancreatitis 



HB-EGF Tissue Recovery in Severe AP 



Different response to KrasG12D in Obstructive CP 



Becoming aware of the AP or CP to PC paradigm  

Gastroenterology May 2018 154(6):1729-36  

J of Gastroenterology Sept 2017 112(9):1366-72 

Acute Pancreatitis Chronic Pancreatitis 



From Ignorance to Bliss: CP contributes to PC 

On multiple occasions, two independent pathologists have observed pancreatitis 
in KPC and KC mice with a second mutant gene - though penetrance has been low 
 
We now have something else to consider – focal pancreatitis, how it develops, and  
the impact on developing PC 
 
Based on these findings, we want to investigate: 
 
                           TGFβ Family of Signals in CP and PC in the same mouse 



KC X Alk5+/- 

Alk2-CA 

KC/Alk5+/- 

KC/CA KC X 

Building PC (& CP) Mouse Models 

Alk2-KO KPC/Alk2-/- KPC X 



EL-Kras + altered TGFβ signals 

EL-Kras EL-Kras/Tgfbr2 
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Tgfbr1+/- may increase T-cell Cytotoxicity 
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Control (6mo.) 

Lesion Development in KC/Alk-CA mice 



KC/CA mice can develop invasive disease 



Implications 

• Certain genetic changes may be relevant to both PC & CP 

• TGFβ Family signals appear to drive a variety of lesions/CP in the context of mtKras  

• Parenchymal vs. mesenchymal pancreas compartments 

• Non-epithelial TGFβ signals can be more sinister – suppress targeted immunity 

• Treatments that work for PC or CP may also work for the other 

• Blocking TGFβ Family ligands/receptors may serve as more efficacious therapies  

•  Focal CP may impact PC lesion development 

• Identifying protein expression near regional areas of CP and its potential impact on PC  
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