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Meeting Summary

Primary biliary cholangitis (PBC) is a chronic, inflammatory, autoimmune
cholestatic liver disease, affecting mainly women over 40 years old, that, if left
untreated, can progress to intrahepatic ductopenia and end-stage biliary cirrhosis.
Recommended first-line pharmacotherapy for all patients with PBC is ursodeoxycholic
acid (UDCA). However, treatment failure is common, with at least 40% of patients
having an inadequate response. Increasingly, second-line treatments, including
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peroxisome proliferator-activated receptor (PPAR) agonists, are used to reduce
biochemical serum markers and manage symptoms. This symposium focused on the
unmet needs in management of PBC, with experts David Jones, Newcastle University,
UK; Marco Carbone, University of Milano-Bicocca, Italy; and Puneeta Tandon, University
of Alberta, Canada, discussing the need for regular monitoring of treatment responses
with earlier intervention when biochemical markers remain raised or symptoms persist.
They also discussed the need for comprehensive risk stratification and ensuring
optimisation of symptom management to improve quality of life (QoL) for patients.

The expert panel highlighted recent clinical trials that demonstrate the efficacy of

PPAR agonists in normalising alkaline phosphatase (ALP) and total bilirubin (TB) levels.
Additional data were presented that suggest PPAR agonists can reduce the debilitating
PBC symptoms fatigue and pruritus. Overall, the discussions highlighted the importance
of considering ALP normalisation (ALP =1.0x ULN; TB <0.6x ULN) as a treatment goal.
To help improve patient outcomes, the panel recommends a holistic approach to PBC
management to avoid disease progression and improve survival, highlighting that,
alongside disease control, symptom management is a priority for patient wellbeing.

Looking Beneath the Surface:
Unmet Needs in PBC

David Jones

Jones opened the symposium by explaining
that PBC is much like other chronic liver
diseases, but with an important twist. “In
PBC, injury to the bile ducts is associated
with inflammation that becomes chronic,
and the traditional view is that this drives
fibrosis and can progress to cirrhosis,”
Jones explained. “However, in PBC there is
a second pathway of injury where chronic
inflammation is accompanied by the loss of
bile ducts” (Figure 1)."-°

There are clear unmet needs in PBC
management, and “if left untreated,

this disease causes real harm,” Jones
emphasised. Although the rate of disease
progression is variable, approximately 40%
of patients with PBC develop cirrhosis
within 10 years of diagnosis.>®

“The questions we need to ask are ‘How
do we prevent cirrhosis? How do we
prevent ductopenia and how do we make
sure people survive?” Jones emphasised.
Firstly, early detection of treatment
response is important, and identifying
patients who are eligible for second-line
therapy earlier, rather than waiting for
UDCA first-line treatment to fail, could
reduce the risk of disease progression.”
Secondly, comprehensive risk stratification

CC BY-NC 4.0 Licence ¢ Copyright © 2026 EMJ

is important, Jones went on. “We need to
think about not only what treatment [is most
suitable], but who needs what treatment
and when.” The likelihood of disease
progression and poor clinical outcomes is
influenced by certain risk factors, including
older age, male gender, higher biochemical
marker levels, and poor response to first-
line therapy.®'° Thirdly, proactive symptom
assessment is important. “We need to be
asking our patients about symptoms at
every clinic visit,” Jones emphasised. “We
need to do something with that information
to work out how to escalate treatment and
determine the best treatment approach.”

Looking beneath the surface of these
unmet needs, Jones said, will help us to
address them. For example, some patients
(up to 40%) do not respond effectively

to first-line treatments," increasing their
risk of cirrhosis, liver transplantation, or
death.® In risk stratification, Jones added,
biochemical marker levels are used to
measure treatment responses and risk

of disease progression, but thresholds
above the upper limit of normal (ULN) are
considered acceptable. “Anything other
than normal biochemistry is associated to
some degree with residual risk,””'? Jones
emphasised, and continued that normalising
surrogate markers, such as TB and ALP
(ALP =1.0x ULN; TB =0.6x ULN), should be a
key therapeutic goal.”® In addition, according
to Jones, inadequate evaluation of first-

line treatment response and assessment
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Figure 1: Pathways of inflammation in PBC.
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of symptoms, and lack of timely escalation
to second-line therapies, represent key
treatment gaps in PBC.”"?

“When we talk about symptoms, we are
really talking about itch (pruritus) and
fatigue,” Jones said. “We've had rapid
development in PBC management options,
and this is beneficial for patients, but it adds
complexity.” Jones continued by explaining
that the model for first-line therapy followed
by second-line therapy is well established."*
“We have multiple second-line options,
including obeticholic acid (OCA), elafibranor
(a dual PPAR-a and PPAR-6 agonist), and
seladelpar (a PPAR-6 agonist).”®"

“It's important that we understand

who requires treatment and how we
should change treatment if we don’t see
improvements in biochemistry, symptoms,
or both,” Jones said, and introduced a
hypothetical case study to illustrate the
point: a female patient diagnosed with
PBC, aged 52 years, who is given first-line
treatment of UDCA (15 mg/kg/day) with a
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12-month follow-up assessment' and then
proactively managed after that. The patient
presented with elevated ALP (325 UJ/L),
which decreased to 247 U/L at 12 months.
Tests showed a Liver Stiffness Measure
(LSM) of 9.1 kPa that had increased 12
months post-treatment.

Jones explained that ALP and TB are key
measures to consider when managing the
risk of disease progression.” In this case,
Jones elaborated, the patient showed
improvements in biochemistry, but key
measures remained outside first-line
response criteria, LSM had worsened, and
TB was rising. “This is typical of patients
who respond to first-line therapy but

have ongoing issues that require further
treatment,” Jones explained, and continued,
the question is, “what do we do about
them?” This highlights the need to monitor
and assess disease progression to inform
treatment option decision-making.
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Optimising Second-Line
Treatment Pathways

Marco Carbone

Carbone presented a deep dive into how
PBC biochemistry results can be used

to inform treatment options. “We know
that ALP and TB are important markers

in PBC, and they each give us different
information,” Carbone explained. “ALP is a
marker of cholestatic bile duct injury and
gives an indication of the speed of disease
progression, whereas TB is a marker of
duct loss and liver failure, and can inform us
more about the disease stage.”

The higher the ALP, the higher the risk

of liver transplantation and risk of death,
Carbone explained. Normalising blood
biochemistry in PBC can reduce the risk

of liver-related events, including risk of
hospitalisation for hepatic decompensation,
liver transplantation, or death.’®'® The
primary endpoint in recent trials for second-
line PBC treatments was achievement of

an ALP <1.67x ULN and TB <1.0x ULN, with
a secondary endpoint assessing patients
that achieve <1.0x ULN ALP.® In PBC, the
risk of complications increases with the
time patients spend above the ULN for
these biochemical markers of ongoing liver
damage, both before and after first-line
therapy.’®™® “It’s also important to remember
that patients can lose their response to
therapies during treatment, so we need to
keep monitoring,”? Carbone added.

Carbone then highlighted data showing

a nearly sixfold increase in the risk of
adverse long-term outcomes in patients
with elevations of TB =0.6x ULN and ALP
21.0x ULN relative to those who never
exceeded the normal thresholds.™ Clinical
risk is influenced by both the magnitude
and duration of biochemical abnormalities,
reinforcing the need for early and
systematic risk assessment. Any deviation
out of normal ranges for ALP and TB levels
is an indicator of ongoing cholestatic bile
duct injury and impaired hepatic function.™
In addition, disease activity is higher

in patients with PBC who only achieve
biochemical response (ALP <1.67x ULN)
but not ALP normalisation (<1.0x ULN), as
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suggested by the increase in mechanistic
and inflammatory markers.”

Carbone reiterated that it is important to
individualise treatment goals, recognising
that patients may have different disease
severity and require varying intensity of
follow-up. He continued by drawing on the
hypothetical case study of the 52-year-old
female with PBC to illustrate how a patient
can experience improved ALP measures
on first-line therapy, but still not achieve
normal levels. “This represents increased
risk of disease progression and makes the
patient a good candidate for second-line
therapy,” Carbone confirmed.

There are several second-line treatment
options for PBC, and Carbone went on

to outline trials that demonstrate the
efficacy of PPAR agonists. “PPAR agonists
are used in PBC for their anti-cholestatic,
inflammatory-regulating, and anti-fibrotic
effects, and are approved for use in patients
who do not respond to or are intolerant to
UDCA,® Carbone outlined.

The ELATIVE trial demonstrated that
elafibranor has a significant effect on
cholestasis across patients with varying
disease severity.?° The primary endpoint
was met by Week 52 in 51% of patients
treated with elafibranor, compared to

4% receiving placebo (p<0.001).2° The
proportion of patients who reached ALP
normalisation was over 15% (p<0.002) at
Week 52, and when stratified by baseline
ALP levels, this increased to 52% of cases.?
ALP reductions were measurable as early as
Week 4 and were sustained to Week 156 in
an open-label extension study.??

Elafibranor has been shown to reduce
markers of fibrogenesis and stabilise
fibrosis (LSM).?? It is generally well tolerated,
with no difference in the proportion of
patients experiencing adverse events
leading to treatment discontinuation.?
Carbone also said that, importantly, there
were no clinically meaningful changes in the
glomerular filtration rate over the trial, and
bone density remained stable.?®

Data from the RESPONSE trial showed
that seladelpar treatment led to sustained
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reductions in ALP levels and normalisation
of ALP was reached in 25% of the treatment
group, compared to 0% of the placebo
group by Week 52.24 LSM was also
stabilised with seladelpar treatment.?® There
were no adverse events, such as changes in
renal function, that were any more common
than with placebo.?®

Carbone went on to describe preliminary
data from investigator-led real-world
practice cohorts. A global Phase 4 study
(ELFINITY, funded by lpsen, Paris, France)
supports the safety and efficacy of
elafibranor. An interim analysis of 51 patients
with baseline data showed that 27/51 (53%)
had ALP =21.67x ULN, and of these, 55%
achieved a biochemical response and ALP
improvement by Month 3.2% In the ELEVATE-
PBC study from lItalian registry data, an
analysis of 281 patients with baseline data
who started elafibranor, 78 patients achieved
ALP normalisation (80%) 3 months after
initiation.?” “These are very preliminary

data, and we need to wait until we have the
6-month follow-up data for 300 patients
before reporting fully, but these are very
promising results,” Carbone clarified.

Further preliminary data from a Spanish
cohort from the ColHAI registry,?® where
20% of patients had liver cirrhosis and the
median ALP was 1.5x ULN, showed a 36%
reduction in median ALP for those treated
with elafibranor and a 33% reduction for
those treated with seladelpar.?® Further
real-world evidence comes from the IDEAL
study, using the USA HealthVerity Network
(HealthVerity, Philadelphia, Pennsylvania,
USA) claims database, in which more than
45% of patients treated with elafibranor
achieved ALP normalisation within 6
months, with and without prior second-
line treatment.?® Overall, elafibranor and
seladelpar are shown to be effective and
well-tolerated second-line treatment
options for patients with PBC who

have an inadequate response or
intolerance to UDCA in clinical trials

and real-world settings.

“Normalisation of ALP should be the
treatment goal,” Carbone reiterated, adding
that we should be more ambitious for young
patients to avoid fibrosis, and also for
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patients with cirrhosis. “We have strong trial
data, and we look forward to seeing more
real-world evidence,”?°2226 Carbone added.
The loss of biochemical response to UDCA
can occur at any time, so early and routine
monitoring of response to UDCA treatment
is crucial for timely intervention.!=°

Looking Beyond the Biochemistry:
A Full-Spectrum View of the
Symptomatic Burden for Patients
with PBC

David Jones and Puneeta Tandon

“We have effective therapies, and we are
on the cusp of normalisation as a target
for therapy,” Jones reiterated. However, he
added, “We do need to understand better
the mechanisms of action around fibrosis,
cirrhosis, and ductopenia. And importantly,
we need to look more closely at what
these treatments do for symptoms

in patients.”

Tandon highlighted that PBC has a
significant symptom burden, with up to

80% of patients reporting fatigue, and
pruritus affecting up to 75% of patients
(Figure 2).3"3% Other symptoms include brain
fog, abdominal pain, and bone and

joint aches.313234

Importantly, Tandon emphasised, “the
impact of the disease on patients with
regards to symptoms does not correlate
with disease progression, or the
biochemical response. A patient with many
symptoms can have normal liver enzymes.
It's important to continue to screen for
symptoms as up to 60% of patients can be
asymptomatic at diagnosis, but half of these
are likely to go on to develop symptoms.”'33

Tandon referred to the hypothetical case
study of a 52-year-old female who has been
fully compliant with UDCA. At the 12-month
review, when asked about symptoms,

the patient reported mild pruritus with

a Numeric Rating Scale (NRS) of 2, and
described significant fatigue, reduced
productivity, withdrawal from social
situations, and lack of motivation.
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Figure 2: PBC symptom burden.
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PBC can have a significant symptom burden’
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The impact of symptoms does not correlate with disease
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PBC: primary biliary cholangitis.

“When we ask patients which symptoms
most affect their QoL, we see a range,
including fatigue, anxiety, depression, and
cognitive effects,” Tandon explained. “When
we look at fatigue, it is affecting patients
across all domains of wellness, including
physical, cognitive, and psychosocial
aspects. Almost 60% of patients with

PBC say fatigue negatively affects their
social and family life.3>%” “We need to
understand that fatigue is different from
tiredness. Fatigue is a distinct experience
which does not improve with rest,” Tandon
emphasised, and “if we don't understand it,
we undermine it during clinic visits.”

Tandon went on to highlight studies that
demonstrate functional MRI changes in the
brains of people with PBC and fatigue.3®
“In the thalamus of people reporting
fatigue, the neural networks are different,”
Tandon explained. This is objective and
validates the symptoms that patients

CC BY-NC 4.0 Licence « Copyright © 2026 EMJ

are experiencing. It can be central (poor
concentration and memory) and peripheral
(reduced muscle power and increased
pain), and it is not uncommon for patients
to experience both types.®®2° |t is also
important to remember that fatigue and
pruritus are independent.® Individual
patient PBC-40 fatigue scores show no
correlation with pruritus scores.*® This is a
reminder that, Tandon added, “we need to
ask patients about both fatigue and pruritus
and assess and manage them separately.”

Despite its prevalence, fatigue is often
overlooked in clinical care and under-
reported by patients during consultations.
Tandon presented Canadian data showing
that of 167 patients who did not verbally
report fatigue during consultation, 88%
reported fatigue when using the PBC-40
questionnaire.® In the UK, insights from
PBC patient surveys' reported that 43% of
patients had not been assessed for fatigue
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Figure 3: ERN rare liver disease algorithm tool.

How are you talking about fatigue with your patients with PBC?

PBC fatigue conversation guide

| This guide supports early detection and proactive management of fatigue

the impact of fatigue
on the patient®®

TREAT

by proactively
managing fatigue®

e Hypothyroidism
* Anaemia

¢ Vitamin deficiencies

e Pruritus-related

sleep disturbance

Underlying conditions

Do you have enough energy to do all the activities you

On a scale of 0-10, how much is your fatigue affecting you?
Where 0O is "I can do whatever | want to"
and 10 is "l can't get out of bed"

Consider a holistic approach to fatigue management addressing
contributing factors and optimising PBC treatment®®

Lifestyle adjustments PBC management
» Sleep hygiene e Optimise 1L dosing
e Hydration * Assess need for
e Individual exercise 2L treatment
plans

e Social support

1L: first-line; 2L: second-line; PBC: primary biliary cholangitis.

in the past 2 years (N=8,968), and the
most common clinical responses to fatigue
queries were (N=227): 45% no advice
offered, and 35% were told there were no
treatments available.”

Tandon was keen to stress that both
pharmacological and non-pharmacological
approaches are available to manage fatigue.
In a trial of 31 patients involving a 12-

week individualised home-based exercise
programme (EXCITED),*' the primary
outcome of a reduction in fatigue score by
>5 at 12 weeks was met in 26/31 patients
(p<0.001). Additional improvements were
also observed in daytime somnolence,
cognitive function, and overall QoL.*’
Tandon went on to explain that there is also
evidence that cognitive behavioural therapy,
in combination with mindful moving,
breathing and meditation, and other mind-

Hepatology ¢ July 2026 « Copyright © 2026 EMJ

body combinations, can help patients with
PBC experiencing fatigue and
psychosocial symptoms.*2

Jones recapped, emphasising that
conversations with patients about
symptoms are always positive for patient
wellbeing, and data on brain connectivity
also help because this evidence helps

to validate the patients’ experience of
symptoms like fatigue. “Exercise and
wellness apps are also helpful because they
allow people to ‘own’ the problem and ‘own’
solutions,” Jones added, “but we want to do
more than that.” Jones went on to outline
the European Reference Network (ERN) rare
liver disease algorithm tool (ASK-MEASURE-
TREAT),*® which helps physicians to start
conversations with patients to identify
symptoms and develop an effective plan to
treat them (Figure 3).
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Jones then focused on how elafibranor Closing Remarks
and seladelpar can be used in symptom
control.®®” Interim results from the ELFINITY
Phase IV global study in patients with

PBC showed rapid reductions in symptom
burden in real-world practice.?® But, Jones
said, more work is needed. Seladelpar did
not show clinically significant improvement
in patients with moderate-to-severe
fatigue, but provided improvements in PBC-
40 fatigue scores in patients with severe
pruritus (PBC-40 itch domain >7 score).?02%
In summary, Jones said, “fatigue is the most
debilitating symptom of PBC, and although

Jones summarised the session, reiterating
the importance of taking a holistic
approach to PBC management to address
both disease progression and symptom
control. “We are always going to control
the disease first, but we should aim to
prevent advanced disease and achieve
normalisation of biochemistry and symptom
control. We must ensure that every
patient gets the therapy they need,”
Jones concluded.

EMJ

complicated, it can be managed.3"353¢
Routinely asking patients about symptoms
ensures early intervention as

symptoms arise.”
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