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OCALIVA is indicated for the treatment of primary biliary cholangitis (also known as primary biliary cirrhosis) in
combination with ursodeoxycholic acid (UDCA) in adults with an inadequate response to UDCA or as
monotherapy in adults unable to tolerate UDCA.
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4.2  Posology and method of administration

Posology
Prior to initiation of treatment with obeticholic acid the patient’s hepatic status must be known.

Whether the patient has decompensated cirrhosis (including Child-Pugh Class B or C) or has had a prior
decompensation event should be determined prior to initiation of treatment because obeticholic acid is
contraindicated in these patients (see sections 4.3 and 4.4).

The starting dose of obeticholic acid is 5 mg once daily for the first 6 months.

Limited data is available on Ocaliva as monotherapy.

After the first 6 months, for patients who have not achieved an adequate reduction in alkaline phosphatase
(ALP) and/or total bilirubin and who are tolerating obeticholic acid, increase to a maximum dose of 10 mg
once daily.

No dose adjustment of concomitant UDCA is required in patients receiving obeticholic acid.

Management and dose adjustment for severe pruritus
Management strategies include the addition of bile acid binding resins or antihistamines.

For patients experiencing severe intolerability due to pruritus, one or more of the following should be
considered:

. The dose of obeticholic acid may be reduced to:
. 5 mg every other day, for patients intolerant to 5 mg once daily
. 5 mg once daily, for patients intolerant to 10 mg once daily

. The dose of obeticholic acid may be temporarily interrupted for up to 2 weeks followed by
restarting at a reduced dose.

° The dose may be increased to 10 mg once daily, as tolerated, to achieve optimal response.
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Discontinuing treatment with obeticholic acid may be considered for patients who continue to experience
persistent intolerable pruritus.

Bile acid binding resins

For patients taking bile acid binding resins, obeticholic acid should be administered at least 4 to 6 hours
before or 4 to 6 hours after taking a bile acid binding resin, or at as great an interval as possible (see
section 4.5).

Missed dose
If a dose is missed, the missed dose should be skipped and the normal schedule should be resumed for the
following dose. A double dose should not be taken to make up for the missed dose.

Special populations

Hepatic impairment
Obeticholic acid is contraindicated in patients with decompensated cirrhosis (e.g., Child-Pugh Class B or
C) or a prior decompensation event (see sections 4.3 and 4.4).

Elderly (> 65 years)
Limited data exists in elderly patients. No dose adjustment is required for elderly patients (see
section 5.2).

Renal impairment
No dose adjustment is required for patients with renal impairment (see section 5.2).

Paediatric population
There is no relevant use of obeticholic acid in the paediatric population in the treatment of primary biliary
cholangitis (PBC).

Method of administration
The tablet should be taken orally with or without food.
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4.3 Contraindications
e Hypersensitivity to the active substance or to any of the excipients listed in section 6.1.
e Patients with decompensated cirrhosis (e.g., Child-Pugh Class B or C) or a prior decompensation
event (see section 4.4).
e Patients with complete biliary obstruction.

4.4 Special warnings and precautions for use

Hepatic adverse events

Hepatic failure, sometimes fatal or resulting in liver transplant, has been reported with obeticholic acid
treatment in PBC patients with either compensated or decompensated cirrhosis.

Some of these cases occurred in patients with decompensated cirrhosis when they were treated with higher than the
recommended dose for that patient population; however, cases of hepatic decompensation and failure have
continued to be reported in patients with decompensated cirrhosis even when they received the recommended dose.

(...)

All patients should be routinely monitored for progression of PBC, including hepatic adverse reactions,
with laboratory and clinical assessments to determine whether obeticholic acid treatment discontinuation
is needed. Patients at increased risk of hepatic decompensation, including those with elevated bilirubin
levels, evidence of portal hypertension (e.g., ascites, gastroesophageal varices, persistent
thrombocytopenia), concomitant hepatic disease (e.g., autoimmune hepatitis, alcoholic liver disease),
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and/or severe intercurrent illness should be closely monitored to determine whether obeticholic acid
treatment discontinuation is needed.

Treatment with obeticholic acid in patients with laboratory or clinical evidence of hepatic decompensation
(e.g., ascites, jaundice, variceal bleeding, hepatic encephalopathy), including progression to Child-Pugh
Class B or C, should be permanently discontinued (see section 4.3).

Treatment with obeticholic acid should be interrupted during severe intercurrent illness or in patients who
experience clinically significant hepatic adverse reactions and the patient’s liver function should be monitored.
After resolution and if there is no laboratory or clinical evidence of hepatic decompensation, the potential risks and
benefits of restarting obeticholic acid treatment should be considered.

(...)
4.5 Interaction with other medicinal products and other forms of interaction

Effect of other medicinal products on obeticholic acid

Bile acid binding resins

Bile acid binding resins such as cholestyramine, colestipol, or colesevelam adsorb and reduce bile acid
absorption and may reduce efficacy of obeticholic acid. When concomitant bile acid binding resins are
administered, obeticholic acid should be taken at least 4 to 6 hours before or 4 to 6 hours after taking a
bile acid binding resin, or at as great an interval as possible.

(...
4.8 Undesirable effects
(...)

Table 1. Frequency of adverse reactions in PBC patients

System organ class \Very common \ Common |N0t known
(...)
Hepatobiliary disorders Hepatic failure, Blood

bilirubin increased,
Jaundice, Hepatic
cirrhosis

(...)

Description of selected adverse reactions

Discontinuation of treatment

Adverse reactions leading to discontinuation of treatment were 1% (pruritus) in the obeticholic acid titration
arm and 11% (pruritus and fatigue) in the obeticholic acid 10 mg arm.
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