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at risk for disease progression. Seladelpar appeared safe and well tolerated with no increase in 

pruritus. 

LAY SUMMARY 

Current treatment options for patients living with primary biliary cholangitis (PBC) are not 

optimal due to inadequate effectiveness or undesirable side effects. Patients with PBC who took 

seladelpar, a new treatment being developed for PBC, at increasing doses (2, 5, or 10 mg/day) 

for 1 year had clinically significant, dose-dependent improvements in key liver tests. Treatment 

appeared safe and was not associated with any worsening in patient self-reported itch scores. 
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seladelpar 10 or 5 mg QD. A planned interim analysis was conducted after the enrollment of the 

24th patient in the 10-mg and 5-mg cohorts, initially to determine whether a 25-mg cohort should 

be enrolled. 

Amended study design 

At the initial 8-week interim analysis, patients who had completed the dose-ranging treatment 

period had significant declines in ALP without elevations in aminotransferases. The sponsor 

subsequently amended the protocol to adjust the study design to add a 2-mg QD cohort (up to 18 

patients), increase the dose-ranging period from 8 to 12 weeks, increase the sample size to 116, 

and increase the total treatment period to 52 weeks (Supplementary Fig. S1B). Since the 

decreases in ALP in the 10-mg cohort at that time were approaching those of the 50-mg cohort in 

the prior study,21 it was also decided not to enroll the seladelpar 25-mg cohort.  

Randomization to the 5 or 10 mg QD doses continued, and after the amendment, patients at sites 

in the United Kingdom were registered in chronological order to treatment with seladelpar 2 mg 

QD for 12 weeks until the cohort was enrolled. Among patients in the 2-mg and 5-mg cohorts, 

beginning at Week 12 (Week 26 for patients with cirrhosis), the seladelpar dose could be titrated 

up to 10 mg QD based on investigator judgment for patients with an inadequate biochemical 

response. The seladelpar dose could be titrated down at any time during the study for safety 

reasons.  

Study endpoints and assessments 

The primary efficacy endpoint was the mean percent change in ALP from baseline at Week 8. 

Secondary efficacy endpoints included mean absolute and percent changes from baseline at 
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cohort) who completed the study (n=43), 35 (81%) uptitrated to 10 mg at or after Week 12 (53% 

at or before Week 26) (Supplementary Fig. S2). Among patients assigned to 2 mg (2-mg 

cohort) who completed the study (n=10), 5 patients each (100%) uptitrated to 5 or 10 mg at or 

after Week 12 (90% at or before Week 26). A total of 105 patients (88.2%) completed Week 52, 

104 of whom rolled over into a long-term extension study. Fourteen (11.8%) patients in the 

safety population discontinued the study: 6 due to withdrawal of consent, 4 due to adverse events 

(AEs), 1 due to loss of follow-up, and 3 due to protocol violations.  

Patient demographics and baseline disease characteristics in the safety population (N=119) were 

similar among the treatment cohorts at baseline, although the small number of patients in the 

2-mg cohort makes comparisons difficult (Table 1). The majority of patients were female 

(94.1%) and White (91.6%), and mean age was 57.2 years. Mean PBC duration was 9.7 years, 

70.6% of patients had a history of pruritus, 21.0% of patients had cirrhosis, and 6.7% were 

intolerant to UDCA. Notably, baseline ALP was greater in the 5-mg cohort (345.4 U/L) versus 

the 2-mg (300.4 U/L) and 10-mg (295.3 U/L) cohorts. Overall, mean total bilirubin levels were 

0.8 mg/dL (13.2 µmol/L). Concomitant UDCA was received by 93.2% of patients at a mean 

daily dose of 15.0 mg/kg. Baseline characteristics in the mITT population were similar to those 

in the safety population (data not shown). 
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Four patients (3 in the 5-mg cohort and 1 in the 10-mg cohort) discontinued seladelpar due to 

TEAEs. The TEAEs leading to study drug discontinuation were gastroesophageal reflux (Grade 

1, adjudicated as possibly related to seladelpar), pruritus (Grade 1, adjudicated as related to 

underlying PBC and unrelated to seladelpar), pneumonia (Grade 3, adjudicated as unrelated to 

seladelpar), and increases in ALT and AST levels (Grades 2 and 3, respectively, concomitant 

with rifampicin use and adjudicated as possibly related to either seladelpar or rifampicin).  

Transient increases in bilirubin unrelated to seladelpar were noted in 2 patients, 1 patient had 

increased ALT concomitant with worsening of rheumatoid arthritis and use of ibuprofen, and 2 

patients experienced ALT and AST elevations concomitant with rifampicin administration for 

pruritus. Of these latter patients with ALT/AST elevations, both were cirrhotic at baseline, one 

discontinued the study due to Grade 1 ALT and Grade 2 AST elevations after 23 weeks of 

treatment, and the other completed the study after aminotransferase elevations (Grade 2) 

resolved. There were 4 patients who experienced creatinine kinase >2.5×ULN, but all had a 

clinical explanation (see Supplementary Safety) and/or return to within normal limits while on 

study drug. Four patients had transient increases in amylase or lipase that were not considered 

clinically significant. No patients had concerning changes in serum creatinine or other renal 

markers.  

Efficacy and Safety in Patients With Cirrhosis 

In a prespecified subgroup analysis of patients with and without clinically documented cirrhosis 

at baseline, reductions in ALP, total bilirubin, and ALT were generally similar between groups at 

Weeks 12 and 52 (Supplementary Table S6). In the 10-mg cohort, at Week 52, ALP was 

reduced by 48.5% in patients with (n=9) and 43.2% in patients without cirrhosis (n=40). The 
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TABLES 

Table 1. Baseline demographics and characteristics (safety population)  

 Seladelpar 
2 mg 

(N=11) 
5 mg 

(N=53) 
10 mg  
(N=55) 

Total 
(N=119) 

Sex, female, n (%) 11 (100.0) 51 (96.2) 50 (90.9) 112 (94.1) 
Race, White, n (%) 10 (90.9) 50 (94.3) 49 (89.1) 109 (91.6) 
Age (years) 55.2 (9.6) 57.5 (8.1) 57.4 (9.7) 57.2 (9.0) 
BMI (kg/m2) 29.4 (7.3) 26.6 (5.7) 27.7 (5.3) 27.4 (5.7) 
Duration of PBC (years) 9.3 (6.9) 10.0 (7.0) 9.4 (6.2) 9.7 (6.6) 
Cirrhosis, n (%) 0 14 (26.4) 11 (20.0) 25 (21.0) 
History of pruritus, n (%) 7 (63.6) 38 (71.7) 39 (70.9) 84 (70.6) 
ALP (U/L) 300.4 (121.4) 345.4 (188.0) 295.3 (136.0) 318.1 (160.9) 
ALT (U/L) 54.1 (24.6) 46.2 (26.1) 45.8 (22.7) 46.7 (24.3) 
AST (U/L) 45.0 (19.3) 43.2 (20.3) 43.6 (18.7) 43.5 (19.3) 
GGT (U/L) 254.5 (143.3) 234.9 (149.4) 234.3 (192.9) 236.4 (169.2) 
INR 1.1 (0.1) 1.0 (0.1) 1.0 (0.1) 1.0 (0.1) 
Total bilirubin (mg/dL)a 0.6 (0.1) 0.8 (0.4) 0.8 (0.3) 0.8 (0.3) 
Albumin (g/L) 0.4 (0.02) 0.4 (0.04) 0.4 (0.04) 0.4 (0.03) 
Platelets (×103/µL) 242.4 (84.2) 214.9 (88.5) 243.5 (74.1) 230.7 (82.3) 
UDCA intolerant, n (%) 0 5 (9.4) 3 (5.5) 8 (6.7) 
Concomitant UDCA, n (%) 11 (100) 48 (90.6) 52 (94.5) 111 (93.2) 
UDCA dose (mg/kg/day), 
n 11 48 51 110 
Mean (SD) 13.6 (4.0) 15.1 (3.2) 15.1 (4.9) 15.0 (4.1) 
Previous treatment with 
OCA, n (%) 0 8 (15.1) 7 (12.7) 15 (12.6) 
Pruritus VAS score, n 11 52 55 118 
Mean (SD) 15 (18) 24 (23) 31 (29) 26 (26) 
MELD scoreb, n 11 49 52 NC 
Mean (SD) 7.3 (1.3) 6.9 (1.2) 6.9 (1.1) NC 
Rotterdamc     
Early 11 (100.0) 43 (81.1) 42 (76.4) 96 (80.7) 
Moderately advanced 0 10 (18.9) 11 (20.0) 21 (17.6) 
Advanced 0 0 2 (3.6) 2 (1.7) 

Values are mean (SD) unless otherwise noted. 
a Multiply by 17.1 to convert to SI units (µmol/L). 
b MELD score was calculated using the mITT population. 









Patients screened, N = 192

Patients completing study, N = 43 Patients completing study, N = 48Patients completing study, N = 10

Patients assigned to treatment, N = 121

Patients in 5-mg dose
group*, N = 54

Patients in 2-mg dose
group, N = 11

Patients in 10-mg dose
group, N = 56

Final dose
2 mg, n = 1
5 mg, n = 5

10 mg, n = 5

Final dose for mITT
population, N = 49

2 mg, n =   2
 5 mg, n = 17
 10 mg, n = 30

Screen failures, N = 71

Final dose for mITT 
population, N = 52

2 mg, n =   0
 5 mg, n =   1
 10 mg, n = 51

Discontinued, N = 1
Withdrew informed

 consent

Discontinued, N = 6
Adverse events, n = 3
Withdrew informed
consent, n = 3

Patients not in the 
mITT population, 
N = 5

Did not receive 
treatment, n = 1
PBC diagnosis not 
confirmed, n = 4

Patients not in the 
mITT population, 
N = 4

Did not receive 
treatment, n = 1
PBC diagnosis not 
confirmed, n = 3

Discontinued, N = 4
Withdrew informed
consent, n = 2
Lost to follow-up, n = 1
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