
Dear Prof Lohse, 

We are writing to you, as you are co-ordinator of the liver ERN, to highlight our 

concerns about the ERN guidance issued in relation to obeticholic acid use in Europe. 

Can we ask that you consider revising some of the advice coming from the ERN, which 

goes beyond the PBC expert consensus and even the guidance from EMA? Can we 

also ask you, as an ERN, to be more transparent about certain aspects of this whole 

process? The PBC Foundation is the patient organisation with the largest number of 

members in Europe and patients registered with us from 25 of the 27 EU countries, as 

such, we have a clear mandate to speak for patients. The whole withdrawal of OCA in 

Europe has caused immense concern to patients (which the Foundation has been left 

to address whilst having been excluded from the whole decision making and guidance 

process). 

In the interests of transparency this is an open letter which we will publish on-line on 

the PBC Foundation website. We will, of course, be happy to publish your response in 

the same way. Also in the interests of transparency we are happy to say, quite openly, 

that we have, as a patient-centric organisation, worked with all the companies 

developing therapies in PBC. We are proud of working with the companies and that 

these collaborations have done so much to improve the treatment options, care and 

support networks for PBC patients around the world.  

Can we ask that you possibly provide the following clarifications/additions: 

1.1 Could you identify who was responsible for drafting the guidance that the ERN 

published on-line? As you will be aware the view taken is at odds with that of 

the broader PBC expert community as detailed by the Medical Advisors of the 

PBC Foundation in our recent paper published in the journal Hepatology. We 

think it would be useful whose views are encapsulated in the guidance you 

published. This would then allow patients to decide whose view point they take 

on board, and upon what authority and knowledge those views are based.  

1.2 By the same token can you let us know if your guidance was contributed to by 

patient groups? It was published very rapidly after the EMA guidance which 

raises the concern that there was no time for adequate patient input. Given the 

massive impact on patients, it is only right that they should be involved. 

1.3 Finally, can you confirm this was co-authored by the Leads of the PBC Working 

Group within the ERN? 

2    We think it would be helpful, again in the interests of transparency, if you made 

it clear your own involvement in the decision-making process. The fact remains 

that although they may appear independent, the EMA and the liver ERN are both 

bodies that are funded by the European Commission. It is, of course, entirely 

reasonable for the ERN to comment on EMA guidance but we think people should 

be made aware that it is not making this comment as an independent and neutral 

observer. 

3 We believe that a more balanced outlining of the issues regarding obeticholic 

acid and its benefits, or otherwise, would be helpful. As you are aware from 

both the published literature and your participation in the EMA process there is 



considerable evidence that obeticholic acid is beneficial in PBC, including 

substantial real world use experience studies from multiple research groups. 

The EMA, and the expert group advising it, chose, however, to not accept this 

evidence and rely on a single trial that, everyone now accepts, was unable to 

ever provide evidence of benefit. We believe that the EMA’s absolutist view 

(that only the study it mandated can be considered and that other evidence will 

not be considered) is not in the best interests of patients and a more flexible 

and nuanced view would be more appropriate. The COBALT trial, which failed 

to show evidence of benefit, included patients that we now know to be ones 

whose disease is too far advanced to benefit from therapy and who are 

representative of a group in whom we would not now recommend any second-

line therapy. COBALT couldn’t answer the critical question which is whether the 

people with the forms of disease now treated with OCA will get survival benefit. 

We don’t believe that a placebo-controlled trial of sufficient duration to show 

this effect would be acceptable to patients (or even be ethical). Real world 

evidence has consistently shown benefit in this group. What additional evidence 

are we ever likely to be able to derive? 

 

4 You make the point that the conclusion of the obeticholic acid studies is that the 

improvement in alkaline phosphatase seen universally with the drug cannot be 

taken as evidence of benefit in terms of hard patient outcomes (ignoring the 

alternative possibility that it is the outcome studies that are flawed not alkaline 

phosphatase as a marker). You also advocate the use of bezafibrate (despite it 

not being licensed and the lack of any long term safety data), as well as 

elafibranor and seladelpar when and if they are conditionally licensed. However, 

the only data supporting the benefit of these drugs is the same improvement in 

alkaline phosphatase: that you say no longer has any meaning. We are not 

aware of any data to suggest that improvement in alkaline phosphatase with 

bezafibrate, seladelpar and elafibranor has a materially different meaning with 

these drugs compared to obeticholic acid. Alkaline phosphatase improvement 

with drugs either has meaning or it doesn’t in PBC. If it is deemed meaningful 

for bezafibrate, elafibranor and seladelapar then it should be deemed 

meaningful for obeticholic acid. It is our view, based on the totality of available 

evidence, that it is meaningful for all these drugs and that all are therefore 

valuable in PBC.  

 

5 We don’t feel the recommendation that people should consider stopping 

obeticholic acid immediately based on this decision is measured or appropriate. 

As you, I am sure, accept the EMA decision to revoke the licence for obeticholic 

acid is very contentious indeed and based on a flawed trial in an 

unrepresentative patient group. We question whether it is appropriate to  

suggest that someone who is tolerating, and has had a very good response to 

obeticholic acid, and who is in a high risk group immediately stopped the drug 

based simply on this approvals process and not taking account of the additional 

clear evidence of benefit? Can the ERN tell us why it recommends this action, 

please? 



 

 

6 Could you please share with us the number of patients, cared for within the 

ERN units and hospitals, who have been prescribed OCA either under the 

conditional licence or on a compassionate use or named patient basis, after 

bezafibrate has failed them?  This is a group who will be clearly disadvantaged 

by the licence revocation and for whom a move to bezafibrate is not going to 

be the answer. It would be good to know how the ERN recommendations affect 

this group.  

 

7 The latest data suggest that the best outcomes in PBC are likely to be achieved 

by normalisation of liver function tests. There is a consensus amongst experts 

in the field that this will become the target of therapy in the future. Emerging 

data suggest that the highest normalisation rate is seen with triple therapy 

(currently UDCA, OCA and bezafibrate although other PPARs will offer 

interesting additional opportunities in the future). As you are aware a significant 

number of patients around Europe are now on triple therapy, having failed to 

get adequate control on UDCA and OCA or bezafibrate alone. How will this 

population requiring triple therapy be affected by the ERN recommendation? 

 

 

8 Finally, the Foundation is told frequently that PBC patients would rather be itchy 

than be dead and yet the risk of itch appeared to feature heavily in the 

regulatory discussions about OCA. What exactly is the unacceptable risk that 

seems to outweigh the benefit that patients, clinicians, and independent RWE 

studies show?  Given the data produced by multiple academic bodies, including 

the Global PBC Group, upon what basis are you arguing that PBC is a benign 

condition, please? 

Yours, 

On behalf of our 16,000 registered patients, 

Robert Mitchell-Thain,  

CEO PBC Foundation 

 


