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Introduction
• Primary biliary cholangitis (PBC) is a chronic, progressive, autoimmune,

cholestatic liver disease that affects approximately 1 in 1000 women
over 40 years of age1

• Hypercholesterolemia is common in patients with PBC,2-4 and many
patients (approximately 25%) with PBC are taking concomitant statins5

• Seladelpar is a first-in-class delpar (selective peroxisome proliferator–
activated receptor delta [PPARδ] agonist) targeting multiple cell types
and processes in PBC6

	— In August 2024, seladelpar was granted accelerated approval in
the United States for the treatment of PBC in combination with 
ursodeoxycholic acid (UDCA) in adults who have an inadequate 
response to UDCA, or as a monotherapy in patients unable to  
tolerate UDCA7

• PPARδ agonism by seladelpar reduces bile acid synthesis, decreases
cholesterol synthesis, and alters cholesterol metabolism8-10

• In the Phase 3, placebo-controlled RESPONSE study (NCT04620733),
seladelpar treatment was associated with decreases in total cholesterol,
low-density lipoprotein cholesterol (LDL-C), and triglyceride levels, with
no concerns in regard to muscle safety6

Objective
• To analyze changes in lipids in patients with or without statin use at

baseline among those randomized to seladelpar or placebo in the
Phase 3 RESPONSE study

Methods
• RESPONSE was a Phase 3, placebo-controlled study of seladelpar 10 mg

in patients with PBC who had an inadequate response or intolerance to
UDCA (Figure 1)

	— Key entry criteria: Alkaline phosphatase ≥1.67 × upper limit of
normal (ULN), alanine aminotransferase/aspartate aminotransferase 
≤3 × ULN, and total bilirubin ≤2 × ULN 

• Total cholesterol, LDL-C, high-density lipoprotein cholesterol (HDL-C),
and triglyceride levels were measured at baseline and every 3 months
thereafter

• Change from baseline in lipids was summarized for patients receiving
seladelpar or placebo by baseline statin subgroup

• Safety of concomitant seladelpar and statin use was assessed by
examining overall adverse events (AEs) and muscle-related AEs by
baseline statin subgroup

Figure 1. Phase 3 RESPONSE Study in Patients With PBC
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RESPONSE study: NCT04620733. Seladelpar was administered orally once daily. 
aStudy drug given as an add-on to UDCA in patients on UDCA for at least 12 months, or as monotherapy in patients intolerant to UDCA. bALP normalization 
defined as ALP ≤1.0 × ULN. cPruritus data collected daily through the first 6 months, then monthly for 7 consecutive days each month until EOT. 
ALP, alkaline phosphatase; EOT, end of treatment; NRS, numerical rating scale; PBC, primary biliary cholangitis; UDCA, ursodeoxycholic acid;  
ULN, upper limit of normal. 

Table 1. Statin Use in the RESPONSE Study at Baseline

n (%)
Seladelpar 10 mg

(n = 128)
Placebo
(n = 65)

Patients on a statin at baseline  28 (22)  17 (26)

Type of statin at baselinea

Atorvastatin  9 (32)  7 (41)

Atorvastatin calcium  4 (14)  2 (12)

Rosuvastatin calcium  4 (14)  2 (12)

Simvastatin  4 (14)  1 (6)

Rosuvastatin  3 (11)  2 (12)

Pravastatin  3 (11)  1 (6)

Ezetimibe/rosuvastatin  1 (4) 0

Ezetimibe/atorvastatin 0   1 (6)

Ezetimibe/simvastatin 0  1 (6)

Terms used to identify statins included atorvastatin, atorvastatin calcium, ezetimibe/atorvastatin, ezetimibe/rosuvastatin, ezetimibe/simvastatin, pravastatin, rosuvastatin, 
rosuvastatin calcium, and simvastatin. 
aThe percentage of patients on each type of statin is reported with the number of patients on statins at baseline as the denominator. 

• In the RESPONSE study, 23% of patients (45/193) were taking concomitant statins
at baseline (Table 1)

Table 2. Demographics and Baseline Characteristics by 
Statin Use

No Statin Use
(n = 148)

Statin Use
(n = 45)

Seladelpar 10 mg 
(n = 100)

Placebo
(n = 48)

Seladelpar 10 mg 
(n = 28)

Placebo
(n = 17)

Age, years, mean (SD)  55.4 (10.1)  56.7 (10.1)  60.8 (8.7)  57.8 (6.0)

Sex, n (%)

Female  98 (98)  45 (94)  25 (89)  15 (88)

Male  2 (2)  3 (6)  3 (11)  2 (12)

Race, n (%)

White  90 (90)  42 (88)  24 (86)  14 (82)

Black  2 (2)  1 (2) 0  1 (6)

Asian  4 (4)  2 (4)  3 (11)  2 (12)

American Indian or Alaska Native  2 (2)  3 (6)  1 (4) 0

Missing  2 (2) 0 0 0

Hispanic, n (%)  26 (26)  21 (44)  3 (11)  6 (35)

BMI, kg/m2, mean (SD)  27.1 (5.5)  26.6 (4.5)  27.7 (6.0)  27.5 (5.7)

Duration of PBC, years, 
mean (SD)  7.6 (6.0)  8.2 (6.1)  10.2 (8.5)  9.7 (7.6)

Cirrhosis, n (%)  14 (14)  7 (15)  4 (14)  2 (12)

UDCA intolerance, n (%)  6 (6)  3 (6)  2 (7)  1 (6)

ALP, U/L, mean (SD)  320.3 (121.3)  297.1 (96.9)  294.0 (128.9)  361.1 (156.8)

Total cholesterol, mg/dL, 
mean (SD)  251.6 (46.9)  247.5 (53.6)  202.3 (48.2)  206.6 (48.9)

HDL-C, mg/dL, mean (SD)  80.9 (21.5)  74.7 (20.9)  79.1 (28.5)  76.2 (26.7)

LDL-C, mg/dL, mean (SD)  146.9 (42.4)  148.4 (50.5)  100.4 (36.6)  106.3 (39.6)

Triglycerides, mg/dL, mean (SD)  118.7 (54.8)  122.3 (44.8)  113.0 (40.6)  120.6 (39.8)

ALP, alkaline phosphatase; BMI, body mass index; HDL-C, high-density lipoprotein cholesterol; LDL-C, low-density lipoprotein cholesterol; PBC, primary biliary cholangitis; 
UDCA, ursodeoxycholic acid.

• Key baseline characteristics were overall similar in patients on statins vs not on
statins at baseline (Table 2)

• Total cholesterol and LDL-C levels were lower among patients on statins vs not
on statins at baseline, whereas HDL-C and triglyceride levels were similar

Conclusions
• In the Phase 3, placebo-controlled RESPONSE

study (NCT04620733) in patients with primary biliary
cholangitis (PBC), 22% of patients in the seladelpar
group (28/128) and 26% of patients in the placebo
group (17/65) reported statin use at baseline

• Seladelpar resulted in reductions in total cholesterol,
low-density lipoprotein cholesterol, and triglyceride
levels, regardless of statin use at baseline

• Concomitant use of seladelpar and statins was overall
well tolerated, with no safety concerns identified

	— There were no adverse events associated
with creatine kinase elevations regardless of 
statin use

• This analysis supports that seladelpar can be
administered safely to patients with PBC who are
also on a statin, and suggests that lipid levels may be
further improved with seladelpar use in these patients

Plain Language Summary
• Some patients with primary biliary cholangitis

receiving seladelpar in the Phase 3 RESPONSE trial
were also taking statins to control their cholesterol
levels at the start of the trial

• Statins are medications that can help lower cholesterol
levels, which may reduce a patient’s risk of heart
disease and stroke

• Seladelpar led to lower cholesterol levels in patients
who were not on statins as well as in those who were
on statins, and seladelpar appeared to be safe in all
patients regardless of statin use

The Liver Meeting, American Association for the Study of Liver Diseases; November 15–19, 2024; San Diego, CA

Figure 2. Mean Percent Change in Lipids Over Time With Seladelpar 
vs Placebo by Statin Use
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• Compared with placebo, seladelpar resulted in greater reductions in total cholesterol,
LDL-C, and triglyceride levels; similar results were seen between patients who were
using statins at baseline and those who were not (Figure 2)

• In both the placebo and seladelpar treatment groups, HDL-C remained stable
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Results

Table 3. Overall Safety by Statin Use

Patient Incidence, n (%)

No Statin Use
(n = 148)

Statin Use
(n = 45)

Seladelpar 10 mg 
(n = 100)

Placebo
(n = 48)

Seladelpar 10 mg 
(n = 28)

Placebo
(n = 17)

Any AE  84 (84)  41 (85)  27 (96)  14 (82)

Grade ≥3 AEs (per CTCAE)  12 (12)  3 (6) 2 (7)  2 (12)

SAEs  8 (8)  2 (4) 1 (4)  2 (12)

Treatment-related SAEs 0 0 0 0

AEs leading to treatment 
discontinuation  4 (4)  2 (4) 0  1 (6)

AEs leading to study 
discontinuation  3 (3)  2 (4) 0  1 (6)

AEs leading to death 0 0 0 0

All AEs listed are treatment emergent unless otherwise stated.  
AE, adverse event; CTCAE, Common Terminology Criteria for Adverse Events; SAE, serious adverse event.

• Incidence rates of AEs, serious AEs, and Grade ≥3 AEs were similar across 
treatment groups, regardless of statin use (Table 3)

Table 4. Muscle-Related AEs by Statin Use

Patient Incidence, n (%)

No Statin Use
(n = 148)

Statin Use
(n = 45)

Seladelpar 10 mg 
(n = 100)

Placebo
(n = 48)

Seladelpar 10 mg 
(n = 28)

Placebo
(n = 17)

Any muscle-related AEa 6 (6) 5 (10) 2 (7) 0

Musculoskeletal pain 0 0 1 (4) 0

Myalgia 2 (2) 2 (4) 1 (4) 0

Fibromyalgia 2 (2) 1 (2) 0 0

Muscle spasms 2 (2) 1 (2) 0 0

Musculoskeletal stiffness 0 1 (2) 0 0

All AEs listed are treatment emergent.  
aMuscle-related AEs were identified by a predefined search strategy. 
AE, adverse event.

• Muscle-related AEs also occurred at similar rates across treatment groups,
regardless of statin use, and none led to treatment discontinuation (Table 4)

• All muscle-related AEs occurring in the seladelpar group were Grades 1 or 2 in
severity; one Grade 3 event of myalgia was reported in the placebo group

• There were no AEs associated with creatine kinase (CK) elevations regardless of
statin use

	— No patient using a statin at baseline had CK elevations to >3x ULN in either
treatment group

Table 5. Statin Status Changes During Study
Seladelpar 10 mg 

(n = 128)
Placebo 
(n = 65)

Patients not using statins 
at baseline, n 100 48

Patients who started a statin  
medication while on study, n (%)  4 (4)  7 (15)

Patients using statins 
at baseline, n 28  17a

Patients who stopped any statin  
medication while on study, n (%)  1 (4) 0

Patients who had statin dosage 
increased while on study, n (%)  1 (4)  1 (6)

aOne patient in the placebo group started a statin at baseline and then had their dose reduced from days 143 to 274 while on study. From day 275 to end of study, this patient then 
had their statin dose increased to baseline levels. Therefore, this patient was not included in the stopped-medication category or the dosage-change category.

• In general, a higher proportion of patients in the placebo group started or increased
their statin dose during the study, compared to the seladelpar group (Table 5)




