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To the Editor,

I read the case report, “Occurrence of Jaundice Following 
Simultaneous Ursodeoxycholic Acid Cessation and Obet-
icholic Acid Initiation,” published online on January 5, 
2018, by Quigley et al. with interest. I appreciate the authors’ 
communications about the management of primary biliary 
cholangitis (PBC) with obeticholic acid (OCA); however, as 
a Medical Director at Intercept Pharmaceuticals, the devel-
opers and manufacturers of  Ocaliva®, I noted some inac-
curacies and am writing to ensure that readers have factual 
and current information as they are considering treatment 
options for their patients with PBC.

Quotation from Quigley et al.:

Despite the approval of OCA as monotherapy for PBC, 
clinicians prescribing OCA should ensure that their 
patient has truly not responded to UDCA before initi-
ating OCA therapy. Moreover, OCA should be intro-
duced as monotherapy only after a UDCA washout 
period of 3 months has passed to mirror the strategy 
employed in the other reported OCA trials.

I would like to clarify that  Ocaliva® is indicated for the 
treatment of PBC in combination with ursodeoxycholic acid 
(UDCA) in adults with an inadequate response to UDCA, 
or as monotherapy in adults unable to tolerate UDCA [2]. 
 Ocaliva® is not indicated as a monotherapy substitute for 
UDCA except in the event of UDCA intolerance; it is only 
in this setting that a 3-month washout was used in the reg-
istrational study [3].

Quotation from Quigley et al.:

Finally, clinicians should strictly adhere to the recom-
mended dose of up to 10 mg twice a week for their 
decompensated PBC patients.

I would like to underscore the fact that a dosage of 
 Ocaliva® 10 mg twice weekly (at least 3 days apart) based on 
response and tolerability is the maximum dosage for patients 
with advanced cirrhosis (Child–Pugh Class B or C) or a 
prior decompensation event. In this patient population, it 
is important to start with the low dosage of  Ocaliva® 5 mg 
once weekly. To further clarify, if an adequate reduction 
in ALP and/or total bilirubin has not been achieved after 
3 months of  Ocaliva® 5 mg once weekly, and the patient is 
tolerating the drug, the recommendation is to increase the 
dosage of  Ocaliva® to 5 mg twice weekly (at least 3 days 
apart) and subsequently to 10 mg twice weekly (at least 
3 days apart) based on response and tolerability.

Patients should continue to be monitored as per standard 
of care by a healthcare provider with experience managing 
PBC during treatment with  Ocaliva®.

In this context, it is also important to mention dosing rec-
ommendations for patients who are non-cirrhotic or compen-
sated Child–Pugh Class A. For this patient population, the 
recommended starting dosage of  Ocaliva® is 5 mg once daily 
in adults who have not achieved an adequate response to an 
appropriate dosage of UDCA for at least 1 year or are intol-
erant to UDCA. If an adequate reduction in ALP and/or total 
bilirubin has not been achieved after 3 months of  Ocaliva® 
5 mg once daily and the patient is tolerating  Ocaliva®, 
the recommendation is to increase dosage to 10 mg once 
daily, which is the maximum recommended  Ocaliva® dos-
age as per the US prescribing information. The European 
Medicines Agency (EMA) product information stipulates 
a recommended starting dose of 5 mg once daily, as well; 
however, the summary of product characteristics (SmPC) 
recommends a longer period of assessment of tolerability 
of 6 months before increasing the dose to 10 mg once daily.
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At Intercept Pharmaceuticals, we want to ensure that 
patients with PBC get the best possible treatment. For some 
patients, that may include  Ocaliva®. When considering 
 Ocaliva®, prescribers should be familiar with important 
safety and dosing information, as well as other information, 
from the most recent  Ocaliva® prescribing information, 
which can be found at https ://ocali vahcp .com.

Reply

To the Editor,

We have reviewed Dr. Feng’s clarification submitted in 
response to our recent publication in Digestive Diseases 
and Sciences regarding the use of Obeticholic acid (OCA) 
among Primary Biliary Cholangitis (PBC) patients with or 
without decompensated liver disease [4]. It is indeed impor-
tant to disseminate this information and keep the physicians 
abreast of how best to use OCA, particularly in the con-
text of recently released Food and Drug Authority (FDA) 
reports associating morbidity and mortality among PBC 
patients with OCA therapy [5]. However, it remains to be 
proven whether liver decompensation that occurred among 
PBC patients was a result of OCA dose, timeline of OCA 
therapy—either alone or in combination with ursodeoxy-
cholic acid (UDCA)—liver fibrosis or due to the expected 
progression of liver disease among patients with preexisting 
liver failure. High-dose OCA monotherapy in PBC patients 
has not been reported to result in any hepatotoxicity [6]. In 
contrast, jaundice has been reported among PBC patients 
with inadequate response to UDCA when high-dose OCA 
was added to UDCA [7]. Minute details of patients who 
developed jaundice in association with OCA therapy have 
not been detailed either in registration trials or FDA reports.

At least in our own anecdotal experience in a patient with 
compensated cirrhosis, jaundice did not occur due to idi-
osyncratic or dose dependent OCA toxicity but was found 
to be possibly related to an abrupt withdrawal of UDCA 
[4]. Withdrawal of UDCA was not done voluntarily but 
occurred fortuitously, which unfortunately can occur in doc-
tors’ offices where medication errors are not infrequent [8]. 
Dr. Feng has correctly pointed out that only among those 
patients who are unable to tolerate UDCA, OCA should be 
used as monotherapy; and it is in these patients, a 3-month 
washout period of UDCA is recommended prior to initiating 
OCA therapy. When the response is inadequate to UDCA, 
OCA should be added to the therapy, while continuing 
UDCA therapy. Our case report highlights that stopping 

UDCA in a patient responding to it can result in bile acid 
toxicity, despite being on OCA treatment [4].

Many patients receive a diagnosis of PBC based on labo-
ratory tests only and not necessarily documented by a liver 
biopsy. Some of these patients may not be correctly diag-
nosed with cirrhosis; and may develop a subtle transition 
from compensated to decompensated liver disease, limiting 
the use of OCA in them, unless very specific follow-up mon-
itoring mechanism is established. Finally, clinicians must 
adhere to a cautious approach when they use OCA among 
patients with decompensated liver disease by initiating it 
at 5 mg/week and gradually increasing up to 10 mg twice 
weekly dose, based on Intercept Pharmaceutical’s recom-
mendations, which were highlighted in our manuscript as 
well [4].
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