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• The first evidence for a role for 
the coagulation system in the 
pathogenesis of hepatitis came 
from studies examining the 
effects of MHV infection in 
inbred strains of mice. 

• These reports demonstrated 
the presence of microthrombi 
within the hepatic 
microvasculature in areas of 
inflammation and subsequent 
tissue necrosis. 



Platelets and liver disease progression

Proc Natl Acad Sci U S A. 2012; 109(32): E2165–E2172. 



Coagulation and liver disease progression

J Thromb Haemost. 2008;6(8):1336-43 





Aspirin use, VWF levels, blood group and FVleiden
carriership in general population are associated with 

risk of fibrosis development



Faster progression of fibrosis in patients with
thrombophilia

Gut. 2003 Aug;52(8):1206-10



Gastroenterology. 2012 Nov;143(5):1253-60



Why do platelets and fibrin accumulate in the 
injured liver?
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Liver injury leads to TF decryption and 
intrahepatic fibrin deposition



Some studies suggest beneficial effects of 
intrahepatic activation of coagulation:

• FASTER disease progression in fibrinogen deficiency 
under some conditions

• Fibrin is required for recovery from profibrotic insults





Platelets contribute to liver regeneration in mice

Science. 2006 Apr 7;312(5770):104-7



Post-operative platelet count is associated with 
delayed function recovery and mortality after partial 

hepatectomy in humans
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Ann Surg. 2010;251(2):300-6



Post-operative platelet count is associated with 
delayed function recovery and mortality in humans

Ann Surg. 2010;251(2):300-6



Post-operative platelet count is associated with 
speed of liver regeneration in humans

Br J Surg. 2016;103(7):899-907



Platelet influx in the regenerating liver

Liver Int. 2017 Feb 8. doi: 10.1111/liv.13386



Platelet influx in the regenerating liver is transient

Liver Int. 2017 Feb 8. doi: 10.1111/liv.13386



Transient platelet influx stimulates liver regeneration

Liver Int. 2017 Feb 8. doi: 10.1111/liv.13386



Transient platelet influx is VWF-dependent

Liver Int. 2017 Feb 8. doi: 10.1111/liv.13386



VWF deficiency delays liver regeneration

Liver Int. 2017 Feb 8. doi: 10.1111/liv.13386



Platelet influx is rapid and transient: delivery of cargo?





Fibrinogen depletion impairs liver regeneration after
partial hepatectomy



Deficiency in liver TF impairs liver regeneration after
partial hepatectomy



In summary:

• Platelets and fibrin accelerate acute and chronic liver
injury

• Antithrombotic therapy may be benefical

• Platelets and fibrin aid repair of the injured liver

• Prothrombotic therapy may be beneficial

• Better understanding of mechanisms involved may
result in targeted therapies


