The International PBC Summit

c/o The PBC Foundation

Unit 1, Dunfermline Business Centre
Izatt Avenue

Dunfermline, Fife, KY11 3BZ

United Kingdom

Via email

European Medicines Agency/Committee for Medicinal Products for Human Use
Dr Bruno Sepodes (bsepodes@ff.ulisboa.pt)

Dr Joachim Musaus (joachim.musaus@ema.europa.eu)

Food and Drug Administration, Division of Hepatology and Nutrition
Dr Frank Anania (frank.anania@fda.hhs.gov)

Health Canada
Dr Supriya Sharma (supriya.sharma@hc-sc.gc.ca)

Medicines & Healthcare products Regulatory Agency
Dr Greeves Kondowe (greeves.kondowe@mbhra.gov.uk)

Norwegian Medical Products Agency (NOMA) post@noma.no
Dr. Marit Hystad (Marit.Hystad@dmp.no)

CC: Nye Metoder (nyemetoder@helse-sorost.no)
CC: Professor, Dr. Bjorn Egil Vikse (bjorn.egil.vikse@helse-vest.no)

Swissmedic, Swiss Agency for Therapeutic Products
Dr Eveline Trachsel (eveline.trachsel@swissmedic.ch)

Subject: Patients with PBC request your collaboration to establish a pathway to full
approval of second-line therapies without long-term placebo controlled clinical trials

Dear Doctors Sepodes, Musaus, Anania, Sharma, Kondowe, Hystad, and Trachsel

The International PBC Summit requests your urgent collaboration to find a solution to the
conversion of Conditional / Accelerated Approval to traditional / full approval for second-line
treatments for Primary Biliary Cholangitis (PBC). The International PBC Summit is a patient-
led consortium of people interested in improving life for patients with PBC and consists of
patients, patient advocacy groups, academic researchers, healthcare professionals, and
industry, from 6 continents, and includes participants from Canada, the European Union, the
United Kingdom and the United States. More details are provided in appendix 1.

For background, PBC is a life-long autoimmune cholestatic liver disease and unchecked, can
lead to progressive fibrosis, cirrhosis, liver transplantation, and premature death. PBC mainly


mailto:bsepodes@ff.ulisboa.pt
mailto:joachim.musaus@ema.europa.eu
mailto:frank.anania@fda.hhs.gov
mailto:supriya.sharma@hc-sc.gc.ca
mailto:greeves.kondowe@mhra.gov.uk
mailto:post@noma.no
mailto:Marit.Hystad@dmp.no
mailto:nyemetoder@helse-sorost.no
mailto:bjorn.egil.vikse@helse-vest.no
mailto:eveline.trachsel@swissmedic.ch

affects women aged 40-70 years with global incidence rates between 0.84 and 2.75 patients
per 100,000. Even in early stages of the disease, PBC is very burdensome in many but not all
patients. Patients with PBC self-report a lower health-related quality of life (HRQoL) compared
with control populations, with widespread effects on mental, social, emotional and physical
health. Central and peripheral fatigue and pruritus are the most debilitating symptoms and
significantly impair quality of life and daily functioning. PBC, as a rare disease, is
disproportionally over-represented in liver transplant figures, particularly due to unmet clinical
need. Living with PBC causes a greater burden for patients and our families / caregivers than
living with other autoimmune liver diseases. As the disease progresses to liver cirrhosis and
then decompensation, patients struggle with poor quality of life, an immense symptom burden
and psychological stress associated with their worsened prognosis. (literature references
provided in appendix 3)

At the International PBC Summit 2026 in April, we identified the need to engage with health
authorities to agree on a mutually acceptable path forward.

We, patients with PBC and our teams of healthcare professionals and patient organizations,
understand that regulatory Agencies consider randomized, placebo-controlled interventional
clinical trials the gold standard evidence and we understand that trials incorporating real world
data will leave a level of uncertainty because, despite ever-improving statistical methodology,
the effects detected will always include some level of confounding due to the combined
assessment of treatment decision and treatment effect. We also understand that the Agency
has used regulatory flexibility to allow such data in regulatory decisions for other, more rare,
orphan indications.

As a community, it is our considered opinion, based on the evidence described in Section 1.1
of the appended EASL-AASLD Delphi Consensus Statement, that the clinical benefits of
alkaline phosphatase (ALP) lowering therapy for PBC have been established adequately. We
accept the residual uncertainty of confounding in these studies. We are unwilling to accept
living with prolonged periods of high levels of ALP and / or bilirubin because of the documented
and real risk of our PBC progressing to liver decompensation, transplant and death while we
are not receiving effective second-line treatment in the placebo arm of a long-term study. We
believe the regulatory agencies and companies can explain the evidence and its limitations
adequately in labeling, so we, patients and our healthcare providers, can jointly make the right
treatment decisions.

In our lives, we never observe the effects of a medication in isolation; we always live the effects
of the combination of the decision to take a medication and the effects of it. In that sense, the
effects observed in real world studies will be a more accurate reflection of our reality. This, of
course, represents both an opportunity and a challenge. However, the status quo of placebo-
arm confirmatory trials for treatment of PBC are unattainable, and leave us only with challenges,
most of which are unassailable.



We request that the Agencies work with patients, patient advocates, and our academic and
company partners, to agree to non-placebo-controlled study designs for confirmatory trials for
PBC as recommended in Section 2 of the appended Consensus Statement. These designs
will enable us, as patients, to participate in these studies, and we believe they will allow you to
take regulatory decisions based on their results.

Respectfully, we ask that you meet with selected representatives of the patient community to

take this matter forward. Thank you very much for your attention in this matter. We are
available to clarify or answer any questions you may have.
With kind regards,
Patient advocacy group signatories
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Appendix 1 International PBC Summit

The International PBC Summit is an international annual event, recognised for its unique
approach, which brings together all stakeholders in the PBC community to identify unmet needs
and enable meaningful solutions. It has a deliberately bold and unconventional approach that
gives more power to those on the floor than those on the stage. It is a uniquely collaborative
and interactive event.

At the Summit every attendee comes as an equal: no surnames, positions, honorifics, or even
companies. We come together as experts trying to bring our collective knowledge to the room
to improve the lives of those affected by PBC. At the Summit, the power doesn'’t sit at the
podium, but on the floor itself, as the room decides where to go next and which topics to work
on throughout the year. Anybody can present their thoughts or ideas at the podium, or even in
the group discussions, where we can discuss the merit together of each idea raised. There is
an itinerary, but the agenda is set by Summit attendees throughout the course of the
proceedings.

The appended paper entitled “Challenges facing the PBC community: insights from the PBC
International Summit” provides a summary of the discussions, scientific insights and the key
unmet patient needs discussed at the 2025 PBC International Summit.

opinon
Challenges facing the PBC
community: insights from the PBC
International Summit

OPEN ACCESS.



https://www.pbcfoundation.international/wp-content/uploads/2025/12/Frontline-Paper_Challenges-facing-the-PBC-Community-insights-from-the-PBC-International-Summit.pdf

Appendix 2 EASL-AASLD Delphi Consensus Statement
a. Existing evidence (Section 1.1

b. Alternative study designs without long-term placebo (Section 2
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https://www.pbcfoundation.international/wp-content/uploads/2026/07/EASL_AASLD-Delphi-consensus-statement-on-surrogate-endpoints-and-RWE-in-PBC_section-1.1.pdf
https://www.pbcfoundation.international/wp-content/uploads/2026/07/EASL_AASLD-Delphi-consensus-statement-on-surrogate-endpoints-and-RWE-in-PBC_section-2.pdf

Heépitology

oo
e

o spgmar Al of Hapaiogy.
Receied dole: 10 Decermber 2026

Souped e 29 Aerd 208

na s Fomy "l s il . Lnanzs S
A i Lomghicis R e e o .l s B Aseman
s, A of Hop g (2128, MG 1o oy 101918 s 08, 10234

T 0 3 POF: of o s et s oo crtancuriss st ScCepaNCe, RSN 3K 1 30

Appendix 3 Background information of PBC Symptoms and Quality of Life
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Quality of Life and Everyday Activities in Patients with
Primary Biliary Cirrhosis
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https://www.pbcfoundation.international/wp-content/uploads/2026/07/Quality-of-Life-and-Everyday-Activities-in-Patients-with-Primary-Biliary-Cirrhosis.pdf
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