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Ocaliva (obeticholic acid): Drug Safety
Communication - Boxed Warning Added To
Highlight Correct Dosing

AUDIENCE: Pharmacy, Hepatology,
Gastroenterology

ISSUE: 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, FDA is clarifying
the current recommendations for screening,
dosing, monitoring, and managing PBC patients
with moderate to severe liver disease taking
Ocaliva. FDA is adding a new Boxed Warning,
FDA's most prominent warning, to highlight
this information in the prescribing information
of the drug label. FDA is also requiring a
Medication Guide for patients to inform them
about this issue.

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. FDA is 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.

BACKGROUND: This is an update to the
MedWatch safety alert for Ocaliva (obeticholic
acid) - Increased Risk of Serious Liver Injury,
issued 09-21-2017.

RECOMMENDATION: Health care

SRESERUEEMTS -

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. See the
Drug Safety Communication for additional
information.

Read the MedWatch Safety Alert, including a
link to the FDA Drug Safety Communication, at:

https://www.fda.gov/Safety/MedWatch/
SafetyInformation/SafetyAlertsforHumanMedi

calProducts/ucm594901.htm

SEB FDA B 372017 49 H #847i:Z Ocaliva
(obeticholic acid)- &% B T 18 15 JE\ [ 2 28 5
LA Bl ¢ (o R VR IR T BB s 22 it O caliva
(obeticholic acid) A H B %2 5 B JR 28 1 e is
& (primary biliary cholangitis, PBC) ZJ% A
EAMIRIT SREFREE B & - A H RSN
AR - R BRI R o R T
TitE PR A T T 55 P 7] 58 T G P M e e
b > S FDA IEAERER ] 1B PBC IR ABE A
Ocaliva FZEFE (R ANAT E3EE5E & 8 I
A~ R R BiSE) o SEEI FDA JRHTHY
FIHINAEESE (boxed warning) » ZERHILEE N,
LB E BN - WEKAS TR A SR
e E e AAHRR AR, -

BEREHZEABEEERENGE RN
Ocaliva B &5 2E - AAKIEENIGHRTETE
PBC Z¢{LAFFBE{LIK A Child-Pugh §F453 - LU
TERERET & (2 H Ocaliva Bl 2 IHHER) - &
PR R RESE AT DURERAE ~ TS0 A
SR - FHSERR I E HA R R A B4 AE
EEREIE ~ M2 PBCHERE - S MR A
Child-Pugh 7> B AR S FE B P & - B
NRZIGEP S N IR NS =
B (AIHERERLEE ~ INR ~ HEH ) BURRT
ThREEM LB REALRIIR A - SEEE IS -

B A B EHCE W ANIGEE
FFOIREELAVIEMR - BB == B E o AR 18
HURITDIREL - IREFRRITIIRERME - 75
IR 11 Occaliva SIfz 85 I A RIHTTHRE 40
TR AHIR B IRIEEIFEASIRRE - AIFEHEM &
HTEH Ocaliva FUTELE BRI R B - %558
EHBAAAAE FHLEEE - FEELR Child Pugh 7384
RERIEH & - AR REEIAHR A R
Ji& » RIfE 815 M Ocaliva °

TR AJE T e ik I L EE - BERTIEE IRy
AR ENTIEIIGE - PR E L - HAE
PRI E AT RERF SR BRI - A ARTHIEEL
PR B R R FE A - R BB SR A BER -

FHEA A BLEAS 35 2% FDAREHL |

https://www.fda.gov/Safety/MedWatch/
SafetyInformation/SafetyAlertsforHumanMedi
calProducts/ucm594901.htm

[Posted 2/1/2018]
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