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FDA Drug Safety Communication
FDA adds Boxed Warning to highlight correct dosing of Ocaliva (obeticholic acid) for patients with a rare chronic
liver disease

This is an update to the FDA Drug Safety Communication: FDA warns about serious liver injury with Ocaliva
(obeticholic acid) for rare chronic liver disease issued on 9-21-2017.

Safety Announcement

[02-01-2018] The Food and Drug Administration (FDA) is warning that the liver disease medicine Ocaliva
(obeticholic acid) has been incorrectly dosed daily instead of weekly in patients with moderate to severe primary
biliary cholangitis (PBC), a rare chronic liver disease, increasing the risk of serious liver injury. To ensure correct
dosing and reduce the risk of liver problems, we are clarifying the current recommendations for screening, dosing,
monitoring, and managing PBC patients with moderate to severe liver disease taking Ocaliva. We are adding a new
Boxed Warning, FDA’s most prominent warning, to highlight this information in the prescribing information of the
drug label. We are also requiring a Medication Guide for patients to inform them about this issue.

Ocaliva has been shown to improve a certain blood test that measures liver problems in patients with PBC. It works
by increasing bile flow from the liver and suppressing bile acid production in the liver, reducing the exposure of the
liver to toxic levels of bile acids. Progressive PBC can lead to liver failure or death. Treatment of PBC with Ocaliva
may delay or prevent progression of the disease.

Health care professionals should follow the Ocaliva dosing regimen in the drug label, which is based on calculating
a Child-Pugh score in PBC patients with suspected liver cirrhosis before treatment to determine their specific
classification and starting dosage (see Table for the Clarified Ocaliva Dosage Regimen and more detailed
instructions). Dosing higher than recommended in the drug label can increase the risk for liver decompensation,
liver failure, and sometimes death. Routinely monitor all patients for biochemical response, tolerability, and PBC
progression, and re-evaluate Child-Pugh classification to determine if dosage adjustment is needed. Close
monitoring is recommended for patients at an increased risk of liver decompensation, including those with
laboratory evidence of worsening liver function (e.g., total bilirubin, INR, albumin) or progression to cirrhosis.

Educate patients and caregivers on the symptoms of worsening liver function. Temporarily stop Ocaliva in those
with laboratory or clinical evidence of worsening liver function that may indicate decompensation and monitor the
patient’s liver function. If a patient’s condition returns to baseline, weigh the potential risks and benefits of
restarting Ocaliva. Re-initiate, using the recommended starting dosage based on Child-Pugh classification.
Consider discontinuing Ocaliva in patients who have experienced clinically significant liver-related adverse
reactions.

Patients should be aware that your prescriber should do regular tests to check how well your liver is working while
you are taking Ocaliva. If your liver problems get worse, your dose may need to be changed or stopped. Report
new or worsening severe skin itching to your health care professional. Also, contact your prescriber immediately if
you develop any of the following symptoms that may be signs of worsening liver problems:
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https://www.accessdata.fda.gov/drugsatfda_docs/label/2018/207999s003lbl.pdf#page=23
https://www.accessdata.fda.gov/drugsatfda_docs/label/2018/207999s003lbl.pdf
https://www.fda.gov/Drugs/DrugSafety/ucm576656.htm

ADMINISTRATION

p2Y U.S. FOOD & DRUG

Any of the following specific symptoms

Any of the following general symptoms if
they are severe or do not go away

e Abdominal swelling
o Yellow eyes or skin
e Bloody or black stools

e Coughing up or vomiting blood e New or worsening tiredness
e Mental changes such as confusion, e Weakness

more sleepy than usual or harder e Fever and chills

to wake up, slurred speech, mood e Lightheadedness

swings, or changes in personality e Less frequent urination

e Stomach area pain
e Nausea, vomiting, or diarrhea
e Loss of appetite or weight loss

As a condition of approval, FDA required the manufacturer of Ocaliva, Intercept Pharmaceuticals, to continue
studying the medicine in patients with advanced PBC. These clinical trials are currently ongoing and FDA expects to
receive results in 2023. We are adding the additional warnings to the drug label after receiving reports that Ocaliva
is being given to PBC patients with moderate to severe liver impairment more often than is recommended in the
prescribing information, resulting in liver decompensation, liver failure, and sometimes death. FDA will continue to

monitor this medicine and will update the public if new information becomes available.

We urge health care professionals and patients to report side effects involving Ocaliva and other medicines to the

FDA MedWatch program, using the information in the “Contact FDA” box at the bottom of the page.

Ocaliva Dosage Regimen by Patient Population

Staging / Classification

Non-Cirrhotic or
Compensated
Child-Pugh Class A

Child-Pugh Class B or C or
Patients with a Prior

Decompensation Event?

Starting OCALIVA Dosage for first 3
months

5 mg once daily

5 mg once weekly

OCALIVA Dosage Titration after first
3 months, for patients who have not
achieved an adequate reduction in
ALP and/or total bilirubin and who

are tolerating OCALIVAP

10 mg once daily

5 mg twice weekly (at least 3 days
apart)

Titrate to 10 mg twice weekly (at least
3 days apart) based on response and
tolerability

Maximum OCALIVA Dosage

10 mg once daily

10 mg twice weekly
(at least 3 days apart)

@ Gastroesophageal variceal bleeding, new or worsening jaundice, spontaneous bacterial peritonitis, etc.
b Prior to dosage adjustment, re-calculate the Child-Pugh classification

Related Information

Ocaliva Drug Label (updated)
Ocaliva Medication Guide (new)

The FDA’s Drug Review Process: Ensuring Drugs are Safe and Effective

Think It Through: Managing the Benefits and Risks of Medicines
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https://www.accessdata.fda.gov/drugsatfda_docs/label/2018/207999s003lbl.pdf
https://www.accessdata.fda.gov/drugsatfda_docs/label/2018/207999s003lbl.pdf
https://www.accessdata.fda.gov/drugsatfda_docs/label/2018/207999s003lbl.pdf#page=23
https://www.accessdata.fda.gov/drugsatfda_docs/label/2018/207999s003lbl.pdf#page=23
https://www.fda.gov/Drugs/ResourcesForYou/Consumers/ucm143534.htm
https://www.fda.gov/Drugs/ResourcesForYou/Consumers/ucm143558.htm

