
 
 
 

Acknowledgement of FDA Drug Safety Communication  

 

December 12, 2024 – The US Food and Drug Administration (FDA) has issued a Drug 

Safety Communication (DSC) that advises healthcare professionals to monitor liver tests 

frequently in patients being treated with OCALIVA to detect and address worsening liver 

function early.   

  

This follows FDA’s review of post-market clinical trial data where it identified cases of 

serious liver injury among patients being treated for primary biliary cholangitis (PBC) with 

OCALIVA (obeticholic acid) who did not have cirrhosis of the liver. This is in line with 

considerations FDA raised at the September 2024 Gastrointestinal Drugs Advisory 

Committee (GIDAC) meeting.   

  

FDA also noted that post-market monitoring identified cases of liver-related events among 

patients for whom OCALIVA should have been discontinued based on progression of their 

liver disease as indicated in the current OCALIVA US Prescribing Information. 

Intercept reiterates the importance of patients and healthcare professionals adhering to the 

OCALIVA Prescribing Information and patient Medication Guide.  

  

Patients should talk to their health care professionals about the risks and benefits of taking 

OCALIVA. Healthcare professionals who have questions about OCALIVA can 

contact Intercept Medical Information.  

  

OCALIVA is available under accelerated approval for the treatment of appropriate patients. 

We are committed to people living with PBC – a rare, progressive disease that 

disproportionally affects women, and we are continuing to work with the FDA on next steps.  

 

About OCALIVA® (obeticholic acid)  

OCALIVA, a farnesoid X receptor (FXR) agonist, is indicated for the treatment of adult 

patients with primary biliary cholangitis (PBC)   

• without cirrhosis or   

• with compensated cirrhosis who do not have evidence of portal hypertension,   

either in combination with ursodeoxycholic acid (UDCA) with an inadequate response to 

UDCA or as monotherapy in patients unable to tolerate UDCA.   

 

This indication is approved under accelerated approval based on a reduction in alkaline 

phosphatase (ALP). An improvement in survival or disease-related symptoms has not been 

established. Continued approval for this indication may be contingent upon verification and 

description of clinical benefit in confirmatory trials.   

https://www.fda.gov/drugs/drug-safety-and-availability/serious-liver-injury-being-observed-patients-without-cirrhosis-taking-ocaliva-obeticholic-acid-treat
https://www.fda.gov/drugs/drug-safety-and-availability/serious-liver-injury-being-observed-patients-without-cirrhosis-taking-ocaliva-obeticholic-acid-treat
https://www.accessdata.fda.gov/scripts/cder/daf/index.cfm
https://dps.fda.gov/medguide
https://www.interceptmedinfo.com/


 
 
  

IMPORTANT SAFETY INFORMATION   

WARNING: HEPATIC DECOMPENSATION AND FAILURE IN PRIMARY BILIARY 

CHOLANGITIS PATIENTS WITH CIRRHOSIS   

• Hepatic decompensation and failure, sometimes fatal or resulting in liver 

transplant, have been reported with OCALIVA treatment in primary biliary 

cholangitis (PBC) patients with either compensated or decompensated 

cirrhosis.   

• OCALIVA is contraindicated in PBC patients with decompensated cirrhosis, a 

prior decompensation event, or with compensated cirrhosis who have 

evidence of portal hypertension.   

• Permanently discontinue OCALIVA in patients who develop laboratory or 

clinical evidence of hepatic decompensation; have compensated cirrhosis and 

develop evidence of portal hypertension, or experience clinically significant 

hepatic adverse reactions while on treatment.   

  

Contraindications   

OCALIVA is contraindicated in patients with:   

• decompensated cirrhosis (e.g., Child-Pugh Class B or C) or a prior decompensation 

event   

• compensated cirrhosis who have evidence of portal hypertension (e.g., ascites, 

gastroesophageal varices, persistent thrombocytopenia)   

• complete biliary obstruction   

  

Warnings and Precautions   

Hepatic Decompensation and Failure in PBC Patients with Cirrhosis   

Hepatic decompensation and failure, sometimes fatal or resulting in liver transplant, have 

been reported with OCALIVA treatment in PBC patients with cirrhosis, either compensated 

or decompensated. Among post-marketing cases reporting it, median time to hepatic 

decompensation (e.g., new onset ascites) was 4 months for patients with compensated 

cirrhosis; median time to a new decompensation event (e.g., hepatic encephalopathy) was 

2.5 months for patients with decompensated cirrhosis.   Some of these cases occurred in 

patients with decompensated cirrhosis when they were treated with higher than the 

recommended dosage 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 dosage.   Hepatotoxicity was 

observed in the OCALIVA clinical trials. A dose-response relationship was observed for the 

occurrence of hepatic adverse reactions including jaundice, worsening ascites, and primary 

biliary cholangitis flare with dosages of OCALIVA of 10 mg once daily to 50 mg once daily 

(up to 5-times the highest recommended dosage), as early as one month after starting 



 
 
treatment with OCALIVA in two 3-month, placebo-controlled clinical trials in patients with 

primarily early stage PBC.   

 

Routinely monitor patients for progression of PBC, including hepatic adverse reactions, with 

laboratory and clinical assessments to determine whether drug discontinuation is needed. 

Closely monitor patients with compensated cirrhosis, concomitant hepatic disease (e.g., 

autoimmune hepatitis, alcoholic liver disease), and/or with severe intercurrent illness for 

new evidence of portal hypertension (e.g., ascites, gastroesophageal varices, persistent 

thrombocytopenia), or increases above the upper limit of normal in total bilirubin, direct 

bilirubin, or prothrombin time to determine whether drug discontinuation is needed.  

 

Permanently discontinue OCALIVA in patients who develop laboratory or clinical evidence 

of hepatic decompensation (e.g., ascites, jaundice, variceal bleeding, hepatic 

encephalopathy), have compensated cirrhosis and develop evidence of portal hypertension 

(e.g., ascites, gastroesophageal varices, persistent thrombocytopenia), experience clinically 

significant hepatic adverse reactions, or develop complete biliary obstruction. If severe 

intercurrent illness occurs, interrupt treatment with OCALIVA and monitor the patient’s liver 

function. After resolution of the intercurrent illness, consider the potential risks and benefits 

of restarting OCALIVA treatment.   

 

Severe Pruritus   

Severe pruritus was reported in 23% of patients in the OCALIVA 10 mg arm, 19% of 

patients in the OCALIVA titration arm, and 7% of patients in the placebo arm in a 12-month 

double-blind randomized controlled clinical trial of 216 patients. Severe pruritus was defined 

as intense or widespread itching, interfering with activities of daily living, causing severe 

sleep disturbance, or intolerable discomfort, and typically requiring medical interventions. 

Consider clinical evaluation of patients with new onset or worsening severe pruritus. 

Management strategies include the addition of bile acid binding resins or antihistamines, 

OCALIVA dosage reduction, and/or temporary interruption of OCALIVA dosing.   

  

Reduction in HDL-C   

Patients with PBC generally exhibit hyperlipidemia characterized by a significant elevation 

in total cholesterol primarily due to increased levels of high-density lipoprotein-cholesterol 

(HDL-C). Dose-dependent reductions from baseline in mean HDL-C levels were observed 

at 2 weeks in OCALIVA-treated patients, 20% and 9% in the 10 mg and titration arms, 

respectively, compared to 2% in the placebo arm. Monitor patients for changes in serum 

lipid levels during treatment. For patients who do not respond to OCALIVA after 1 year at 

the highest recommended dosage that can be tolerated (maximum of 10 mg once daily), 

and who experience a reduction in HDL-C, weigh the potential risks against the benefits of 

continuing treatment.   



 
 
  

Adverse Reactions   

The most common adverse reactions (≥5%) are: pruritus, fatigue, abdominal pain and 

discomfort, rash, oropharyngeal pain, dizziness, constipation, arthralgia, thyroid function 

abnormality, and eczema.   

  

Drug Interactions   

• Bile Acid Binding Resins   

Bile acid binding resins such as cholestyramine, colestipol, or colesevelam adsorb 

and reduce bile acid absorption and may reduce the absorption, systemic exposure, 

and efficacy of OCALIVA. If taking a bile acid binding resin, take OCALIVA at least 4 

hours before or 4 hours after taking the bile acid binding resin, or at as great an 

interval as possible.   

• Warfarin   

The International Normalized Ratio (INR) decreased following coadministration of 

warfarin and OCALIVA. Monitor INR and adjust the dose of warfarin, as needed, to 

maintain the target INR range when co-administering OCALIVA and warfarin.  

• ICYP1A2 Substrates with Narrow Therapeutic Index   

Obeticholic acid may increase the exposure to concomitant drugs that are CYP1A2 

substrates. Therapeutic monitoring of CYP1A2 substrates with a narrow therapeutic 

index (e.g., theophylline and tizanidine) is recommended when co-administered with 

OCALIVA.  

• Inhibitors of Bile Salt Efflux Pump   

Avoid concomitant use of inhibitors of the bile salt efflux pump (BSEP) such as 

cyclosporine. Concomitant medications that inhibit canalicular membrane bile acid 

transporters such as the BSEP may exacerbate accumulation of conjugated bile 

salts including taurine conjugate of obeticholic acid in the liver and result in clinical 

symptoms. If concomitant use is deemed necessary, monitor serum transaminases 

and bilirubin.  

 

Please click here for Full Prescribing Information, including Boxed WARNING.    

  

To report SUSPECTED ADVERSE REACTIONS, contact Intercept Pharmaceuticals, Inc. at 

1-844-782-ICPT or FDA at 1-800-FDA-1088 or www.fda.gov/medwatch.   

  

Contact  

For more information about Intercept, please contact:  

For media:  

media@interceptpharma.com  
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https://www.globenewswire.com/Tracker?data=8eAwThf4xOFfvOzMfCsj3yofBJrFRxNkG-aYDNInz_Ghp7C1d66tA0Mqj5Qf6-Gd7WHOQ1Lu6y4RUgVzPKBU0KpixYqWQs7BBjwNcrHFJZ7ipWvYH6MDzwY0rmB6SPLtRAiJZ4F-fKQwCrgDmBFQMCJB7z51crP5UGolDuH2ewqFcjypCZTv7enmVOlLaePsrXmk5myh7JQo-TliP9wTodCQMGPbydfd_wPcDuGehoo2VhjgyViyd_KOMzJrK1WwifzuumtJUIRhVsVSYDHpdgGGa3MPhvMSiGPuvxGhSVycrCmmwe00LGBH4JZV96xXI0SBpErWwKVqO5Oa7Ww7oF5ffGkZYEIx8VFX69c5NHbc4j0imFOiL-W4YbLAWyLBZ4cE1IcQFGB9FVeHm17SHdB4j2XibzrT3x12pu5Bj0zJB-OW6zQK94ECyi8eLnVzNskF8HVsxSwv1-196YRhIYQMLcqNm1c4uh_uIieSWKMyEo1oxRPo9VesMqdqaRflmaKsijHv2WGboFX5cDb1A36kv37_P0hi8pNwelAsxQVzNHEnc77F2MGiVlKOCHTSxzPf5TqCn9iUG-eANSlYwqstJztoxVqMF1RyAutwTKDO1hPQb4dOePf2WiwRf8l8S3DhkL5CW6QORGf7aiakIPnz3UDT1L5CBd5M66wf_qb3bWmd208CQuuO2I84VhscJcnUlpGqcqJdQd2hRQB-GQSqkcXYYKhKYFvNftZyyciKWk-C78tzr0TfNGGWxbk5u-pkIB63Z0UqnpgqBxoJloLhI5HSn0DM2rBdE5wNeGM41DyhzgOYp9cVGZk54IPiS1SMm4usOOvzkHs2alU9PrUUeOEKr5vwzr4I1NwjTJ6dLhtobATEf6KLSlQ2DgVcp3qKDoetFXm4QBhL7SHvUciGH2jCK3AVqXUxTQSdVhc_j-DMLlvwG_nX5CtHNdLIxyrqSQbBtl3w4Zm8TkBKre5geFfFnD4n82ggqoKOFsZn58W8bvhev3KX01vm0ZtORB03TGiy6kJ5p05FY0AN8CZa3U7ukSZxT3wk0Y2Gk6FKtbk0XMZ59zroccOZmDKtnogBahZNG4-D2_-4m8AsM-hdky14wmydIzdGPHgIgxI732lNv_ehsGCSFnjaHvgA8HC8T9C9ngqV67diqVC3FWeM5KE88aFb5JxhmNps6YMA6vwZ1F8AQSyy7HtNGbguKzrO5q6ygdpavWiNd4zQq-syM5eMzrd2moTBSDm-nKoAS4IyrnVrVMbOrZvIhs6gw2AxAhjPucgK5d8dF95lJdXKk9oggXztNMXEL6ByhVWvgnoREb3zVgKw9vYCFS7ONtC2gn-PLOCwoSNApGYtxANj_QKfyoie7T_aYgWiSmP4meqU1ZOK_cmS05canrEpz__BLC8dMEUSf3BewSaNoQ0WJkmMvKc0DayuRRVpWpBNoxTwfdYVULPY9ll_7fOQNp1mZL2QL3pUKNsK-Pi5RDf2wdQso8seXBBxhnYGxCNkgwW_cqhONEKA5vLklm29aHl-50Ho2feDMwxetRJe9oTPovjnqNDLiWIlpG7rmvJeJyZ0D7TE6cPBeIuuWhgHeqkjYaSMBFd2Nbb38niv-X0xB04-HaawVBzE5jUSgC-H3uy7RoEvvX8hNmIyUVw4tUtLajbEBhu-BRipgceQhg==
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