. PBC: Mechanism of Disease
= What do we currently know?

Primary biliary cholangitis (PBC) is a cholestatic liver disease'’

In PBC, the gradual destruction of bile ducts causes
cholestasis (reduced flow of bile from the liver)'?

Cholestasis leads to inflammation in the liver and damage to
hepatocytes and cholangiocytes?

Bile is produced by hepatocytes, and then modified by
cholangiocytes lining the bile ducts®*
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e Around 50% of bile is stored in the
gallbladder*; the rest enters the small
intestine where it aids digestion and

Common hepatic helps to remove waste products

Gallbladder duct from the body3r4

Bile duct

Antibody

Apoptotic bleb In PBC, a T-cell-mediated immune

response leads to the apoptosis of
cholangiocytes and inappropriate
expression of autoantigens®¢
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e This promotes further immune attack
and bile duct damage”

e Over time, the bile ducts are destroyed
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Natural History of Untreated
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Impairment of bile formation and/or flow?

Formation of an abnormally large amount of
scar tissue in the liver due to chronic damage?

Precursor to cirrhosis?

Final stage of many chronic liver diseases”

Pathological characteristics include
degeneration and necrosis of hepatocytes,
replacement of liver tissue with fibrotic scar
tissue, and loss of liver function?

Ultimately, PBC can lead to liver failure and
patients may require liver transplantation®
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