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Primary biliary cholangitis (PBC) is a rare autoimmune cholestatic disease that can progress to cirrhosis and impair quality of life if under-treated. 
Drug development in PBC has successfully led to the conditional approval of three second-line therapies, yet the transition to full regulatory 
approval remains challenging due to:

§ Reliance on liver biochemistry and non-invasive measures of liver fibrosis as surrogate of clinical outcomes without acceptance by 
regulatory authorities as validated efficacy endpoints

§ Limited integration of real-world data (RWD) and real-world evidence (RWE) to complement PBC RCTs
§ Absence of harmonized and standardized use of patient-reported outcomes (PROs).

To review currently available evidence, define unmet needs, and establish a patient-centred regulatory-aligned framework for future PBC 
research.

An international multistakeholder panel was convened and organised into three working groups: (1) surrogate biomarkers; (2) RWD and RWE; (3) 
PROs. A modified Delphi process was conducted to incorporate existing evidence through systematic literature review. Consensus was reached 
via two online voting rounds following iterative discussions and a dedicated in-person meeting.
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The characteristics of the Delphi panel are summarised in Table 1. In the two voting rounds response rates were of 80% and 68%. Agreement was 
reached on 15 statements and 41 recommendations, and the main results are summarised in Table 2.

The Consensus represents a starting point for a collaborative pathway between the PBC community and regulators to support drug approval in 
PBC. The PBC community is cohesive and committed to bringing stakeholders together to improve patient care. However, more needs to be done:
§ Improve patient engagement and develop a standardised PROs package for future PBC RCTs
§ Achieve more robust validation of biochemical and non-invasive fibrosis markers, joining forces with other liver diseases
§ Leverage RWD to generate regulatory-grade evidence and address ethical challenges of prolonged placebo exposure in Phase 3 and 4 RCTs.

Characteristic n (%)
Total panel members* 50

Expert clinicians 34 (64%)
Industry representatives 8 (15%)
Patient representatives 8 (15%)

Sex
Men 32 (60%)
Women 21 (40%)

Geographic region
Europe 29 (55%)
North America 18 (33%)
Asia-Pacific 3 (6%)
South America 2 (4%)
Countries represented 18

Delphi voting participation
Round 1 respondents 44 (88%)
Round 2 respondents 30 (60%)

Table 1: Delphi Panel Characteristics

Surrogate 
biomarkers

N paper reviewed: 81
N statements/recommendations: 15/4
%agreement: ≥86%

Summary: ALP and total bilirubin at 12 months represent acceptable primary 
efficacy endpoints, with complete normalisation or adequate biochemical response as 
ideal or acceptable targets. Liver stiffness measurements can serve as a 
complementary marker of disease progression.

RWD and 
RWE

N paper reviewed: 80
N recommendations: 10 
%agreement: ≥98%

Summary: RWD can provide regulatory-grade evidence when RCTs are not feasible. 
RWE should be generated from fit-for-purpose data sources including, registries, 
electronic health records, claims databases and distributed data networks, with early 
regulatory engagement and predefined bias-mitigation strategies. 

PROs

N paper reviewed: 92
N recommendations: 27
%agreement: ≥92%

Summary: PROs are essential endpoints. The PBC-40 is recommended as the core 
QoL tool, the Worst Itch Numerical Rating Scale as the primary pruritus measure, 
and the PBC-40 fatigue domain as the preferred tool for fatigue assessment.

Table 2: Key findings from the three working groups

*Regulatory representatives contributed to working groups discussions 
but did not participate in Delphi voting


