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To characterize patient-reported symptom burden in primary biliary cholangitis (PBC), with a specific focus on the severity and frequency of central and peripheral fatigue, 
and to identify which symptoms patients prioritize for treatment with new therapies.

• In PBC, symptom burden may remain high despite biochemical 
control, and fatigue is often under-recognized in routine care. 

• Laboratory markers do not capture the full day-to-day impact of 
disease. 

• Patient perspectives are essential to understand which 
symptoms most impair quality of life, and which treatment 
approaches would represent meaningful improvement.

This interim analysis aimed to characterize fatigue burden in PBC and 
to demonstrate the value of patient surveys for defining unmet need

• The clearest signal from this interim read-out is that fatigue is the 
dominant patient-reported unmet need in PBC, and that central fatigue 
sits at the center of this burden.

• A survey-based approach makes this visible because it captures 
severity, frequency, daily-life impact, and the language patients 
themselves use to describe the symptom.

Patient involvement is not an add-on to evidence 
generation; it is the mechanism by which unmet need 

becomes understandable, prioritizable, and actionable.

Objective

Patient survey process | from lived experience to actionable unmet need

PBC community recruited

Adults with PBC completed an 
online survey through the PBC 
Foundation app.
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Structured capture of symptoms

Symptom questions, PBC-40, 
treatment-prioritization items, and 
open-ended questions.
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Patient voice makes fatigue visible

Surveys captured how fatigue affects 
cognition, motivation, social function, 
and daily living.

What patients want from therapy

Patients prioritized central fatigue 
first, then peripheral fatigue, when 
restricted to one symptom.

Evidence for development decisions

Outputs support patient-focused drug 
development, symptom-relevant PROs, 
and fit-for-purpose endpoints.
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Background and aims Core insight

• This work was enabled by collaboration between patient 
organization, industry, and academic partners. The PBC 
Foundation app created a practical route to engage patients 
directly and systematically.

Survey and collaboration model

Patient 
community

Survey 
platform

Evidence 
output

• Adults with PBC completed an online survey via the PBC 
Foundation app. 

• The survey included structured symptom questions, the PBC-40, 
treatment-prioritization items, and open-ended questions 
exploring the impact of fatigue on daily life and expectations for 
new treatment options.

Study design and respondents

103
Respondents, 
predominantly 

females

51–70
most common age 

band

PBC-40
included in survey

How fatigue appears in the interim read-out

• Fatigue emerged as the dominant patient-reported symptom in 
this interim PBC survey read-out.

• Central fatigue was the leading symptom by burden and 
treatment priority.

• Peripheral fatigue was the second most burdensome symptom 
and priority.

• Fatigue was often under-discussed in clinical care.

• Patient narratives revealed cognitive, emotional, and social 
dimensions not captured by routine markers.

Key messages

Central fatigue
Reported by a majority and 
identified as the most 
severe symptom

Peripheral fatigue
Second most 
burdensome symptom 
after central fatigue

Frequency Matters
Nearly half experienced their 
worst days due to central 
fatigue almost daily

PBC-40 Burden
An overwhelming majority 
reported moderate-to-
severe fatigue

Across measures and narratives, the signal was 
consistent: fatigue -especially central fatigue - dominates 

both burden and priority.
• Patient narratives showed that fatigue was described as a 

debilitating, pervasive symptom rather than simple tiredness. 

• It affected concentration, motivation, emotional well-being, 
memory, social participation, and the ability to function normally 
through the day.

Patient voice: fatigue extends beyond “tiredness”

“Brain fog and 
exhaustion affect 

focus and my ability 
to think clearly.”

“It can be the main 
reason I cancel plans 
or withdraw socially.”

“I want enough 
sustained energy to 
function without the 
washed-out feeling.”

Meaningful improvement from the patient perspective was 
described as sustained energy, less brain fog, better 
concentration and memory, and the ability to function without 
the pervasive washed-out feeling of fatigue

Interim read-out summary

Dominant Symptom
Fatigue clearly stood out above other symptoms in this PBC cohort

Severity Signal
Most respondents reported moderate-to-severe fatigue on PBC-40

Priority Signal
Patients prioritized fatigue-related improvement for new therapies

Patient Meaning
Improvement means function, cognition, and sustained 
energy in daily life

What patients prioritized for treatment

Central fatigue

Most commonly prioritized
when patients were 

restricted to selecting only 
one symptom for treatment
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Peripheral fatigue

Second in priority, reinforcing 
that fatigue broadly - not only 

one isolated domain -
defines unmet need.
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• Because symptom burden is subjective, fluctuating, and only partly 
visible in routine appointments, patient surveys are uniquely 
positioned to define unmet need in ways that biochemical markers 
and clinician observation cannot. They make the patient perspective 
measurable and decision-relevant.

Why surveys matter for unmet need

• Supports symptom-relevant PRO selection
• Improves fit-for-purpose trial endpoint design
• Strengthens treatment value discussions with clinicians, 

regulators, and payers

Conclusion
• Patient surveys provide evidence that cannot be reliably inferred from 

clinician assessment, disease stage, or biochemical response alone.
• In this PBC cohort, patient-reported data identified fatigue -

particularly central fatigue - as the leading therapeutic unmet need. 
• By defining improvement in terms that matter to patients’ daily lives, 

these surveys help shape patient-focused drug development, 
symptom-relevant PRO strategies, fit-for-purpose endpoints, and 
treatment value discussions with clinicians, regulators, and payers.

Take-home message
For PBC, the unmet need cannot be defined by biochemistry alone. It becomes 
clear only when patients are directly asked, systematically heard, and 
meaningfully incorporated into evidence generation.

This is why patient involvement in surveys is essential.

Clinical implication
Fatigue should be explicitly surfaced, discussed, 
and measured in development and care.

Patient priorities defined 
meaningful improvement

• Sustained energy through the day

• Less brain fog

• Better concentration and memory

• Improved motivation and 
emotional resilience

• Ability to function without the 
pervasive “washed-out” feeling

Development implication

These are the concepts future 
treatments should be able to 

improve, and the concepts trials 
should be built to measure.

Survey-derived definitions of 
meaningful improvement create a 

more credible bridge between 
clinical development and real 

patient value.

Development implications | how survey evidence can be used

Symptom burden + Patient priorities + Meaningful improvement
Together these define the therapeutic unmet need that should shape 
development strategy

*Contact: magnus.doverskog@umecrine.se

Patient-focused development

Direct patient input identifies the symptom 
domains that matter most, supports program 
prioritization, and makes unmet need explicit

PRO Strategy

Survey findings can guide selection or 
refinement of symptom concepts and help 
justify measurement priorities

Regulatory and payer relevance

Meaningful benefit should reflect energy, 
cognition, and daily functioning - not only 
laboratory response

Treatment value story

Evidence generated with patients strengthens 
communication with clinicians, regulators, 
and payers about real-world value
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