
I write to you as CEO of the PBC Foundation on behalf approximately 16,000 registered patients from 

85 countries, including 25 of the 27 EU member states, to request that the European Commission 

rejects the advice of the European Medicines Agency (EMA) to revoke the conditional marketing 

approval of Ocaliva (obeticholic acid) in Europe.  

PBC is an incurable autoimmune condition which affects the bile ducts within the liver. Non-treatment, 

or unsuccessful treatment, leads to cirrhosis, liver failure, liver transplant and early death. 

Approximately 90% of people with PBC are women. PBC is chronic and progressive. It’s not curable, 

and over time it can lead to permanent liver damage, increases the risks for liver cancer and the need 

for a liver transplant.  

The opinion issued by EMA’s standing committee on human medicines (CHMP) is incomprehensible 

to the PBC community and we urgently seek an opportunity to discuss our concerns (set out below) 

directly with you.  

1. The CHMP based its opinion i “in particular” on the results of COBALT study, 747-302, which was 

requested by EMA as part of the conditions to the granting of the marketing authorisation of the 

medicine in 2016. This study was terminated in December 2021, before it was fully enrolled due 

to a “lack of feasibility for this post-marketing study as designed”. At termination, the study 

randomised fewer than 80% of planned enrolment, with an almost 50% drop out in the placebo 

arm. Limitations and caveats to study 747-302 were reported on the Clinical Trials Register ii; “The 

estimated effect of treatment from the ITT (placebo) population was underpowered and 

potentially biased, resulting in difficulties in the interpretation of the tests of hypotheses for the 

primary and key secondary endpoints.”  

 

2. The standing committee said that “study 747-302 failed to show that Ocaliva was more effective 

than placebo (a dummy treatment) in terms of the number of patients whose disease worsened or 

who died, both in the overall population and in a group of patients with early stage PBC. Given the 

weaknesses, potential bias and difficulties associated with interpretation of the tests of 

hypotheses for such endpoints, study 747-302 failed to show anything other than patients with 

high-risk, progressive disease are no longer prepared to not take an available therapy in order to 

take a sugar pill while remaining on the trial. The CHMP was in no position to draw any additional 

conclusions from study 747-302. In addition, PBC Foundation has been informed by many 

participants assigned placebo, that they accessed Obeticholic acid therapy without informing trial 

investigators of their decision. This action would have only served to add further bias and weaken 

any results.  

 

3. The committee claimed to have “also considered that the data from supportive studies and real-

world data were not sufficient to confirm the benefits of Ocaliva and could not counterbalance the 

negative results of study 747-302.” The term “negative” should not be applied to the outcomes of 

this study.  Obeticholic acid was offered to patients with the most advanced liver disease / highest 

risk from PBC, with the primary efficacy outcome being a reduction in liver event free survival 

(hepatic decompensation, hepatocellular carcinoma, need for transplantation and/or death). The 

patient population represented only a small proportion (~20%) of the overall PBC population 

eligible for second line therapy. The patient population selected were at the highest risk with the 

most advanced disease. The data therefore fail to consider a far broader patient population with 

the potential to benefit from treatment. To have arrived at their conclusions, we believe that 

CHMP simply could not have adequately considered any of the published real-world evidence 

evaluating Obeticholic acid over several years (at a population level) e.g. the HEROES Study, nor 

the clinical evidence and patient testimonials from countries where Obeticholic acid is used. Data 



from multiple sources show a significant improvement in liver biochemical markers and a 

reduction in clinical event rate in patients with earlier stage PBC. Are the clinical needs of these 

patients simply to be ignored in favour the flawed findings of a prematurely terminated, 

underpowered and potentially biased study? 

 

4. In their opinion CHMP claim that they, “took into account the feedback from a group of experts in 

liver disease, which provided their views on specific questions posed by the CHMP, and views from 

people with experience living with PBC.” Whilst this may be the case, we challenge the 

thoroughness of their canvassing of views. We are aware of many experts in the clinical 

management of PBC who disagree. Indeed the three clinical leads for PBC for the European 

Reference Network (ERN)- Rare liver have issued a joint statement of dissent and many clinicians 

from Europe have contacted us to express their dismay about the opinion and hope that it may be 

reversed. In addition, I include a joint position statement developed by PBC Foundation and 12 

other PBC Patient Organisations from Europe and the rest of world. Also, our petition to Include 

the Voice of patients with Primary Biliary Cholangitis into Regulators' Decisions has reached over 

2,000 signatures, providing further evidence that patients feel disengaged by the EMA review 

process. This petition has been signed by patients who have clearly benefitted from OCA, and by 

those who actually withdrew from the COBALT study: you can read their reasons for signing in the 

petition. www.change.org/Caring_for_PBC 

 

5. On the same day that CHMP announced its opinion iii, ERN-Rare Liver issued a statement to the 

public in which they made the following claims about Study 747-302 and the EMA review process:- 

“This long-term study was now carefully evaluated by experts of the EMA, and it was concluded 

that such benefits could not be convincingly demonstrated. When reassessing the effects of Ocaliva 

overall, the agency did not only diligently investigate these data themselves, but they also 

consulted various experts and patient representatives.” It is our view that the ERN-Rare-Liver 

makes these claims without justification. Their statement fails to provide any information about 

the serious weaknesses of the study and seems to simply reinforce without question the CHMP’s 

own claims to have consulted widely. These assertions, by a public body, seem highly questionable 

and potentially misleading. It should be further noted that members of the reference network 

have asked questions of the ERN-Rare Liver about how the statement was developed and by what 

process it was approved without oversight or approval from its senior membership. (I have 

included their dissenting statement at the end of this letter) We have serious reservations about 

the proper application of due process and would implore that the commission does not consult 

with the ERN-Rare Liver as it reaches its conclusions.  

The CHMP’s opinion to withdraw the marketing authorisation for Ocaliva is flawed and should be 

rejected by the European Commission based on the caution that the CHMP should have applied when 

considering an underpowered, potentially biased and difficult to interpret study that was terminated 

early because of a lack of feasibility; that their opinion has failed to adequately canvas the opinions of 

PBC experts, people living with PBC and people taking the Obeticholic acid; that their opinion is based 

on the study with an almost 50% drop out rate in the placebo arm and therefore lacking a 

completeness of judgement. Furthermore we ask that in making its judgement that Commission seeks 

no opinion or involvement from the European Reference Network – Rare Liver.  

PBC is more than a liver disease. It carries an enormous emotional and psychological burden: for 

patients and for families. Most PBC patients are women, many of whom are middle-aged women. 

They should not be ignored. I humbly ask that the European Commission allow PBC patients continued 

access to what is, for them, a life-preserving therapy.  

http://www.change.org/Caring_for_PBC


We will be voicing our concerns at a demonstration in Brussels on 25th July and would be delighted if 

you were able to join us. We would very much appreciate a meeting to discuss our concerns and would 

be happy to provide added support in any way you see fit and look forward to hearing from you. 

Yours most sincerely 

 

i https://www.ema.europa.eu/en/news/ema-recommends-revoking-conditional-marketing-
authorisation-ocaliva 
ii https://www.clinicaltrialsregister.eu/ctr-search/trial/2014-005012-42/results 
iii https://rare-liver.eu/news/detail/ocaliva-withdrawal-ern-rare-liver-statement/ 

                                            


