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Progressive Familial
Intrahepatic Cholestasis

(PFIC)

Could PFIC be the hidden
cause of cholestasis and pruritus
in your adult patients?
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Bylvay is indicated for the treatment of progressive familial intrahepatic cholestasis (PFIC) in patients
aged 6 months or older’

Instructions on how to access the prescribing and adverse event reporting information can be
found on the final page.

This leaflet has been produced and paid for by Ipsen.

1. Bylvay Summary of Product Characteristics.



Adult-onset PFIC and the cholestatic patient

* PFIC is a rare and treatable genetic condition often assumed to be
exclusively diagnosed in children but can also have an adult onset23

* PFIC is characterised by cholestatic disease with elevated serum bile acids
and often pruritus2s

» Toxic effects associated with raised serum bile acids can lead to permanent
liver damage (fibrosis and cirrhosis) and ultimately end stage liver disease3>

Mechanisms for hepatocyte and cholangiocyte harm due to
elevated bile acids in the hepatobiliary system include:*

\

Altered membrane and
levels of bile acids and their intercellular junctional
detergent cytolytic effects competencies

Direct pressure of toxic

Signalling to nonparenchymal
inflammatory and
fibrotic cells

Cellular apoptosis
Or necrosis

* |In paediatric patients with PFIC, lowering serum bile acids is associated
with higher native liver survival (avoidance of liver transplant) for up to
3 years®

Check serum bile acid levels as part of your
diagnostic investigations in cholestatic patients
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The science is evolving

Today, PFIC is associated with a broadening collection of genetic
defects linked to bile transport and signalling mechanisms.2s

Evolving spectrum of known and potential PFIC gene defects’-®
PFIC 1 PFIC 2 PFIC 3 PFIC 4 PFIC 5 PFIC 6 PFIC 7 PFIC 8-12

Protein Deficiency ;| FIC1 . BSEP . MDR3 . TJP2 . FXR . OST-A . USP53 : Ongoing research continues
: : : : : : : i to highlight links to new
i genes e.g. KIF12, ZFYVE19,

Mutated Gene . ATP8BI : ABCBIl | ABCB4 @ TJP2 : NRIH4 @ MyosB : usps3 : SEMAT7A, SLCSIA, VPS33B

Although genetic screening for adults is not always conclusive, PFIC genetic
defects are being identified in a widening variety of adult cholestatic
patients.?>° Adult-onset cases of PFIC are often heterozygotic, i.e. only have
one mutant allele.’

In a recent study, ~ 1in 4 patients with adult-onset

cholestatic liver disease had a PFIC related genotyper

280/ Incidence of PFIC gene variants in a cohort of
(o)

356 patients with adult-onset liver disease™

Patients were only screened for 3 of the 12 known PFIC gene variants:'©

Adults: Children:
Milder, more sporadic Aggressive and
or insidious phenotypes known paediatric onset




Identifying patients with adult onset PFIC

Adult onset PFIC is a clinical diagnosis. Cholestatic patients with elevated
serum bile acids and pruritus signal the need for further investigation.?3

Further investigate these patients if they have high sBA and pruritus:

Idiopathic cholestasis:"=

May be difficult to definitively diagnose, but symptoms can include:
» Jaundice

* Pruritus

» Diarrhoea

 Abnormal hepatic lab parameters

* Evidence of liver disease progression

Secondary cholestasis

* Intrahepatic cholestasis of pregnancy (ICP)"

» Drug induced liver injury/acute failure due to cholestasis, not obstruction™

« Hormonal-induced cholestatis (triggered by menopause or birth control)™+

* Family history of cholecystectomy, with or without history of ICP

» Sero-negative primary biliary cirrhosis®®©

« Autoimmune hepatitis, including antimitochondrial or antinuclear antibodies®®

Episodic cholestasis”

* Mild presentation
* Ambiguous or overlapping PFIC genetics

Assessments to support a diagnosis of adult onset PFIC

Common symptoms: especially pruritus and jaundice, along with the presence of
gastrointestinal symptoms, like diarrhoea?

Hepatic biomarkers: particularly elevated serum bile acids, Alkaline phosphatase
(ALP) and bilirubins”

Hepatic imaging: ultrasound and cholangiography can exclude extrahepatic
obstructions and identify liver damage?'-2°

Genetic testing: can support diagnosis, however, it is not always conclusive as
adult patients are unlikely to have classic genetics and support from a geneticist
may be required.3”




Progressive familial intrahepatic cholestasis (PFIC)

BYLVAY is the first non-surgical bile
diversion treatment for all PFIC types

In clinical studies compared with placebo, Bylvay (odevixibat):"?!

significantly reduces relieves the burden improves parameters
serum bile acids of pruritus linked to liver health

To systemic circulation

Bylvay is a reversible,
potent, selective ileal
bile acid transporter

(IBAT) inhibitor!

a Intestine
Bile acids enter
intestine from

Impaired bile acid gall bladder

export L

To liver

N

Enterohepatic
circulation

Faecal excretion of
excess bile

o* ©

In adults with cholestatic disease & pruritus,
screen for elevated serum bile acids..

Consider adult-onset PFIC as part of
your differential diagnosis
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Prescribing Information

v This medicinal product is subject to additional monitoring.

Click here to access Bylvay prescribing and

adverse event reporting information
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