The Burden of Primary Sclerosing Cholangitis (PSC)

What is PSC?

( )? PSC is a cholestatic liver disease that is characterized by chronic and progressive inflammation and fibrosis of the bile ducts.’ PSC can be divided into three main subtypes™4’
he prevalence ot PSC is variable, ranging from 0.22 to 31.7 in 100,000 people in Europe and 0 to 13.6 per 100,000 people in
North America?

1. Large duct (classical) PSC: Affects the entire biliary tree and
has a prevalence of 20%

2. Small duct PSC: Affects smaller intrahepatic bile ducts only'4>
® |ess common than large-duct PSC (<5% ot PSC cases)

e Milder disease, slower progression, and lower risk of
malignancies than large duct PSC

e Approximately one-fifth of cases will progress to large duct PSC

3. PSC associated with AlH: Affects small and large bile ducts'*”
e Autoimmune responses go beyond affecting the bile ducts, and

Cholestasis/autoimmune

’ Cirrhosis’
response

Chronic inflammation’

Both hereditary anc Inflammation of the bile ducts Chronic cholestasis can lead can damaae hepatocvtes
environmental factors may can lead to a build-up of bile to fibrosis (scarring of the . Di t.g 4 PatoLy +h bet 1 4% and 17% of PSC
trigger the pathogenesis and other toxins (cholestasis) liver), cirrhosis (late-stage agnDSHEC CHteria vary, WIth DEtWeen 1.7 7% an ° 0
@ of PSC scarring of the liver), and cases being thought to be associated with AlH
eventually liver failure Not all patients are symptomatic at diagnosis: Up to 40% are

asymptomatic®
Up to 80% of people with PSC develop inflammatory bowel disease

PSC can gradually worsen over time and, without treatment, may eventually lead to end-stage liver disease (requiring liver (IBD) at some point in their lifetime?

transplantation).! Median transplant-free survival can vary, with a study reporting a range of 9.7 (US) to 20.6 years (Netherlands)’

Symptoms and burden

There are a range of signs and symptoms associated with PSC"

Differential diagnosis

PSC manifestations may overlap with those of several hepatic conditions (e.g. autoimmune hepatitis, IgG4-related sclerosing
cholangitis, drug induced liver injury, obstructive biliary disorders) which complicates the diagnostic journey.™
In particular, it is important to distinguish key features ot PSC and primary biliary cholangitis (PBC)”'2

Pruritus Jaundice
REFERRAL?:° ot Ascit
Hepatologist/gastroenterologist or dermatologist (due to itching)
History (medical and family history) Non-hepatic manifestations Cognitive impairment
PSC affects all ages o o o e PBC onset is usually in middle age : : :
Physical examination
Routine blood tests ' '
60% of people with PSC are men; " . . . 10% of people with PBC are men; ReStleSS |egS Adem | nal Pain
40% are women 90% are women ‘ R
DIAGNOSI :
PSC affects bile ducts inside i .. X PBC affects bile ducts m Fever Porta| hypertenSIOH
and outside the liver inside the liver Elevated ALP + GGT
Up to 80% of people i . i 1% of people and/or bilirubin . . :
with PSC have IBD with PBC have IBD v Pruritus is one of the most commonly reported symptoms in PSC.
Cevmted bt Detailed history, physical examination The cause of itch in PSC is not clear, and several mechanisms have
. o ¢ o e Elevated ALP level : - : -
fluctuating serum ALP levels svaied serm AR IENE v been proposed, including increased levels of bile salts in the blood™™
. Ultrasound Dilated ducts, stones, tumor : : : : : :
Negative AMA test ] A B i ~90% of patients show Pruritus is chronic and negatively affects QoL. Those with a history

detectable AMA Normal @
AMA + ANA (sp 100, 210
Elevated risk of bile duct ( P gp )

® ® .
and colon cancer Negative W

MRCP — -} PSC, SSC

AlIH, autoimmune hepatitis; ALP, alkaline phosphatase; ANA, anti-nuclear antibody; AMA, antimitochondrial antibody; GGT, gamma-glutamyl transferase; IBD, inflammatory bowel disease; MRCP, magnetic resonance cholangiopancreatography; PBC, primary biliary cholangitis; PSC, primary sclerosing cholangitis; QoL, quality of life;
SSC, secondary sclerosing cholangitis; US, United States.
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of recurring cholangitis, advanced fibrosis, and cirrhosis are in the
greatest need of anti-pruritic treatment®

PBC
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