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Introduction
•	 Primary biliary cholangitis (PBC) is a chronic, autoimmune, cholestatic liver disease that is associated with progressive liver injury and 

significant symptom burden1

	— Pruritus and fatigue are common symptoms of PBC, impairing quality of life1

	— There are no treatments approved for fatigue in PBC, which is multifactorial in nature
•	 Seladelpar is a first-in-class delpar (selective peroxisome proliferator–activated receptor delta [PPARδ] agonist) indicated for the treatment of 

PBC in combination with ursodeoxycholic acid (UDCA) in adults who have an inadequate response to UDCA or as monotherapy in patients who 
are unable to tolerate UDCA2

	— In the pivotal placebo-controlled, Phase 3 RESPONSE trial (NCT04620733), seladelpar significantly improved biochemical markers of 
cholestasis and reduced pruritus versus placebo in patients with PBC over a 1-year treatment period3

•	 Pivotal Phase 3 studies for the approved second-line treatments seladelpar and elafibranor (RESPONSE and ELATIVE, respectively) were not 
specifically designed to assess fatigue3,4

	— In RESPONSE, fatigue measures were improved with seladelpar versus placebo in patients with severe pruritus at baseline; itch-related 
sleep disturbance also improved with seladelpar5

•	 The Phase 3 ASSURE trial (NCT03301506) is an ongoing, open-label study of the long-term use of seladelpar in patients with PBC (Figure 1)

Objective 
•	 To explore the effect of long-term seladelpar use on fatigue in patients with PBC enrolled in the ongoing ASSURE trial, with data up to 48 months

Methods 
Study Design
•	 Patients rolled over directly from RESPONSE or enrolled after prior participation in a legacy study and received open-label seladelpar 10 mg 

daily in ASSURE
•	 This analysis is based on a pooled population of all patients enrolled in ASSURE where baseline was defined as the time of seladelpar initiation 

in RESPONSE or ASSURE. The data cutoff for this interim analysis was January 31, 2026

Figure 1. Study Design
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Data cutoff: January 31, 2026.
aPhase 2 dose-ranging study (NCT02955602), Phase 3 long-term safety study (NCT03301506), Phase 3 ENHANCE study (NCT03602560), Phase 1b hepatic impairment study (NCT04950764). The Phase 2 and 3 parent studies 
required inadequate response or intolerance to first-line UDCA. bThe red outline indicates the pooled population in ASSURE (NCT03301506) of patients who received 10 mg seladelpar. For patients who started seladelpar in 
RESPONSE (NCT04620733), that exposure time is included in the ASSURE pooled analysis. Two patients initiated seladelpar at 5 mg and were excluded from the analysis.
N, overall population; n, population by parent study; UDCA, ursodeoxycholic acid.

Study Analyses
•	 Analyses were conducted in the overall population and the following 3 groups defined by PBC-40 fatigue domain and pruritus numerical rating 

scale (NRS) scores at baseline:
	— Moderate-to-severe fatigue (PBC-40 fatigue domain score ≥29)
	— Moderate-to-severe pruritus (pruritus NRS score ≥4)
	— Moderate-to-severe fatigue (PBC-40 fatigue domain score ≥29) AND moderate-to-severe pruritus (pruritus NRS score ≥4)

•	 Analyses included change from baseline in PBC-40 fatigue domain score and the proportion of patients achieving clinically meaningful 
improvement in PBC-40 fatigue domain score, defined as an improvement of ≥5 points, among evaluable patients up to Month (M) 48 (Figure 2)

•	 The following associations at baseline and for change from baseline at M48 were assessed via Spearman correlation in the overall population:
	— PBC-40 fatigue domain score versus sleep disturbance score (PBC-40 item “itching disturbed my sleep”) 
	— PBC-40 fatigue domain score versus pruritus NRS score
	— PBC-40 sleep disturbance score versus pruritus NRS score

Figure 2. ASSURE PRO Collection Time Points
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PROs were also collected in RESPONSE but are not displayed in the figure.
M, Month; NRS, numerical rating scale; PBC, primary biliary cholangitis; PRO, patient-reported outcome.

Conclusions
•	 In ASSURE, sustained fatigue improvement was 

observed in symptomatic patients with primary 
biliary cholangitis (PBC) up to 4 years after starting 
open-label seladelpar

	— After 4 years, clinically meaningful improvements 
in fatigue were observed in more than one-third 
of symptomatic patients, including those with 
moderate-to-severe fatigue, pruritus, or both

	— Patients with both moderate-to-severe fatigue 
and pruritus at baseline achieved the highest 
rates of improvement in fatigue

•	 Correlations across fatigue, pruritus, and sleep 
disturbance highlight the interrelated nature of 
these symptoms and support the multifactorial 
nature of fatigue in PBC, including contributions 
from pruritus-related burden

•	 The improvements in pruritus and sleep disturbance 
observed with long-term seladelpar use in this study 
are likely contributors to reducing fatigue burden; 
however, additional factors driving fatigue in patients 
with PBC remain incompletely understood

•	 Additional research is needed to characterize 
mechanisms of fatigue and the effect of treatment 
to advance care for patients with PBC 

Plain Language Summary
•	 Primary biliary cholangitis (PBC) is a long-term liver 

disease, and some of its most common symptoms 
are fatigue and itching

	— Seladelpar is a medicine used to treat PBC; 
previous studies have shown that seladelpar 
can improve liver function and reduce itching, 
but less is known about its effects on fatigue

•	 This study showed that people with PBC who had 
fatigue, itching, or both at the start of the study 
reported less fatigue after receiving seladelpar,  
with improvements observed up to 4 years after 
starting treatment 

•	 One reason for this may be that seladelpar reduces 
itching and improves sleep, but additional studies 
are needed to understand the main reasons why 
seladelpar may improve fatigue in patients  
with PBC

Patients
•	 Among the 337 patients who enrolled and received seladelpar 10 mg, 147 (44%) had moderate-to-severe fatigue, 108 (32%) had moderate-to-severe 

pruritus, and 67 (20%) had moderate-to-severe fatigue and pruritus at baseline (Table 1)
	— PBC-40 fatigue domain and pruritus NRS scores at baseline reflected higher symptom burden in these groups than in the overall population

Table 1. Demographic and Baseline Characteristics

Overall Population 
(N=337)

Patients With  
Moderate-to-Severe 

Fatigue 
(N=147)

Patients With  
Moderate-to-Severe 

Pruritus 
(N=108)

Patients With  
Moderate-to-Severe 
Fatigue and Pruritus 

(N=67)
Age, y, mean (SD) 58 (9.7) 57 (9.4) 55 (10.5) 54 (9.8)

Sex, female, n (%) 318 (94) 141 (96) 100 (93) 63 (94)

Race,a n (%)
American Indian or Alaska Native 11 (3) 7 (5) 9 (8) 7 (10)

Asian 24 (7) 9 (6) 5 (5) 3 (4)

Black or African American 7 (2) 3 (2) 3 (3) 2 (3)

White 291 (86) 126 (86) 88 (81) 53 (79)

Ethnicity, Hispanic or Latino,b n (%) 72 (21) 31 (21) 31 (29) 20 (30)

Body mass index, kg/m2, mean (SD) 27.3 (5.8) 28.0 (6.4) 27.9 (6.7) 28.9 (7.2)

PBC-40 fatigue domain score, mean (SD) 26.8 (10.7) 36.9 (5.7) 31.2 (9.8) 37.2 (6.2)

Pruritus NRS score, mean (SD) 2.8 (2.84) 3.7 (2.95) 6.3 (1.58) 6.6 (1.52)

ALP, U/L, mean (SD) 287 (128.2) 302 (132.3) 315 (125.4) 306 (113.7)

ALT, U/L, mean (SD) 43 (23.0) 46 (25.9) 48 (22.5) 47 (22.0)

AST, U/L, mean (SD) 38 (16.3) 41 (18.4) 42 (16.4) 43 (17.0)

GGT, U/L, mean (SD) 235 (211.5) 252 (207.1) 267 (228.5) 250 (191.6)

TB, mg/dL, mean (SD) 0.75 (0.339) 0.77 (0.331) 0.87 (0.392) 0.82 (0.332)

Cirrhosis, n (%) 52 (15) 25 (17) 24 (22) 14 (21)

Data cutoff: January 31, 2026.
aFor race, 2 patients in the overall population declined to provide a response, and 2 patients had missing responses. bFor ethnicity, 3 patients in the overall population declined to provide a response, and 2 patients had missing responses.
ALP, alkaline phosphatase; ALT, alanine aminotransferase; AST, aspartate aminotransferase; GGT, gamma-glutamyl transferase; NRS, numerical rating scale; PBC, primary biliary cholangitis; TB, total bilirubin.

•	 As of January 31, 2026, 109 (32%) patients who initiated seladelpar  
10 mg were treated for ≥4 years (Table 2)

Change From Baseline in PBC-40 Fatigue Domain Score
•	 The moderate-to-severe fatigue group experienced a sustained 

improvement in PBC-40 fatigue domain score, with similar findings in the 
moderate-to-severe pruritus group and the moderate-to-severe fatigue 
and pruritus group (Figure 3)

•	 Clinically meaningful improvement in PBC-40 fatigue domain score at 
M48 was achieved in 35% to 46% of patients across groups, with the 
highest rates observed in patients with both moderate-to-severe fatigue 
and pruritus at baseline (Figure 4)

Figure 3. Mean (SE) Change From Baseline in PBC-40 Fatigue Domain Score in Patients With (A) Moderate-to-Severe Fatigue,  
(B) Moderate-to-Severe Pruritus, and (C) Moderate-to-Severe Fatigue and Pruritus at Baseline

Baseline M6 M12 M18 M24 M30 M36 M42 M48
n= 141147 128 127 123 119 101 85 49

Baseline M6 M12 M18 M24 M30 M36 M42 M48
n= 105108 100 94 92 88 77 60 33

Baseline M6 M12 M18 M24 M30 M36 M42 M48
n= 6667 60 56 54 53 45 38 24

–6

–4

–2

0

2

C
ha

ng
e 

Fr
om

 B
as

el
in

e 
in

PB
C

-4
0 

Fa
tig

ue
 D

om
ai

n 
Sc

or
e

Patients with
moderate-to-severe fatigue

(N=147)

A.

–6

–4

–2

0

2

C
ha

ng
e 

Fr
om

 B
as

el
in

e 
in

PB
C

-4
0 

Fa
tig

ue
 D

om
ai

n 
Sc

or
e

Patients with
 moderate-to-severe pruritus

(N=108)

B.

–6

–4

–2

0

2

C
ha

ng
e 

Fr
om

 B
as

el
in

e 
in

PB
C

-4
0 

Fa
tig

ue
 D

om
ai

n 
Sc

or
e

Patients with moderate-to-severe
fatigue and pruritus

(N=67)

C.

Data cutoff: January 31, 2026.
M, Month; PBC, primary biliary cholangitis.

Figure 4. Proportion Achieving a ≥5-Point Improvement in PBC-40 Fatigue Domain Score in Patients With (A) Moderate-to-Severe 
Fatigue, (B) Moderate-to-Severe Pruritus, and (C) Moderate-to-Severe Fatigue and Pruritus at Baseline
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Data cutoff: January 31, 2026. m/n represents the number of patients achieving a ≥5-point improvement in PBC-40 fatigue domain score divided by number of evaluable patients at that visit.
M, Month; PBC, primary biliary cholangitis.

Correlations Between Fatigue, Sleep Disturbance, and Pruritus
•	 At baseline, correlations were moderate for fatigue versus sleep disturbance, moderate for fatigue versus pruritus, and strong for sleep 

disturbance versus pruritus (all P <0.0001; Table 3)
•	 At M48, correlations in change from baseline were weak for fatigue versus sleep disturbance, moderate for fatigue versus pruritus, and strong 

for sleep disturbance versus pruritus (all P <0.01; Table 3; Figure 5)

Table 3. Correlations Between PBC-40 Fatigue Domain, PBC-40 Sleep Disturbance, and Pruritus NRS Scores at Baseline and M48 in 
the Overall Population

Correlation n r P Value
PBC-40 fatigue domain score and PBC-40 sleep disturbance score

Baseline 335 0.4186 <0.0001

Change from baseline at M48 116 0.2444 0.0082

PBC-40 fatigue domain score and pruritus NRS score

Baseline 328 0.3826 <0.0001

Change from baseline at M48 115 0.3544 0.0001

PBC-40 sleep disturbance score and pruritus NRS score

Baseline 328 0.8153 <0.0001

Change from baseline at M48 115 0.6241 <0.0001

Data cutoff: January 31, 2026. 
M, Month; NRS, numerical rating scale; PBC, primary biliary cholangitis; r, Spearman’s correlation coefficient.

Figure 5. Correlations Between (A) PBC-40 Fatigue Domain Score and PBC-40 Sleep Disturbance Score, (B) PBC-40 Fatigue Domain 
Score and Pruritus NRS Score, and (C) PBC-40 Sleep Disturbance Score and Pruritus NRS Score at M48 in the Overall Population
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Data cutoff: January 31, 2026.
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Table 2. Seladelpar Treatment Duration at Data Cutoff

Overall Population 
(N=337)

Patients who completed treatment through time point, n (%)
Year 1 325 (96)

Year 2 298 (88)

Year 3 243 (72)

Year 4 116 (34)

Data cutoff: January 31, 2026.

Results 
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