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Abstract

Background and Aims: ENHANCEwas a phase 3 study that evaluated efficacy

and safety of seladelpar, a selective peroxisome proliferator-activated receptor-δ
(PPAR) agonist, versus placebo in patients with primary biliary cholangitis with

inadequate response or intolerance to ursodeoxycholic acid (UDCA).

Approach and Results: Patients were randomized 1:1:1 to oral seladelpar 5 mg

(n=89), 10 mg (n=89), placebo (n=87) daily (with UDCA, as appropriate).

*Names and affiliations are listed in Acknowledgments.

Abbreviations: ALP, alkaline phosphatase; ALT, alanine aminotransferase; ANCOVA, analysis of covariance; AST, aspartate aminotransferase; C4, 7α-hydroxy-4-
cholesten-3-one; FXR, farnesoid X receptor; GGT, gamma-glutamyl transferase; LS, least squares; mITT, modified intent-to-treat; NRS, numerical rating scale; PBC,
primary biliary cholangitis; PPAR, peroxisome proliferator-activated receptor; QD, once daily; TEAE, treatment-emergent adverse event; UDCA, ursodeoxycholic acid;
ULN, upper limit of normal.

Supplemental Digital Content is available for this article. Direct URL citations are provided in the HTML and PDF versions of this article on the journal's website, www.
hepjournal.com.
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Primary end point was a composite biochemical response [alkaline phosphatase

(ALP) < 1.67×upper limit of normal (ULN), ≥15% ALP decrease from baseline,

and total bilirubin ≤ ULN] at month 12. Key secondary end points were ALP

normalization at month 12 and change in pruritus numerical rating scale (NRS) at

month 6 in patients with baseline score ≥4. Aminotransferases were assessed.

ENHANCE was terminated early following an erroneous safety signal in a con-

current, NASH trial. While blinded, primary and secondary efficacy end points were

amended to month 3. Significantly more patients receiving seladelpar met the

primary end point (seladelpar 5mg: 57.1%, 10mg: 78.2%) versus placebo (12.5%)

(p < 0.0001). ALP normalization occurred in 5.4% (p=0.08) and 27.3% (p <

0.0001) of patients receiving 5 and 10 mg seladelpar, respectively, versus 0%

receiving placebo. Seladelpar 10 mg significantly reduced mean pruritus NRS

versus placebo [10 mg: −3.14 (p=0.02); placebo: −1.55]. Alanine amino-

transferase decreased significantly with seladelpar versus placebo [5 mg: 23.4%

(p=0.0008); 10 mg: 16.7% (p=0.03); placebo: 4%]. There were no serious

treatment-related adverse events.

Conclusions: Patients with primary biliary cholangitis (PBC) with inadequate

response or intolerance to UDCA who were treated with seladelpar 10 mg had

significant improvements in liver biochemistry and pruritus. Seladelpar appeared

safe and well tolerated.

INTRODUCTION

People living with primary biliary cholangitis (PBC)
frequently have impaired quality and quantity of life,
resulting from a chronic autoimmune-mediated, choles-
tatic, and fibrosing liver injury.[1,2] PBC is a rare,
progressive in nature, and usually female-predominant
liver disease.[1,2] Cholestatic liver injury is characterized
by variable rates of immune-mediated destruction of
intrahepatic bile ducts accompanied by portal
inflammation.[3–6] Bile duct loss (ductopenia) leads to
cholestasis and hepatocellular injury and a progressive
liver injury with fibrosis, end-stage liver disease, and,
ultimately, liver failure.[4,6–8] Independent of disease
stage, many people living with PBC experience
significant impairment to quality of life, particularly from
fatigue and pruritus.[2,3,7]

Histologic damage characterized by a granulomatous
lymphocytic cholangitis is associated with abnormal
serum liver tests, including elevated serum alkaline
phosphatase (ALP), gamma-glutamyl transferase
(GGT), aminotransferase activity, and total bilirubin.[9]

These biochemical indices of disease correlate with
disease severity, treatment efficacy, and outcomes.[10–14]

Elevated ALP and total bilirubin [1.67× upper limit of
normal (ULN) and 1×ULN, respectively] have been
incorporated into clinical end points because they serve
as surrogates of disease activity related to risk for

disease progression that are reasonably likely to predict
clinical benefit.[11,15] Recent analyses demonstrating that
outcomes for patients are improved with normal ALP and
total bilirubin emphasize the importance of normalizing
serum liver tests.[13] Treatment of PBC focuses on initial
use of ursodeoxycholic acid (UDCA) followed by add-on
therapy with the conditionally approved farnesoid X
receptor (FXR) agonist obeticholic acid or off-label
fibrates, such as bezafibrate, in patients not having a
satisfactory biochemical response.[5,6,16] There is no
approved therapy for fatigue, and pruritus is managed
with limited success. Obeticholic acid and other FXR
agonists have been noted to exacerbate pruritus in some
patients.[15]

Seladelpar is a potent and selective peroxisome
proliferator-activated receptor (PPARδ) agonist that has
been shown to decrease levels of biochemical markers
of cholestasis, liver injury, and inflammation in patients
with PBC.[17–19] In a previous phase 2 study in patients
with PBC, at 12 weeks, seladelpar [50 or 200 mg once
daily (QD)] reduced ALP >50%; however, the study
was stopped early due to rapid onset of asymptomatic,
reversible elevations in hepatic aminotransferases in 3
patients.[18] A subsequent phase 2, open-label, dose-
ranging study evaluated efficacy and safety of seladel-
par at doses of 2, 5, or 10 mg QD in patients with PBC,
with increases in dose allowed up to 10 mg QD based
on biochemical response.[19] Seladelpar was safe and
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well tolerated in this study, and the composite bio-
chemical end point was achieved at 1 year in 64%,
53%, and 67% of patients randomized to 2, 5, and
10 mg/d, respectively. Improvement in pruritus was also
observed.[20]

The objective of this phase 3 study was to evaluate
the safety of seladelpar 5 and 10 mg QD and to assess
its effect on ALP, total bilirubin, biochemical markers of
disease, and pruritus in patients with PBC at high risk
for disease progression. The study originally aimed to
evaluate treatment through 12 months; however, it was
terminated early due to unexpected histological findings
(ie, portal inflammation and interface hepatitis with
plasma cells, bile duct injury/cholangitis, vascular
changes, and other miscellaneous findings) in a
concurrent study of seladelpar in patients with NASH
(NCT03551522). A detailed independent investigation
by a committee of pathologists and hepatologists
determined that the histological findings following
seladelpar treatment in the NASH trial did not differ
qualitatively from baseline and were unrelated to
seladelpar.[21] The existence of these findings in
biopsies of patients with NASH was confirmed in a
subsequent literature report.[22] The time points for end
point analysis were, therefore, adjusted to 3 months
before unblinding. The results of these analyses for
ENHANCE are presented here.

METHODS

Patients

Patients aged 18 to 75 years diagnosed with PBC [≥ 2
of the following criteria: history of ALP > ULN for
≥ 6 months, positive antimitochondrial antibody titers
(> 1/40 on immunofluorescence or M2-positive by
ELISA) or PBC-specific antinuclear antibodies, or
documented liver biopsy histology consistent with
PBC] were screened for eligibility. Patients with ALP
≥ 1.67×ULN and total bilirubin ≤2×ULN were
eligible.[15] Patients must have been receiving a stable
and recommended UDCA dose (generally 13–15 mg/
kg/d[6]) for the prior 12 months unless they were UDCA
intolerant. UDCA treatment continued in patients
receiving UDCA before study enrollment. Exclusion
criteria included aspartate aminotransferase (AST) or
alanine aminotransferase (ALT) >3×ULN, advanced
PBC as defined by the Rotterdam criteria (coincident
albumin less than the lower limit of normal and total
bilirubin > 1×ULN), creatine kinase >1×ULN, esti-
mated glomerular filtration rate <60 mL/min/1.73 m2,
international normalized ratio > 1×ULN, circulating
platelet count of <100×103/µL, clinically significant
hepatic decompensation or presence of another chronic
liver disease, or any other medical condition that would
compromise safety or confound study results. Patients

with cirrhosis who did not have a history or current
evidence of hepatic decompensation but met all other
criteria were eligible. Use of obeticholic acid, fibrates, or
experimental or unapproved therapies <30 days before
screening; colchicine, methotrexate, azathioprine, or
systemic corticosteroids for > 2 weeks within 2 months
before screening; or simvastatin <7 days before
screening was prohibited.

Study design

This phase 3, double-blind, randomized, placebo-
controlled study was conducted at 111 sites in 21
countries. The protocol was approved by appropriate
local and national institutional review boards or
independent ethics committees, and the trial was
conducted in accordance with the Declaration of
Helsinki and Good Clinical Practice guidelines. All
patients provided written informed consent. The
trial was preregistered (www.clinicaltrials.gov;
NCT03602560). Pol Boudes, Christopher L. Bowlus,
Gideon M. Hirschfield, Cynthia Levy, Marlyn J. Mayo,
Alexandra Steinberg, John M. Vierling, Charles A.
McWherter, and Yun-Jung Choi provided input to
study design that led to the protocol. Gideon M.
Hirschfield, Charles McWherter, and Yun-Jung Choi
had access to all data and reviewed and can vouch for
the integrity of the data analyses.

Original study design

The study was initially designed as a 12-month study
where eligible patients were centrally randomized 1:1:1
through an interactive voice/web response system to
receive seladelpar (CymaBay Therapeutics, Inc., Newark,
CA) 5 or 10 mg QD orally or matching placebo following a
2-week screening period and subsequent 2-week run-in
period. Patients and investigators were blinded to treat-
ment, and blinding was maintained using a matched
placebo. Patients were stratified by ALP level (<350 or
≥350 U/L) and pruritus numerical rating scale (NRS) (< 4
or ≥ 4). Patients receiving seladelpar 5 mg were to be
uptitrated to 10 mg QD if they had not met the primary end
point at month 6. Randomization occurred between
November 26, 2018, and November 12, 2019.

Amended analysis plan

Because of unexpected histological findings in a
concurrent phase 2 study of seladelpar in patients with
NASH, dosing in ENHANCE was interrupted on
November 25, 2019, and the study was terminated
prematurely on December 20, 2019. The biopsy tissues
and full clinical profile of each patient in the NASH trial
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were reviewed by an independent committee of
pathologists and hepatologists who concluded that the
histological features of concern were also observed in
baseline biopsies and were unrelated to seladelpar
treatment.[21] At the time of termination, ENHANCE was
fully enrolled, and patients had a broad range of study
drug treatment durations. Patients were requested to
discontinue treatment and return to their study site for a
safety follow-up visit. While still blinded, all end points
were amended to month 3 [previous primary and key
secondary end point times were month 12 (for
biochemical responses) or month 6 (for pruritus)].

Study assessments

Study assessment visits were performed at screening;
run-in; day 1 (randomization); months 1, 3, and 6; and at
a follow-up visit 4 weeks after the end of treatment.
Fasting blood samples were obtained at each visit for
ALP, total bilirubin, other biochemistry, lipids, bile acid
precursor 7α-hydroxy-4-cholesten-3-one (C4), IgM, and
hematology assays. Patients recorded a daily pruritus
NRS each evening for the previous 24 hours on a scale
of 0 (no itching) to 10 (worst imaginable itching) using
an e-diary from the run-in visit through the month 6 visit.

Safety assessments included physical examinations,
vital sign evaluations, and laboratory tests. Treatment-
emergent adverse events (TEAEs) were summarized
using Medical Dictionary for Regulatory Activities
version 21.0 and graded using National Cancer Institute
Common Terminology Criteria for Adverse Events
version 5.0.

Primary end point

The primary end point was a composite biochemical
response defined as ALP <1.67×ULN, ≥ 15% ALP
decrease from baseline, and total bilirubin ≤ ULN[15] at
month 3.

Secondary end points

Key secondary end points were the proportion of
patients with ALP ≤ 1.0×ULN (normalization) at month
3 and the change in pruritus NRS from baseline at
month 3 in patients with baseline pruritus NRS ≥ 4,
which was considered symptomatic.[23] The composite
biochemical end point, ALP normalization, and change
from baseline in pruritus NRS were also evaluated at
month 6 as secondary end points. Other secondary end
points included ALP <1.5×ULN; other published PBC
treatment response criteria;[9,24–27] mean absolute and
least squares (LS) mean relative (percent) change from
baseline in ALP, ALT, AST, total bilirubin, GGT, and

lipid levels; the 5-domain itch scale; and the PBC-40
quality-of-life questionnaire. Exploratory end points
were LS mean relative (percent) changes from baseline
in C4 and IgM serum levels at month 3. Post hoc
analyses included the proportions of patients with
baseline ALT elevations who normalized at month 3,
with normal baseline ALT levels who had elevations at
month 3, and with baseline pruritus NRS ≥4 who had
pruritus NRS decreases of at least 2, 3, or 4 points at
month 3. NRS categories were as follows: 0= no
pruritus, 1–3=mild pruritus, 4–6=moderate pruritus,
7–8= severe pruritus, and ≥ 9= very severe pruritus.[23]

Statistical analysis

A sample size of 80 patients per treatment group, or 240
patients total, was estimated to provide (1) > 90%
power to detect a difference in the composite end point
response rate (based on estimated response rates of
<15%[15] for placebo and 40% for seladelpar 10 mg), (2)
30% difference in normalization of ALP response rate
(based on an estimated response rate of 5% for
placebo), and (3) ≥ 3-point difference in pruritus NRS
score between the seladelpar 10 mg and placebo
groups. When the study was terminated and while still
blinded, it was determined that the month 3 time point
had a sufficient number of patients with available data to
provide adequate power to detect differences in the
primary and key secondary end points. A sample size of
at least 53 patients per treatment group provided > 83%
power to detect a 25% difference in the composite end
point response rate between the seladelpar 10 mg and
placebo groups, > 90% power to detect a 30% differ-
ence in the ALP normalization response rate between
the seladelpar 10 mg and placebo groups, and ≥ 88%
power to detect a ≥ 3-point difference in pruritus NRS
score between the seladelpar 10 mg and placebo
groups.

Efficacy was assessed in the modified intent-to-treat
(mITT) population, which included all randomized
patients who received ≥ 1 dose of study drug, and
was analyzed based on randomized treatment. Efficacy
analyses were conducted on the (mITT) population
excluding patients who discontinued treatment before
the month 3 assessment due to study closure. Patients
who discontinued treatment before an assessment time
point due to reasons other than study closure and did
not have an assessment at the specified time point were
classified as nonresponders. Safety was assessed
during the study in all randomized patients who
received ≥ 1 dose of study drug and was analyzed
based on treatment received.

Statistical comparisons of efficacy end points
included the seladelpar 10- and 5-mg groups versus
the placebo group and the seladelpar 10-mg group
versus the 5-mg group for the primary and key
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secondary end points and mean change from baseline
in ALP. Statistical tests were conducted using 2-sided
tests at a 0.05 level of significance. The primary end
point and ALP normalization response rate were
analyzed using the Cochran-Mantel-Haenszel test
adjusted for randomization stratification variables.
Baseline pruritus NRS was defined as the mean of
daily recorded scores during the run-in period. Assess-
ment of pruritus NRS change from baseline compared
the weekly averaged pruritus NRS of patients with a
baseline score ≥ 4 using an analysis of covariance
(ANCOVA) model. Least squares mean percent change
from baseline for serum biochemistries was estimated
using an ANCOVA model with percent change from
baseline as the dependent variable, treatment group
and randomization stratification factors as fixed effects,
and baseline as a covariate.

RESULTS

Patient disposition

Among 501 patients screened, 265 were randomized to
receive placebo (n= 87) or seladelpar 5 mg (n=89) or
10 mg (n=89). Two patients completed study treatment
through month 12; 255 of 265 (96.2%) patients

discontinued treatment due to study closure, 6 (2.3%)
discontinued due to TEAEs, 1 (0.4%) withdrew consent,
and 1 (0.4%) was lost to follow-up (Figure 1). A total of
237 patients were analyzed for the month 1 treatment
time point (placebo: 78; seladelpar 5 mg: 80; and
seladelpar 10 mg: 79), 167 were analyzed for the month
3 treatment time point (placebo: 56; seladelpar 5 mg:
56; and seladelpar 10 mg: 55), and 69 were analyzed
for the month 6 treatment time point (placebo: 23;
seladelpar 5 mg: 26; and seladelpar 10 mg: 20).

Baseline demographics and disease characteris-
tics, including biochemical markers of cholestasis,
were well balanced among treatment groups (Table 1).
Mean ALP and total bilirubin levels were 291.5 U/L
(2.5×ULN) and 0.73 mg/dL (0.66×ULN), respectively;
24% of patients had ALP levels ≥ 350 U/L (3×ULN),
and 12% had total bilirubin levels > 1×ULN. Mean
ALT level was 46.4 U/L (1.1×ULN). In addition, 31%
of patients had a baseline pruritus NRS score ≥ 4, with
a mean score of 6.1; 11% had cirrhosis according
to the investigator’s judgment (based on biopsy,
liver stiffness, or imaging); 89% were positive for
antimitochondrial antibodies; and 6% were UDCA
intolerant. Mean total daily UDCA dose was 15.3 mg/
kg in patients taking UDCA. Overall, 15% and 9% of
patients had previously used obeticholic acid or
fibrates, respectively.

F IGURE 1 Patient flowchart. Screen failures (a patient may be counted in >1 reason for failure): alkaline phosphatase < 1.67× upper limit of
normal (ULN) n=149, estimated glomerular filtration rate <60 mL/min/1.73 m2 n=27, alanine aminotransferase >3×ULN n=11, total bilirubin >
2.0×ULN n=11, aspartate aminotransferase >3×ULN n=10, did not meet primary biliary cholangitis (PBC) diagnosis criteria n=8, not on a stable
and recommended dose of ursodeoxycholic acid (UDCA) for past 12 months OR intolerant to UDCA (last dose >3 months before screening) n=7,
creatine kinase >1.0×ULN n=6, platelet count <100×103/µL n=6, had advanced PBC per Rotterdam criteria n=4, international normalized ratio
>1.0×ULN n=4, presence of clinically significant hepatic decompensation n=4, presence of chronic liver disease n=4, presence of any other
condition that would compromise patient safety/clinical trial quality n=4, did not provide written informed consent n=4, evidence of drug abuse n=3,
use of fibrates within 30 days before screening n=2, use of simvastatin within 7 days before screening n=2. Abbreviations: AE, adverse event; mITT,
modified intent-to-treat; N, number of patients assigned to the treatment group; n, number of patients in the category.
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Efficacy

Composite biochemical response and ALP
normalization

At month 3, significantly greater proportions of patients in
the seladelpar 5-mg (57.1%, p < 0.0001) and 10-mg
(78.2%, p < 0.0001) groups achieved the primary
composite biochemical end point compared with placebo
(12.5%) (Figure 2). The composite response rate was
significantly greater in the seladelpar 10-mg group

versus the 5-mg group (p=0.02). Similarly, compared
with placebo, the proportion of patients who achieved the
composite end point was significantly greater in the
seladelpar 5-mg and 10-mg groups at months 1 (p <
0.0001 for both) and 6 (p=0006 and p=0.002,
respectively) and significantly greater in the seladelpar
10-mg group versus 5-mg group at month 1 (p=0.02)
(Supplemental Figure S1, http://links.lww.com/HEP/
F475). Among patients with cirrhosis at baseline with
available data at month 3, the composite response rate
was greater in the seladelpar 5-mg [33.3% (2/6); p=0.27]

TABLE 1 Patient baseline demographics and clinical characteristics

Placebo (N=87) Seladelpar 5 mg (N=89) Seladelpar 10 mg (N= 89) Total (N=265)

Age (y) 55.9 (8.2) 54.7 (9.7) 55.6 (9.1) 55.4 (9.0)

Female, n (%) 85 (98) 82 (92) 83 (93) 250 (94)

Race, n (%)

White 80 (92) 83 (93) 77 (87) 240 (91)

Othera 7 (8) 6 (7) 12 (13) 25 (9)

Body mass index (kg/m2) 28.2 (5.5) 27.7 (6.1) 27.6 (5.9) 27.8 (5.8)

Duration of PBC (y) 8.4 (6.2) 8.3 (6.4) 8.4 (6.4) 8.4 (6.3)

UDCA

Use at baseline, n (%) 85 (98) 83 (93) 81 (91) 249 (94)

Total daily dose (mg/kg) 15.0 (2.6) 15.6 (4.4) 15.3 (3.7) 15.3 (3.6)

Minimum, maximum (mg/kg) 10.0, 23.4 7.3, 36.1 7.5, 26.7 7.3, 36.1

ALP (U/L) 293.4 (106.2) 290.5 (104.2) 290.8 (109.1) 291.5 (106.1)

≥350 U/L (3×ULN), n (%) 19 (22) 22 (25) 23 (26) 64 (24)

Total bilirubin (mg/dL) 0.71 (0.32) 0.76 (0.35) 0.72 (0.32) 0.73 (0.33)

>1×ULN, n (%) 9 (10) 13 (15) 9 (10) 31 (12)

ALT (U/L) 44.4 (20.7) 47.7 (21.0) 46.9 (20.8) 46.4 (20.8)

AST (U/L) 37.5 (16.8) 40.1 (14.5) 40.3 (14.9) 39.3 (15.4)

GGT (U/L) 228.9 (193.0) 231.3 (212.0) 243.1 (227.7) 234.5 (210.8)

Pruritus history, n (%) 57 (66) 66 (74) 65 (73) 188 (71)

Pruritus NRS 2.9 (2.5) 2.8 (2.5) 2.7 (2.6) 2.8 (2.6)

≥4, n (%) 27 (31) 27 (30) 27 (30) 81 (31)

≥ 4 6.1 (1.2) 6.1 (1.4) 6.2 (1.4) 6.1 (1.3)

Antimitochondrial antibodies, n (%)

Positive 75 (86) 79 (89) 81 (91) 235 (89)

Negative 9 (10) 8 (9) 8 (9) 25 (9)

Equivocal 3 (3) 2 (2) 0 5 (2)

Cirrhosis, n (%) 7 (8) 9 (10) 13 (15) 29 (11)

Prior PBC medicationsb

UDCA 87 (100) 89 (100) 89 (100) 265 (100)

Obeticholic acid 11 (13) 13 (15) 16 (18) 40 (15)

Fibrates 8 (9) 9 (10) 6 (7) 23 (9)

Otherc 17 (20) 8 (9) 10 (11) 35 (13)

Note: modified intent-to-treat (mITT) population. All values are mean (SD) unless specified otherwise.
aIncludes American Indian or Alaska Native, Asian, and Black or African American.
bAll listed medications except UDCA were discontinued before study entry.
cSteroids, immunosuppressants, methotrexate, systemic steroids, and colchicine.
Abbreviations: ALP, alkaline phosphatase; ALT, alanine aminotransferase; AST, aspartate aminotransferase; GGT, gamma-glutamyl transferase; n, number of
patients in the category; N, number of patients in the treatment group; NRS, numerical rating scale; PBC, primary biliary cholangitis; UDCA, ursodeoxycholic acid;
ULN, upper limit of normal.
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and 10-mg [83.3% (5/6), p=0.03] groups versus the
placebo group [0% (0/5)]. Although the number of
patients was too small to make reliable group compar-
isons, among UDCA-intolerant patients, the composite
response rate at month 3 was numerically greater in
the seladelpar 10-mg group (75.0%, n=8) than in
the placebo (0.0%, n=2) and seladelpar 5-mg groups
(0.0%, n=6) (p-values not calculated).

The proportion of patients attaining ALP normal-
ization at month 3 (≤1.0×ULN) was greater in the
seladelpar 10-mg (27.3%) group versus the placebo
(0%, p < 0.0001) and 5-mg (5.4%, p=0.002) groups
(Figure 3). In addition, response rates of patients
assessed using published PBC response criteria were
greater in the seladelpar 5-mg and 10-mg groups at
month 3 compared with the placebo group
(Supplemental Table S1, http://links.lww.com/HEP/
F475).

Examining the individual composite end point compo-
nents, at month 3, 18% of patients in the placebo group,
64% in the seladelpar 5-mg group, and 82% in the
seladelpar 10-mg group achieved ALP < 1.67×ULN, and
23%, 95%, and 95%, respectively, achieved a ≥ 15%
decrease from baseline in ALP (Supplemental Table S2,
http://links.lww.com/HEP/F475). The response rates for
the total bilirubin component (≤ULN) at month 3 were
similar among all treatment groups (placebo: 91%;
seladelpar 5 mg: 86%; and seladelpar 10 mg: 93%).
The proportion of patients with elevated total bilirubin
(>ULN) decreased from baseline to month 3 in both
seladelpar groups (from 13.0% to 11.1% in the

seladelpar 5-mg group and from 5.7% to 3.8% in the
seladelpar 10-mg group) but increased from 7.1% to
8.9% in the placebo group. The proportions of patients
with ALP <1.5×ULN in the placebo and seladelpar 5-mg
and 10-mg groups were 9%, 59%, and 75%,
respectively.

Pruritus

Among patients in the prespecified subgroup with
moderate-to-severe pruritus (pruritus NRS ≥4) at base-
line who were evaluable at month 3 (placebo, n=18;
seladelpar 5 mg, n=17; and seladelpar 10 mg, n=18),
the mean decrease from baseline in pruritus NRS was
significantly greater in the seladelpar 10-mg (−3.14,
p=0.02) group versus placebo (−1.55) but not in the 5-
mg group (−2.01, p=0.48) (Figure 4A). Few patients in
this subgroup were evaluable at month 6 (placebo, n=6;
seladelpar 5 mg, n=9; and seladelpar 10 mg, n=7), but
patients in the 10-mg group had a decrease in pruritus
NRS that was greater than that in the placebo and
seladelpar 5-mg groups. No significant differences in NRS
between the seladelpar 5-mg and placebo groups were
noted at any time point (Supplemental Figure S2, http://
links.lww.com/HEP/F475). At month 3, dose-ordered
increases in the proportion of patients achieving a ≥2-
point, ≥3-point, or ≥4-point reduction in pruritus NRS
were observed (Figure 4B). A ≥4-point reduction in
pruritus NRS was achieved by >1 in 3 (36.8%) patients in
the seladelpar 10-mg group compared with ~1 in 20
(5.6%) patients in the placebo group. The differences
between the placebo and seladelpar 10-mg groups were

F IGURE 2 Proportion of patients who achieved the composite
biochemical end point at month 3. Composite end point was defined
as alkaline phosphatase (ALP) serum levels < 1.67× upper limit of
normal (ULN), ≥15% decrease in ALP serum levels, and total bilirubin
serum levels ≤ ULN. p-values are based on the Cochran-Mantel-
Haenszel test adjusted for both randomization stratification variables.
Patients who discontinued treatment before month 3 due to reasons
other than study termination and who did not have evaluable data at
month 3 were considered nonresponders.

F IGURE 3 Proportion of patients who achieved alkaline phos-
phatase (ALP) normalization at month 3 ALP normalization. ALP
normalization was defined as serum levels ≤ 1.0×upper limit of nor-
mal. p-values are based on the Cochran-Mantel-Haenszel test
adjusted for both randomization stratification variables. Patients who
discontinued treatment before month 3 due to reasons other than
study termination and who did not have evaluable data at month 3
were considered nonresponders.
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significant for the ≥2-point (p=0.04) and ≥4-point
(p=0.02) reductions. A post hoc analysis of these data
demonstrated that 27.8% of patients in the placebo group
with pruritus NRS ≥4 at baseline had a pruritus NRS
score <4 at month 3 compared with 47.1% and 61.1% in
the seladelpar 5- and 10-mg groups, respectively
(Supplemental Table S3, http://links.lww.com/HEP/
F475). Conversely, 2.5% of patients in the placebo group
with pruritus NRS <4 at baseline had a pruritus NRS
score ≥4 at month 3 compared with 2.4% and 7.3% in the
seladelpar 5- and 10-mg groups, respectively.

Greater changes from baseline with seladelpar versus
placebo at months 1 and 3 in the 5-domain itch scale total
and individual domain scores (Supplemental Figure
S3A–L, http://links.lww.com/HEP/F475) and the PBC-
40 itch domain score (Supplemental Figure S4A, B,

http://links.lww.com/HEP/F475) among patients with
baseline NRS ≥ 4 were also observed. The PBC-40
total and individual domain scores did not change with
treatment over 3 months (Supplemental Figure S4C–N,
http://links.lww.com/HEP/F475).

Liver biochemistry and lipids

Reductions (LS mean) in ALP from baseline at all time
points through month 6 were greater in both seladelpar
treatment groups versus the placebo group. At month 3,
mean ALP decreased by 3.7% from baseline in the
placebo group, whereas it decreased by 35.7% in the
seladelpar 5-mg group and by 44.2% in the 10-mg
group (p < 0.0001 for both groups) (Figure 5A, B). The

F IGURE 4 Absolute LS mean (SE) change from baseline in pruritus numerical rating scale (NRS) at month 3 (A) and proportion of patients
who achieved point reductions from baseline in pruritus NRS at month 3 (B). For (A) and (B), populations included only patients with pruritus NRS
≥4 at baseline. For (A), change from baseline was estimated by an analysis of covariance model with treatment group and randomization alkaline
phosphatase stratification as factors and baseline pruritus score as a covariate. For (B), patients who discontinued treatment before month 3 due
to reasons other than study termination and who did not have evaluable data at month 3 were considered nonresponders. p-values are per
Cochran-Mantel-Haenszel test adjusted for both randomization stratification variables. Abbreviations: LS, least squares; N, number of patients in
the treatment group; n, number of patients in the category.
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reductions in ALP from baseline were significantly
greater in the seladelpar 10-mg group versus the
5-mg group at months 1 and 3 (p ≤ 0.002 at both
time points).

Reductions from baseline in ALT were also greater in
the seladelpar groups versus the placebo group at all
time points through month 6, with LS mean (median)
reductions of 4.0% (3.0%), 23.4% (24.3%), and 16.7%
(28.3%) observed in the placebo, 5-, and 10-mg groups,
respectively, at month 3 (Figure 5C, D). In addition,
among patients with ALT elevations at baseline, 18%
(5/28), 52% (15/29), and 50% (14/28) of patients in the
placebo, 5-, and 10-mg groups, respectively, achieved
normalization at month 3. In contrast, among patients
with normal baseline ALT levels, ALT levels rose

above normal at month 3 in 7% (2/28; both 1.2×ULN),
0% (0/25), and 12% [3/25; 1.02×ULN, 1.29×ULN, and
1.88×ULN (this patient was < ULN at months 6 and 9)]
of patients in the placebo, 5-, and 10-mg groups,
respectively.

Compared with placebo, seladelpar was associated
with greater improvements in other serum liver biochem-
ical markers and in lipid levels through month 6. At month
3, LS mean reductions in total and indirect bilirubin were
6.1% and 6.5%, respectively, in the seladelpar 5-mg
group and 4.0% and 6.8%, respectively, in the 10-mg
group, while patients receiving placebo experienced a
0.9% increase in total bilirubin and a 1.1% increase in
indirect bilirubin (Supplemental Figure S5A-B, S5E-F,
http://links.lww.com/HEP/F475). At month 3, direct

F IGURE 5 LSmean relative (percent) change from baseline andmean absolute values for ALP (A and B) and ALT (C and D) throughmonth 6. *p
< 0.0001 versus placebo, †p ≤ 0.002 versus seladelpar 5-mg group. Abbreviations: ALP, alkaline phosphatase; ALT, alanine aminotransferase; LS,
least squares; ULN, upper limit of normal.
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bilirubin levels decreased by an LS mean of 2.6% in the
seladelpar 5-mg group and increased by an LS mean of
5.2% in the 10-mg group and 0.8% in the placebo group
(Supplemental Figure S5C, D, http://links.lww.com/HEP/
F475). LS mean reductions in both AST and GGT at
month 3 were greater with seladelpar (8.5% and 30.3%,
respectively, in the 5-mg group and 4.8% and 36.4%,
respectively, in the 10-mg group) versus placebo (0.2%
and 6.5%, respectively) (Supplemental Figure S5G–J,
http://links.lww.com/HEP/F475). Compared with placebo,
more than twice the proportion of patients treated with
seladelpar (placebo, 17.1%; seladelpar 5 mg, 43.6%; and
seladelpar 10 mg, 40.5%) shifted from a GGT level ≥
3.2×ULN at baseline to < 3.2×ULN at month 3
(Supplemental Table S4, http://links.lww.com/HEP/
F475). Only 1 patient (placebo group) shifted from below
to above 3.2×ULN at baseline to month 3.

At month 3, seladelpar decreased mean total
cholesterol, LDL-cholesterol (LDL-C), and triglyceride
levels by 3.7%, 5.6%, and 5.9%, respectively, in the
5-mg group and by 4.4%, 8.2%, and 13.1%, respec-
tively, in the 10-mg group compared with decreases
of 1.8%, 0.6%, and 0.6%, respectively, in the
placebo group (Supplemental Figure S5K–P, http://
links.lww.com/HEP/F475). Seladelpar also increased
mean HDL-cholesterol (HDL-C) levels from baseline
at month 3 by 1.0% in the seladelpar 5-mg group and
by 6.7% in the 10-mg group (Supplemental Figure
S5Q, R, http://links.lww.com/HEP/F475). In contrast,
mean HDL-C decreased 3.0% from baseline in the
placebo group at month 3.

Bile acid synthesis (C4) and IgM
concentrations

Seladelpar was also associated with greater LS mean
reductions in serum levels of C4 and IgM at months 1
and 3 compared with the placebo group (Supplemental
Table S5, http://links.lww.com/HEP/F475). At month 3,
C4 levels decreased from baseline by an LS mean of
17.5% in the seladelpar 5-mg group and 24.8% in the
10-mg group but increased by an LS mean of 3.6% in
the placebo group. C4 data were available in only 2
patients at month 6. IgM levels decreased by an LS
mean of 10.2% in the seladelpar 5-mg group, 12.4% in
the 10-mg group, and 5.7% in the placebo group at
month 3. A similar pattern in reductions was observed
at months 1 and 6.

Safety

Mean (SD) duration of exposure was 17.7 (11.7) weeks
in the total population. The large SD is due to the early
termination of the study with patients having a wide
range of treatment durations. Overall, the proportion of

patients with ≥1 TEAE was greater in the placebo
group (73.6%) versus either the seladelpar 5-mg
(62.9%) or 10-mg (65.2%) groups (Table 2). The most
common TEAEs overall were pruritus (qualitative
reporting), upper abdominal pain, and nausea; the
TEAE reported most often in the placebo group was
pruritus. Serious TEAEs occurred in 3.4% of patients in
both the placebo and seladelpar 5-mg groups and in
1.1% of patients in the seladelpar 10-mg group.
Treatment-related TEAEs occurred in 21.1% of
patients overall, the most frequently reported being
pruritus (5.7% of patients in the placebo group and
2.2% and 3.4% in the seladelpar 5-mg and 10-mg
groups, respectively) and nausea (2.3% of patients in
the placebo group and 3.4% and 2.2% in the seladelpar
5-mg and 10-mg groups, respectively). All treatment-
related TEAEs were grade 1 or 2. There were no grade
4 events or deaths in the study.

Six patients discontinued study drug due to TEAEs: 2
in the placebo group (increased bilirubin and atrioven-
tricular block), 2 in the seladelpar 5-mg group (pruritus
and adenoid cystic carcinoma), and 2 in the seladelpar
10-mg group (pruritus, insomnia, and rheumatoid
arthritis). No grade 3 or greater elevations in serum
aminotransferase activity were reported, and no
muscle, renal, or pancreatic safety concerns were
reported. The safety profile was comparable between
patients with and without cirrhosis at baseline (Supple-
mental Table S6, http://links.lww.com/HEP/F475).
Changes from baseline through month 6 in serum
creatinine (renal) and creatine kinase (muscle) levels
are summarized in Supplemental Table S7, http://links.
lww.com/HEP/F475. A trend of minimal increases with
seladelpar versus placebo was observed for both serum
creatinine and creatine kinase, although mean levels for
both remained within normal ranges in all treatment
groups.

DISCUSSION

New approved therapies remain important for people
living with PBC. Current agents do not optimally address
disease activity or symptoms. Seladelpar is a selective
PPARδ agonist that has documented anticholestatic,
anti-inflammatory, and antipruritic effects.[19,20] This
phase 3, randomized, placebo-controlled study eval-
uated the efficacy of adding seladelpar (5 or 10 mg) to
UDCA or using seladelpar as monotherapy in patients
with PBC at high risk for progression. As early as month 3
following treatment initiation, seladelpar caused rapid,
dose-dependent, significant, and clinically meaningful
improvements in validated serum markers of cholestasis
and liver injury as well as pruritus. At month 3, 78.2% of
patients in the seladelpar 10-mg group achieved the
primary composite end point (ALP < 1.67×ULN, ≥15%
ALP decrease, and total bilirubin ≤ ULN), which was
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significantly greater than the 12.5% response to placebo.
Nearly 1 in 3 patients who received the 10-mg dose
achieved ALP normalization compared with none in the
placebo group. Seladelpar also significantly reduced
serum ALP values in a dose-dependent manner through
month 6. Associated biochemical markers of PBC
disease activity, including ALT, AST, total bilirubin,
GGT, and IgM, were dose-dependently reduced by
seladelpar through month 6.

Among patients with clinically significant itch (base-
line pruritus NRS ≥4), the pruritus NRS significantly
decreased at month 3 with seladelpar 10 mg compared
with placebo. The proportion of patients with a clinically
meaningful reduction (≥ 2 points)[23] in pruritus NRS
was also significantly greater with seladelpar 10 mg
versus placebo at month 3. These results were
supported by the improvement observed in secondary
instruments that assess pruritus, the 5-domain itch
scale and the PBC-40 questionnaire itch domain.
Improvement in pruritus has been previously observed
with treatment with seladelpar 10 mg QD through
1 year.[20] Pruritus is a significant burden for patients
with PBC that is often undertreated,[28–30] suggesting
that seladelpar has the potential to add this benefit to
that of improving biomarkers associated with disease

progression. The PBC-40 total score, which sums
diverse individual quality-of-life domain scores, did not
improve when examined for the entire population at
month 3. Documenting changes in the PBC-40 itch
domain for all patients, including those with low levels of
itch, has been previously noted as a challenge because
of a floor effect.[31] In our study, restricting the
prespecified analysis to NRS ≥4 serves to overcome
this effect. The improvement in pruritus with seladelpar
contrasts with obeticholic acid, a bile acid analog and
FXR agonist that is conditionally approved as a second-
line treatment for PBC, which can induce or worsen
pruritus in a dose-dependent manner.[15,32,33]

Seladelpar appeared safe and well tolerated, with
no deaths or grade 3 or greater ALT or AST
elevations. Pruritus (qualitative) was the most common
adverse event; however, incidence was highest in the
placebo group.

A variety of approaches are being pursued for new
therapies in PBC. Direct comparisons are difficult
because of study design differences. The 78.2%
composite end point response rate at month 3 observed
for seladelpar 10 mg in this study seems to be similar or
better than those reported with other PBC therapies,
including obeticholic acid,[15] the PPARα/δ agonist in

TABLE 2 Summary of safety events

Placebo
(N= 87)

Seladelpar 5 mg
(N= 89)

Seladelpar 10 mg
(N= 89) Total (N=265)

Duration of exposure (wk), mean (SD) 17.8 (11.2) 17.6 (12.1) 17.6 (12.0) 17.7 (11.7)

TEAE, n (%)

≥1 TEAE 64 (73.6) 56 (62.9) 58 (65.2) 178 (67.2)

≥1 serious TEAE 3 (3.4) 3 (3.4) 1 (1.1) 7 (2.6)

≥1 TEAE Grade ≥ 3 6 (6.9) 3 (3.4) 5 (5.6) 14 (5.3)

≥1 TEAE leading to study drug
discontinuation

2 (2.3) 2 (2.2) 2 (2.2) 6 (2.3)

≥1 treatment-related TEAE 16 (18.4) 25 (28.1) 15 (16.9) 56 (21.1)

≥1 serious treatment-related TEAE 0 0 0 0

≥1 treatment-related TEAE Grade ≥ 3 0 0 0 0

Deaths, n (%) 0 0 0 0

Common TEAEs (≥5% incidence in any treatment group), n (%)

Pruritus (qualitative) 11 (12.6) 3 (3.4) 10 (11.2) 24 (9.1)

Abdominal pain upper 3 (3.4) 8 (9.0) 6 (6.7) 17 (6.4)

Nausea 4 (4.6) 5 (5.6) 7 (7.9) 16 (6.0)

Arthralgia 5 (5.7) 5 (5.6) 4 (4.5) 14 (5.3)

Fatigue 8 (9.2) 2 (2.2) 4 (4.5) 14 (5.3)

Headache 1 (1.1) 5 (5.6) 7 (7.9) 13 (4.9)

Upper respiratory tract infection 2 (2.3) 6 (6.7) 4 (4.5) 12 (4.5)

Constipation 2 (2.3) 5 (5.6) 3 (3.4) 10 (3.8)

Sinusitis 5 (5.7) 2 (2.2) 1 (1.1) 8 (3.0)

Urinary tract infection 0 2 (2.2) 5 (5.6) 7 (2.6)

Dry mouth 0 5 (5.6) 1 (1.1) 6 (2.3)

Abbreviations: n, number of patients in the category; N, number of patients in the treatment group; TEAE, treatment-emergent adverse event.
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development, elafibranor,[34] and the PPARα/γ agonist
in development, saroglitazar.[35] An important controlled
clinical trial of the pan-PPAR agonist bezafibrate used a
different end point of biochemical normalization with
encouraging results.[36]

The anticholestatic, anti-inflammatory, and potentially
antifibrotic properties of seladelpar are predicted to affect
disease progression and improve outcomes. PPARδ is
expressed in hepatocytes,[37] where activation by sela-
delpar suppresses bile acid synthesis by reducing
cholesterol 7 α-hydroxylase [Cyp7a1] expression
through the FGF21 signaling pathway, independently of
the nuclear bile acid receptor, FXR.[38] C4, a downstream
metabolite of CYP7A1, the rate-limiting enzyme for bile
acid synthesis, is decreased with seladelpar, in keeping
with the PPARδ-mediated downregulation of bile acid
synthesis.[18,20,38] PPARδ is also expressed in
cholangiocytes,[39] which use it to regulate transporters
involved in the absorption and secretion of bile compo-
nents, as confirmed in mouse liver studies showing that
seladelpar regulates the cholesterol transporter ABCG5/
ABCG8.[18] Activation of PPARδ also induces anti-
inflammatory effects in macrophages, including Kupffer
cells,[40] as confirmed in a study showing that seladelpar
reduced macrophage numbers, fibrosis, and other
markers of stellate cell activity in a mouse model.[41]

A limitation of this study is its short duration due to
early termination. However, although the study was
stopped early and the primary composite biochemical
end point was amended to 3 months, more than three-
fourths of patients achieved the end point. In addition, in a
phase 2 study, seladelpar efficacy observed after
3 months of treatment was sustained through 1 year,
including ALP reduction and achievement of ALP
normalization and composite efficacy end point.[19]

Similarly, although the mean duration of exposure was
only 17.7 weeks, phase 2 data suggest that seladelpar
treatment is safe and well tolerated through 1 year. This
study is also limited by the lack of data on liver stiffness
and other markers of fibrosis in these patients. A strength
of this study is that it used a prespecified hierarchical
statistical methodology in which patients treated with
seladelpar 10 mg achieved meaningful improvement in
both disease activity (composite biochemical response
and normalization of ALP) and pruritus end points.

In conclusion, in this placebo-controlled, randomized
trial, the potent and selective PPARδ agonist seladelpar,
at an optimal dose of 10 mg daily, provided clinically
significant anticholestatic effects and reduced signs of
liver injury and pruritus in patients with PBC. Treatment
was not associated with emergent safety concerns. The
efficacy and safety profile of seladelpar in this and
previous studies suggests its potential use as second-
line therapy to address disease activity and symptoms. A
52-week, phase 3, randomized, placebo-controlled,
registration study to confirm seladelpar 10 mg QD
efficacy and safety is ongoing (NCT04620733).

DATA AVAILABILITY
Requests for additional data should be directed to the
study sponsor through the corresponding author.

AUTHOR CONTRIBUTIONS
Study concept and design: all; acquisition, analysis, and
interpretation of data: all; and drafting and/or critical
revision of manuscript for important intellectual content
and final approval of manuscript: all.

ACKNOWLEDGMENTS
The authors thank Ke Yang and Kalyan Palla of
CymaBay Therapeutics Inc., for assistance with stat-
istical analyses and Holly Capasso-Harris of Certara
Synchrogenix for writing assistance that was funded by
CymaBay Therapeutics.

ENHANCE Study Group: Raul Adrover,1 Saurabh
Agrawal,2 Elmar Aigner3 Agustin Albillos Martinez,4

Abu-Mouch Saif Alden,5 Raul Jesús Andrade Bellido,6

Marco Antonio Arrese Jiménez,7 Walid Ayoub,8 Seth J.
Baum,9 Ziv Ben-Ari,10 Marina Berenguer,11 Christoph
Berg,12 Fernando Oscar Bessone,13 Alan Bonder,14

Brian B. Borg,15 Carlos Gustavo Bresky Ruiz,16 Peter
Buggisch,17 Jose Luis Calleja Panero,18 Elizabeth J.
Carey,19 Michal Carmiel-Haggai,20 Francesca Car-
ubbi,21 Pilar Castillo Grau,22 Chin Lye Ch’ng,23 Nic-
oleta-Claudia Cimpoeru,24 Raúl Contreras Omaña,25

Lynsey Corless,26 Charlotte Costentin,27 Marc
Deschênes,28 Yvonne Dörffel,29 Predrag Dugalic,30

Geoffrey Charles Farrell,31 José Luis Fernández,32

Annarosa Floreani,33 Sven Francque,34 Bradley L.
Freilich,35 Francisco Alejandro Fuster Saldias,36

Michael R. Galambos,37 Joseph Galati,38 Andrea
Galli,39 Nathalie Ganne-Carrie,40 Natalia Geyvan-
dova,41 Liliana-Simona Gheorghe,42 Richard Gilroy,43

Aparna Goel,44 Tobias Goeser,45 Susan Greenbloom,46

Waldemar Halota,47 Stephen A. Harrison,48 Marek
Hartleb,49 Jeong Heo,50 Harald Hofer,51 Gábor Hor-
váth,52 Jonathan C. Huang,53 Jason Lee Huffman,54

Béla Hunyady,55 Steven Johnson,56 Yiannis Kallis,57

Arun Khazanchi,58 Kyung-Ah Kim,59 Seung Up Kim,60

Yoon Jun Kim,61 Anita Kohli,62 Nicholas Kontorinis,63

John R. Lake,64 Kwan Sik Lee,65 Tomasz Mach,66

Richard Manch,67 Yaakov Maor-Kendler,68 Radu-Bog-
dan Mateescu,69 Gerald Minuk,70 Apurva A. Modi,71

Martin William Moehlen,72 Cristina Montón Rodríguez,73

Rosa Maria Morillas Cunill,74 Ioannis Mouzas,75 Andrew
Muir,76 István Nagy,77 Jing Hieng (Jeffrey) Ngu,78

Joseph Odin,79 Pavel Ogurtsov,80 Pawel Pabjan,81

Mangesh Pagadala,82 Mária Papp,83 Albert Parés,84

Andrey Peskov,85 Adam Peyton,86 John Phillips,87

Michael Porayko,88 Anthony Post,89 David C. Pound,90

Mordechai Rabinovitz,91 Kevin Rank,92 K. Gautham
Reddy,93 Jaroslaw Regula,94 Thomas Riley,95 Manuel
Romero Gómez,96 Rifaat Safadi,97 David Anthony
Sheridan,98 Marcelo Oscar Silva,99 Marina G. Sil-
veira,100 Siddarth Sood,101 Ioan Sporea,102 Carmen

SELADELPAR TREATMENT FOR PRIMARY BILIARY CHOLANGITIS | 409

D
ow

nloaded from
 http://journals.lw

w
.com

/hep by B
hD

M
f5eP

H
K

av1zE
oum

1tQ
fN

4a+
kJLhE

Z
gbsIH

o4X
M

i0hC
yw

C
X

1A
W

n
Y

Q
p/IlQ

rH
D

3i3D
0O

dR
yi7T

vS
F

l4C
f3V

C
1y0abggQ

Z
X

dgG
j2M

w
lZ

LeI=
 on 07/24/2023



Stanca,103 Rudolf Stauber,104 Petar Svorcan,105 Won
Young Tak,106 Ryan M Taylor,107 Douglas Thorburn,108

Hillel Tobias,109 Arnany Tourky Zekry,110 Michael
Trauner,111 Christos Triantos,112 Ella Veitsman,113

Alexander James Venn Thompson,114 Xavier Ver-
helst,115 Elizabeth C. Verna,116 Manfred von der
Ohe,117 Frank Weilert,118 Johannes Wiegand,119 Kidist
K. Yimam,120 Seung Kew Yoon,121 Ziad Younes,122

Adam Seth Zivony,123 Massimo Zuin124.
ENHANCE Study Group Affiliations: 1Centro de

Hepatologia, La Plata, Buenos Aires, Argentina;
2Tampa General Hospital, Tampa, Florida; 3Salzburger
Landeskliniken Innere Medzin I, Salzburg, Austria;
4Gastroenterology and Hepatology, Hospital Universi-
tario Ramon y Cajal, Madrid, Spain; 5Hillel Yaffe
Medical Center Liver Clinic, Hadera, Israel; 6Hospital
Universitario Virgen de la Victoria, Málaga, Spain;
7Centro de Investigaciones Clínicas de La Pontificia
Universidad, Católica de Chile (CICUC) , Santiago,
Región Metropolitana, Chile; 8Cedars Sinai Medical
Center, Los Angeles, California; 9Excel Medical Clinical
Trials, LLC, Boca Raton, Florida; 10Liver Disease
Center Sheba Medical Center, Ramat Gan, Israel;
11Hospital Universitari i Politecnic La Fe de Valencia,
Servicio Digestivo, Valencia, Spain; 12University Hos-
pital Tübingen-Innere Medizin I, Tübingen, Baden-
Württemberg, Germany; 13Hospital Provincial def Cen-
tenario, Rosario, Santa Fé, Argentina; 14Beth Israel
Deaconess Medical Center, Boston, Massachusetts;
15Southern Therapy and Advanced Research (STAR),
LLC, Jackson, Mississippi; 16Centro Clinico Mediterrá-
neo, La Serena, Coquimbo, Chile; 17Ifi - Studien und
Projekte GmbH Haus L, Hamburg, Germany; 18Gastro-
enterología y Hepatología, Hospital Universitario Puerta
de Hierro–Majadahonda, Madrid, Spain; 19Mayo Clinic
Arizona–Mayo Clinic Hospital, Phoenix, Arizona; 20The
Galilee Medical Center Liver Unit, Nahariya, Israel;
21UO Complessa Medicina Metabolica, Ospedale Civile
S. Agostino Estense (OCSAE), Modena, Italy; 22Hospi-
tal Universitario La Paz, Madrid, Spain; 23Singleton
Hospital, Swansea, UK; 24S.C. Sana Monitoring S.R.L.,
Bucharest, Romania; 25Centro de Diabetes y Obesidad
GRABER, Pachuca, Hidalgo, Mexico; 26Hull and East
Yorkshire Hospitals National Health Service (NHS)
Trust, Hull, UK; 27CHU Grenoble Alpes-Service d’Hé-
pato-Gastroentérologie, Grenoble, France; 28Chronic
Viral Illness Service McGill University Health Centre
(MUHC)/Royal Victoria, Montreal, Quebec City, Can-
ada; 29Charité-Universitätsmedizin Berlin, Berlin, Ger-
many; 30Clinical Hospital Center Zemun, Belgrade,
Serbia; 31Canberra Hospital, Garran, Australia; 32San-
atorio Güemes, Buenos Aires, Argentina 33Azienda
Ospedaliera di Padova, U.O.C. Gastroenterologia,
Padova, Italy; 34University Hospital Antwerp (UZA),
Edegem, Belgium; 35Kansas City Research Institute,
Kansas City, Missouri; 36Centro de Investigaciones
Clínicas Viña del Mar, Jardín Del Mar, Reñaca, Viña del

Mar, Valparaíso, Chile; 37Digestive Healthcare of
Georgia, Atlanta, Georgia; 38American Research Cor-
poration, Houston, Texas; 39Azienda Ospedalicro Uni-
versitaria Careggi Gastroenterologia Clinica, Firenze,
Italy; 40Hôpital Jean Verdier - Service d’Hépatologie,
Bondy, France; 41SBHI of Stavropol region "Stavropol
Regional Clinical Hospital", Stavropol, Russia; 42Fun-
deni Clinical Institute, Bucharest, Romania; 43Inter-
mountain Medical Center - Transplant Services, Murray,
Utah; 44Stanford University Medical Center, Redwood
City, California; 45Universitätsklinikum Köln Gastroen-
terologie und Hepatologie, Koeln, Germany; 46Toronto
Digestive Disease Associates, Inc., Vaughan, Ontario,
Canada; 47Wojewodzki Szpital Obserwacyjno-Zakazny
im. Tadeusza Browicza, Bydgoszcz, Kujawsko-
pomorskie, Poland; 48Pinnacle Clinical Research, San
Antonio, Texas; 49Samodzielny Publiczny Szpital Kli-
niczny Nr 7 Slaskiego Uniwersytetu Medycznego w
Katowicach, Katowice, Slaskie, Poland; 50Pusan
National University Hospital , Busan, Korea; 51Klinikum
Wels-Griekirchen GmbH Abteilung für Innere Medzin I,
Wels, Austria; 52Budai Hepatológiai Centrum, Buda-
pest, Hungary; 53University of Rochester Medical
Center, Rochester, New York; 54GIA Clinical Trials,
LLC, Knoxville, Tennessee; 55Somogy Megyei Kaposi
Mór Oktató Kórház, Kaposvár, Hungary; 56Southern
DHB, Dunedin Hospital Dunedin, New Zealand; 57Barts
Health National Health Service (NHS) Trust, Royal
London Hospital, London, London, UK; 58Florida
Research Institute, Lakewood Ranch, Florida; 59Inje
University Ilsan Paik Hospital, Goyang-si, Gyeonggi-do,
Korea; 60Severance Hospital, Yonsei University Health
System, Seoul, Korea; 61Seoul National University
Hospital, Seoul, Korea; 62Arizona Liver Health, Chan-
dler, Arizona; 63Royal Perth Hospital Perth, Western
Australia, Australia; 64University of Minnesota, Phillips-
Wangensteen Building, Minneapolis, Minnesota;
65Gangnam Severance Hospital, Yonsei University
Health System, Seoul, Korea; 66SP ZOZ Szpital
Uniwersytecki w Krakowie, Oddzial Kliniczny Gastro-
enterologii i Hepatologii oraz Chorob Zakaznych,
Krakow, Malopolskie, Poland; 67Arizona Liver Health,
Tucson, Arizona; 68Kaplan Medical Center Liver Serv-
ice, Rehovot, Israel; 69Colentina Clinical Hospital,
Bucharest, Romania; 70University of Manitoba/John
Buhler Research Centre/Health Sciences Centre, Win-
nipeg, Canada; 71Baylor Scott and White Liver Con-
sultants of Texas, Fort Worth, Texas; 72Tulane Univer-
sity Health Sciences Center, New Orleans, Louisiana;
73Hospital Clinico Universitario de Valencia, Medicina
Digestiva, Valencia, Spain; 74Hospital Universitario
Germans Trias i Pujol, Badalona, Spain; 75University
General Hospital of Heraklion Voutes, Heraklion,
Greece; 76Duke University Medical Center, Durham,
North Carolina; 77Szegedi Tudományegyetem Szent-
Györgyi Albert Klinikai Központ, I. Belgyógyászati
Klinika Szeged, Hungary; 78Christchurch Hospital,

410 | HEPATOLOGY

D
ow

nloaded from
 http://journals.lw

w
.com

/hep by B
hD

M
f5eP

H
K

av1zE
oum

1tQ
fN

4a+
kJLhE

Z
gbsIH

o4X
M

i0hC
yw

C
X

1A
W

n
Y

Q
p/IlQ

rH
D

3i3D
0O

dR
yi7T

vS
F

l4C
f3V

C
1y0abggQ

Z
X

dgG
j2M

w
lZ

LeI=
 on 07/24/2023



Christchurch, New Zealand; 79Recanati/Miller Trans-
plantation Institute, New York, New York; 80FSAEI of
HE "Peoples' Friendship University of Russia (RUDN)",
RUDN Liver Centre, Moscow, Russia; 81Wojewodzki
Szpital Zespolony, Swietokrzyskie, Poland; 82The Liver
Institute at Methodist Dallas Medical Center, Dallas,
Texas; 83Debreceni Egyetem Klinikai Központ, Debre-
cen, Hungary; 84Hospital Clinic de Barcelona, Barce-
lona, Spain; 85State Healthcare Institution «Ulyanovsk
Regional Clinical Hospital», Ulyanovsk, Russia;
86Northeast Clinical Research Center, LLC, Bethlehem,
Pennsylvania; 87Digestive Health Specialist, PA,
Tupelo, Mississippi; 88Vanderbilt University Medical
Center - Digestive Disease Center, Nashville, Tennes-
see; 89University Hospitals Cleveland Medical Center,
Cleveland, Ohio; 90Indianapolis Gastroenterology
Research Foundation, Indianapolis, Indiana; 91Univer-
sity of Pittsburgh, Pittsburgh, Pennsylvania; 92MNGI
Digestive Health—Northeast Minneapolis Clinic, Min-
neapolis, Minnesota; 93University of Chicago, Chicago,
Illinois; 94Centrum Onkologii Instytut im. Marii Sklodow-
skiej-Curie Klinika Gastroenterologii, Warszawa, Mazo-
wieckie, Poland; 95Penn State Health Milton S. Hershey
Medical Center, Hershey, Pennsylvania; 96Hospital
Universitario Virgen del Rocio, Sevilla, Spain; 97Hadas-
sah Medical Center Liver Unit, Jerusalem, Israel;
98Plymouth Hospitals National Health Service (NHS)
Trust, Devon, UK; 99Hospital Universitario Austral, Pilar,
Buenos Aires, Argentina; 100Yale School of Medicine,
Digestive Diseases, Internal Medicine, New Haven,
Connecticut; 101The Royal Melbourne Hospital, Park-
ville, Victoria, Australia; 102"Pius Brînzeu" Emergency
Clinical County Hospital, Timisoara, Romania; 103NYU
Langone Health, New York, New York; 104Medizinische
Universität Graz Universitätsklinikum für Innere Medzin
Klinische Abteilung für Gastroenterologie und Hepato-
logie, Graz, Austria; 105Clinical Hospital Center Zvez-
dara, Belgrade, Serbia; 106Kyungpook National Univer-
sity Hospital, Daegu, Korea; 107University of Kansas
Medical Center, Kansas City, Kansas; 108Royal Free
London National Health Service (NHS) Foundation
Trust Royal Free Hospital, London, UK; 109Manhattan
Clinical Research, LLC, New York, New York; 110St.
George Hospital, Kogarah, New South Wales, Australia;
111Medizinische Universität Wien Universitätsklinik für
Innere Medzin III Klinische Abteilung für Gastroenter-
ologie und Hepatologie, Wien, Austria; 112University
General Hospital of Patras Rion, Patras, Greece;
113Rambam Medical Center Liver Disease Center,
Haifa, Israel; 114St. Vincent’s Hospital Melbourne
Limited, Fitzroy, Victoria, Australia; 115UZ Gent, Gent,
Belgium; 116Center for Liver Disease and Transplanta-
tion, Columbia University Medical Center, New York,
New York; 117Gastroenterologische Gemeinschaft-
spraxis Herne, Nordrhein-Westfalen, Germany; 118Wai-
kato Hospital, Menzies Building, Hamilton, New Zea-
land; 119Universitätsklinikum Leipzig, Klinik und

Poliklinik für Gastroenterologie und Rheumatologie,
Leipzig, Germany; 120Sutter Pacific Medical Foundation
- California Pacific Medical Center, San Francisco,
California; 121The Catholic University of Korea, Seoul
Street Mary’s Hospital, Seoul, Korea; 122Gastro One,
Germantown, Tennessee; 123Asheville Gastroenterol-
ogy Associates, a Division of Digestive Health Partners,
PA, Asheville, North Carolina; 124U.O.C. Medicina
Generate VI - Epatologia e Gastroenterologia, Milan,
Italy.

FUNDING INFORMATION
This study and preparation of this manuscript were
funded by CymaBay Therapeutics, which had a role in
study design; in the collection, analysis, and interpre-
tation of data; in the writing of the report; and in the
decision to submit the article for publication. Palak J.
Trivedi received institutional salary support from the
National Institute for Health Research (NIHR) Birming-
ham Biomedical Research Centre (BRC). This paper
presents independent research supported by the
Birmingham NIHR BRC based at the University
Hospitals Birmingham National Health Service Founda-
tion Trust and the University of Birmingham. The views
expressed are those of the author(s) and not necessa-
rily those of the National Health Service, the NIHR, or
the Department of Health.

Presentation: Hirschfield GM, Kowdley KV, Shiff-
man ML, et al. ENHANCE: safety and efficacy of
seladelpar in patients with PBC—a phase 3 interna-
tional, randomized, placebo-controlled study [AASLD
abstract LO11]. Hepatology. 2020;72(suppl 1).

CONFLICTS OF INTEREST
Gideon M. Hirschfield consults for and received
payment/honoraria for lectures, presentations, speak-
ers bureaus, manuscript writing, or educational events
from GlaxoSmithKline, Intercept Pharma, and Ipsen.
He consults for CymaBay Therapeutics, Escient,
Gilead, Mirum, and Pliant. Mitchell L. Shiffman
consults for, is on the speakers’ bureau for, and
received grants from Intercept. He consults for and is
on the speakers’ bureau for Intra-Sana. He is on the
speakers’ bureau for and received grants from
Cymbay. He received grants from Genfit, Hightide,
and Mirum. Aliya Gulamhusein consults for and is on
the speakers’ bureau for Intercept. She consults for
CymaBay. Kris V. Kowdley consults for, is on the
speakers’ bureau for and received grants from 89 Bio,
Genfit, Gilead, Intercept, and CymbaBay. He consults
for and received grants from Madrigal, Mirum, NGM,
Pliant, and Zydus. He consults for and owns stock in
Inipharm. He consults for Calliditas and Ipsen. He is
on the speakers’ bureau for AbbVie. He received
grants from GSK, Pfizer, Hanmi, HighTide, Viking,
and Janssen. He receives royalties from UpToDate.
He received payment for expert testimony from the

SELADELPAR TREATMENT FOR PRIMARY BILIARY CHOLANGITIS | 411

D
ow

nloaded from
 http://journals.lw

w
.com

/hep by B
hD

M
f5eP

H
K

av1zE
oum

1tQ
fN

4a+
kJLhE

Z
gbsIH

o4X
M

i0hC
yw

C
X

1A
W

n
Y

Q
p/IlQ

rH
D

3i3D
0O

dR
yi7T

vS
F

l4C
f3V

C
1y0abggQ

Z
X

dgG
j2M

w
lZ

LeI=
 on 07/24/2023



Department of Justice. He participated in a data safety
monitoring board or advisory board for CTI, Durect,
and Labcorp. He received equipment, materials,
drugs, medical writing, gifts, or other services from
Sonic Insight. John M. Vierling advises and received
grants from CymaBay, Intercept, Lilly, Novartis, and
Sagiment. He advises Arena, Blade, Kezar, Labcorp,
Fractyl, Ipsen, Moderna, and Taiwan J. He received
grants from Genfit. He is a board member of and owns
stock in Athenex. Cynthia Levy consults for, advises,
and received grants from Cara Therapeutics, Cyma-
Bay Therapeutics, and GlaxoSmith Kline. She con-
sults for and received grants from Calliditas, Escient,
Genfit, Gilead, Intercept, Ipsen, Mirum, and Target
RWE. She received grants from HighTide, Novartis,
and Zydus. Andreas E. Kremer consults for, received
payment/honoraria for lectures, presentations, speak-
ers bureaus, manuscript writing, or educational events
from, received grants from, and advises AbbVie,
Bayer, CymaBay Therapeutics, Gilead, GlaxoSmithK-
line, Intercept Pharma, and MSD. He received pay-
ment/honoraria for lectures, presentations, speakers
bureaus, manuscript writing, or educational events
from and received grants from AOP Orphan, Bristol
Myers Squibb, CMS, Dr. Falk, Eisai, Eli Lily, Janssen,
Newbridge, Novartis, and Zambon. He consults for
and advises Beiersdorf, Escient, FMC, Guidepoint,
Medscape, Mirum, Myr, Roche, and Viofor. Ehud
Zigmond advises, received lecture fees from, and
received grants from Neopharm LTD. Stuart C.
Gordon consults for and received grants from Cym-
aBay, Gilead, and GSK. He received grants from
AbbVie, DURECT, Genfit, Hightide, Intercept Pharma,
Merck, Mirum, Pliant, and Viking. Christopher L.
Bowlus consults for and received grants from Cyma-
Bay Therapeutics, Eli Lilly, and GlaxoSmithKline. He
consults for BiomX, Mirum, Shire, and Trevi Ther-
apeutics. He received grants from Arena Pharma-
ceuticals, Bristol Myers Squibb, Calliditas Therapeu-
tics, Chemomab, COUR Pharmaceuticals, Genfit,
Gilead, GlaxoSmithKline, Hanmi, Intercept, Novartis,
NovoNordisk, Pliant, Takeda, and TARGET. Eric J.
Lawitz consults for, is on the speakers’ bureau for,
and received grants from Intercept. He consults for
and received grants from Akero, Boheringer Ingel-
heim, BMS, Novo Nordisk, Metacrine, Sagimet,
and Terns. He is on the speakers’ bureau for and
received grants from AbbVie and Gilead. He
received grants from 89Bio Inc., Allergan, Alnylam
Pharmaceuticals Inc., Amgen, Ascelia Pharma,
Assemblybio, AstraZeneca, Axcella Health, Biocryst
Pharmaceuticals, Bird Rock Bio Inc., Conatus Phar-
maceuticals, CymaBay Therapeutics, CytoDyn, DSM,
Durect Corporation, Eli Lilly, Enanta Pharmaceuticals,
Enyo Pharma, Exalenz Bioscience, Galectin Thera-
peutics, Galmed Pharmaceuticals, Genentech, Genfit,
GlaxoSmithKline, Hanmi Pharmaceuticals, HighTide

Biopharma, Inventiva, Janssen Pharmaceuticals, Lab-
oratory for Advanced Medicine, Loxo Oncology,
Madrigal Pharmaceuticals, Merck, NGM Biopharma-
ceuticals Inc., Northsea Therapeutics, Novartis,
Pfizer, Poxel Co., Roche, Synlogic Therapeutics,
Viking Therapeutics, and Zydus Pharmaceuticals.
Richard J. Aspinall consults for and is on the speak-
ers’ bureau for Norgine UK. He is on the speakers’
bureau for Intercept UK. He owns stock in CymaBay.
Daniel S. Pratt consults for Mediar Therapeutics.
Karina Raikhelson received payment/honoraria for
lectures presentations, speakers bureaus, manuscript
writing, or educational events from Abbott Laborato-
ries GmbH, Alfasigma Rus, Binnopharm Group, Dr.
Falk Pharma GmbH, JSC Nizhfarm, and JSC Pharm-
standard. She received payment/honoraria for lec-
tures presentations, speakers bureaus, manuscript
writing, or educational events and was expert witness
for STPF “Polisan.” She received grants from Cyma-
Bay and Novartis. Michael A. Heneghan consulting for
Ipsen, Eledon, and Moderna He recieved payment/
honoraria for lectures, presentations, speakers
bureau, manuscript writing, or educational events
from Falk, Advanz Pharma, and Intercept Pharma.
He receives royalties from UpToDate. Sook-Hyang
Jeong received grants from Bristol Myers Squibb,
CymaBay Therapeutics, Galmed, Gilead, Hoffmann-
La Roche Ltd, Intercept, and MSD. Alma L. Ladrón de
Guevara received grants from AstraZeneca, Cyma-
bay, Lilly, Madrigal, Akero, Galectin, MSD and Novo
Nordisk, and Viking. Marlyn J. Mayo consults for and
received grants from CymaBay Therapeutics, Glax-
oSmithKline, and Mallinckrodt. She received grants
from Genfit, Intercept, Mirum, and TARGET. She
consults for Ipsen. She is on the speaker’s bureau for
Intra-Sana. George N. Dalekos advises, is on the
speakers’ bureau for, and serves as principal inves-
tigator for Genkeyotex, Pfizer, and Sobi. He advises
and is on the speakers’ bureau for Ipsen and Sanofi.
He is a principal investigator for Amyndas Pharma-
ceuticals, CymBay Therapeutics, Intercept, Novo
Nordisk, Regulus Therapeutics, and Tiziana Life
Sciences. Joost P.H. Drenth consults for Camurus.
He received grants from AbbVie and Gilead. He is on
a data safety monitoring board or advisory board for
COIN B Study. Ewa Janczewska advises and
received grants from Novo Nordisk and Cellaion.
She is on the speakers’ bureau for and received
grants from Abbvie. She is on the speakers’ bureau
for Roche. She received grants from Axella, Exelixis,
CymaBay, Calliditas, BMS, GSK, Janssen-Cilag, Dr.
Falk, Inventiva, and MSD. Barbara A. Leggett
received grants from CymaBay Therapeutics. Fred-
erik Nevens consults for and received grants
from Gilead. He consults for Abbvie, W.L. Gore,
Cook Medical, TwinPharma, Intercept, Genkyotex,
Camurus, Chemomab Therapeutics, Agomab

412 | HEPATOLOGY

D
ow

nloaded from
 http://journals.lw

w
.com

/hep by B
hD

M
f5eP

H
K

av1zE
oum

1tQ
fN

4a+
kJLhE

Z
gbsIH

o4X
M

i0hC
yw

C
X

1A
W

n
Y

Q
p/IlQ

rH
D

3i3D
0O

dR
yi7T

vS
F

l4C
f3V

C
1y0abggQ

Z
X

dgG
j2M

w
lZ

LeI=
 on 07/24/2023



Therapeutics, Novartis Pharma, Mayoly Spindler,
Calliditas Therapeutics, Norgine, Takeda, and Dyna-
cure. He received grants from Promethera Therapeu-
tics and Ipsen. Victor Vargas consults for Genfit. He is
on the speakers’ bureau for Intercept. He is on the
data safety monitoring board or advisory board for
Promethera Biosciences/Cellaion. He received grants
from Advanz Pharma. Christophe Corpechot consults
for and received grants from Intercept and CymaBay.
He consults for Genkyotex/Calliditas. He received
grants from Arrow Génériques, Biotest, and Gilead.
Eduardo L. Fassio received grants from Gador. Eli
Zuckerman consults and is a speaker for AbbVie,
Gilead, GlaxoSmithKline, Janssen, Merck, Neopharm,
NovoNordisk, and Roche. He is also a speaker for
Bristol Meyers Squibb and Novartis. Holger Hinrich-
sen consults for and received payment/honoraria for
lectures, presentations, and speakers bureaus from
AbbVie, Gilead, and Intercept Pharma. He received
payment/honoraria for lectures, presentations, and
speakers bureaus Norgine. Pietro Invernizzi advises,
is on the speakers’ bureau for, and received grants
from Intercept. He advises Calliditas and Zydus. He
received grants from Abbvie. Palak J. Trivedi consults
for and advises CymaBay. David E.J. Jones consults
for, is on the speakers’ bureau for, and received
funding from Intercept. He consults for CymaBay
Therapeutics, Kowa, and Umecrine. He is on the
speakers’ bureau for Falk, GlaxoSmithKline, and
Ipsen. Mark G. Swain consults for, is on the speakers’
bureau for, and received grants from Gilead. He
consults for and received grants from Pfizer and
Novartis. He consults for Ipsen. He is on the speakers’
bureau for Abbott. He received grants from AbbVie,
Ancella, AstraZeneca, Bristol Myers Squibb, Calliditas
Therapeutics, Celgene, CymaBay Therapeutics,
Galectin, Genfit, GlaxoSmithKline, Intercept, and
Novo Nordisk. Alexandra Steinberg owns stock, has
intellectual property rights in and was employed by
CymaBay Therapeutics when the work was con-
ducted, and is employed by Carmot Therapeutics.
Pol F. Boudes was employed by CymaBay Therapeu-
tics when the work was conducted and declares a
seladelpar method of use patent for PBC. He is currently
employed by Galectin Therapeutics. Yun-Jung Choi is
employed by CymaBay Therapeutics. Charles A.
McWherter owns stock and intellectual property rights in
and is employed by CymaBay. He declares a seladelpar
method of use patent for PBC and for cholestatic pruritus.
The remaining authors have no conflicts to report.

ORCID
Gideon M. Hirschfield https://orcid.org/0000–0002–
6736–2255
Mitchell L. Shiffman https://orcid.org/0000–0002–
3575–6516

Aliya Gulamhusein https://orcid.org/0000–0003–
4648–4736
Kris V. Kowdley https://orcid.org/0000–0002–8553–
3652
John M. Vierling https://orcid.org/0000–0001–5547–
6020
Cynthia Levy https://orcid.org/0000–0001–5498–
6037
Andreas E. Kremer https://orcid.org/0000–0002–
9263–948X
Ehud Zigmond https://orcid.org/0000–0003–2956–
1867
Pietro Andreone https://orcid.org/0000–0002–4794–
9809
Stuart C. Gordon https://orcid.org/0000–0001–8666–
3849
Christopher L. Bowlus https://orcid.org/0000–0002–
3906–6811
Eric J. Lawitz https://orcid.org/0000–0002–4234–
224X
Richard J. Aspinall https://orcid.org/0000–0002–
5208–8185
Daniel S. Pratt https://orcid.org/0000–0002–7426–
969X
Karina Raikhelson https://orcid.org/0000–0002–
8821–6142
Maria S. Gonzalez-Huezo https://orcid.org/0000–
0001–6221–4088
Michael A. Heneghan https://orcid.org/0000–0002–
5441–9064
Sook-Hyang Jeong https://orcid.org/0000–0002–
4916–7990
Alma L. Ladrón de Guevara https://orcid.org/0000–
0003–3953–5689
Marlyn J. Mayo https://orcid.org/0000–0002–4874–
7010
George N. Dalekos https://orcid.org/0000–0001–
7075–8464
Joost P.H. Drenth https://orcid.org/0000–0001–8027–
3073
Ewa Janczewska https://orcid.org/0000–0002–5406–
4603
Barbara A. Leggett https://orcid.org/0000–0003–
2062–7380
Frederik Nevens https://orcid.org/0000–0003–2905–
5112
Victor Vargas https://orcid.org/0000–0002–7190–
6948
Christophe Corpechot https://orcid.org/0000–0002–
7920–9784
Pietro Invernizzi https://orcid.org/0000–0003–3262–
1998
Palak J. Trivedi https://orcid.org/0000–0002–4009–
8087
Stephen D. Ryder https://orcid.org/0000–0001–
9649–4444

SELADELPAR TREATMENT FOR PRIMARY BILIARY CHOLANGITIS | 413

D
ow

nloaded from
 http://journals.lw

w
.com

/hep by B
hD

M
f5eP

H
K

av1zE
oum

1tQ
fN

4a+
kJLhE

Z
gbsIH

o4X
M

i0hC
yw

C
X

1A
W

n
Y

Q
p/IlQ

rH
D

3i3D
0O

dR
yi7T

vS
F

l4C
f3V

C
1y0abggQ

Z
X

dgG
j2M

w
lZ

LeI=
 on 07/24/2023

https://orcid.org/0000-0002-6736-2255
https://orcid.org/0000-0002-6736-2255
https://orcid.org/0000-0002-6736-2255
https://orcid.org/0000-0002-6736-2255
https://orcid.org/0000-0002-3575-6516
https://orcid.org/0000-0002-3575-6516
https://orcid.org/0000-0002-3575-6516
https://orcid.org/0000-0002-3575-6516
https://orcid.org/0000-0003-4648-4736
https://orcid.org/0000-0003-4648-4736
https://orcid.org/0000-0003-4648-4736
https://orcid.org/0000-0003-4648-4736
https://orcid.org/0000-0002-8553-3652
https://orcid.org/0000-0002-8553-3652
https://orcid.org/0000-0002-8553-3652
https://orcid.org/0000-0002-8553-3652
https://orcid.org/0000-0001-5547-6020
https://orcid.org/0000-0001-5547-6020
https://orcid.org/0000-0001-5547-6020
https://orcid.org/0000-0001-5547-6020
https://orcid.org/0000-0001-5498-6037
https://orcid.org/0000-0001-5498-6037
https://orcid.org/0000-0001-5498-6037
https://orcid.org/0000-0001-5498-6037
https://orcid.org/0000-0002-9263-948X
https://orcid.org/0000-0002-9263-948X
https://orcid.org/0000-0002-9263-948X
https://orcid.org/0000-0002-9263-948X
https://orcid.org/0000-0003-2956-1867
https://orcid.org/0000-0003-2956-1867
https://orcid.org/0000-0003-2956-1867
https://orcid.org/0000-0003-2956-1867
https://orcid.org/0000-0002-4794-9809
https://orcid.org/0000-0002-4794-9809
https://orcid.org/0000-0002-4794-9809
https://orcid.org/0000-0002-4794-9809
https://orcid.org/0000-0001-8666-3849
https://orcid.org/0000-0001-8666-3849
https://orcid.org/0000-0001-8666-3849
https://orcid.org/0000-0001-8666-3849
https://orcid.org/0000-0002-3906-6811
https://orcid.org/0000-0002-3906-6811
https://orcid.org/0000-0002-3906-6811
https://orcid.org/0000-0002-3906-6811
https://orcid.org/0000-0002-4234-224X
https://orcid.org/0000-0002-4234-224X
https://orcid.org/0000-0002-4234-224X
https://orcid.org/0000-0002-4234-224X
https://orcid.org/0000-0002-5208-8185
https://orcid.org/0000-0002-5208-8185
https://orcid.org/0000-0002-5208-8185
https://orcid.org/0000-0002-5208-8185
https://orcid.org/0000-0002-7426-969X
https://orcid.org/0000-0002-7426-969X
https://orcid.org/0000-0002-7426-969X
https://orcid.org/0000-0002-7426-969X
https://orcid.org/0000-0002-8821-6142
https://orcid.org/0000-0002-8821-6142
https://orcid.org/0000-0002-8821-6142
https://orcid.org/0000-0002-8821-6142
https://orcid.org/0000-0001-6221-4088
https://orcid.org/0000-0001-6221-4088
https://orcid.org/0000-0001-6221-4088
https://orcid.org/0000-0001-6221-4088
https://orcid.org/0000-0002-5441-9064
https://orcid.org/0000-0002-5441-9064
https://orcid.org/0000-0002-5441-9064
https://orcid.org/0000-0002-5441-9064
https://orcid.org/0000-0002-4916-7990
https://orcid.org/0000-0002-4916-7990
https://orcid.org/0000-0002-4916-7990
https://orcid.org/0000-0002-4916-7990
https://orcid.org/0000-0003-3953-5689
https://orcid.org/0000-0003-3953-5689
https://orcid.org/0000-0003-3953-5689
https://orcid.org/0000-0003-3953-5689
https://orcid.org/0000-0002-4874-7010
https://orcid.org/0000-0002-4874-7010
https://orcid.org/0000-0002-4874-7010
https://orcid.org/0000-0002-4874-7010
https://orcid.org/0000-0001-7075-8464
https://orcid.org/0000-0001-7075-8464
https://orcid.org/0000-0001-7075-8464
https://orcid.org/0000-0001-7075-8464
https://orcid.org/0000-0001-8027-3073
https://orcid.org/0000-0001-8027-3073
https://orcid.org/0000-0001-8027-3073
https://orcid.org/0000-0001-8027-3073
https://orcid.org/0000-0002-5406-4603
https://orcid.org/0000-0002-5406-4603
https://orcid.org/0000-0002-5406-4603
https://orcid.org/0000-0002-5406-4603
https://orcid.org/0000-0003-2062-7380
https://orcid.org/0000-0003-2062-7380
https://orcid.org/0000-0003-2062-7380
https://orcid.org/0000-0003-2062-7380
https://orcid.org/0000-0003-2905-5112
https://orcid.org/0000-0003-2905-5112
https://orcid.org/0000-0003-2905-5112
https://orcid.org/0000-0003-2905-5112
https://orcid.org/0000-0002-7190-6948
https://orcid.org/0000-0002-7190-6948
https://orcid.org/0000-0002-7190-6948
https://orcid.org/0000-0002-7190-6948
https://orcid.org/0000-0002-7920-9784
https://orcid.org/0000-0002-7920-9784
https://orcid.org/0000-0002-7920-9784
https://orcid.org/0000-0002-7920-9784
https://orcid.org/0000-0003-3262-1998
https://orcid.org/0000-0003-3262-1998
https://orcid.org/0000-0003-3262-1998
https://orcid.org/0000-0003-3262-1998
https://orcid.org/0000-0002-4009-8087
https://orcid.org/0000-0002-4009-8087
https://orcid.org/0000-0002-4009-8087
https://orcid.org/0000-0002-4009-8087
https://orcid.org/0000-0001-9649-4444
https://orcid.org/0000-0001-9649-4444
https://orcid.org/0000-0001-9649-4444
https://orcid.org/0000-0001-9649-4444


Mark G. Swain https://orcid.org/0000–0002–0919–
4468
Pol F. Boudes https://orcid.org/0000–0002–8654–
0352
Yun-Jung Choi https://orcid.org/0000–0002–5153–
9714
Charles A. McWherter https://orcid.org/0000–0002–
7613–3008

REFERENCES
1. Webb GJ, Siminovitch KA, Hirschfield GM. The immunogenetics

of primary biliary cirrhosis: a comprehensive review. J Auto-
immun. 2015;64:42–52.

2. Trivedi PJ, Hirschfield GM. Recent advances in clinical practice:
epidemiology of autoimmune liver diseases. Gut. 2021;70:
1989–2003.

3. Lleo A, Wang GQ, Gershwin ME, Hirschfield GM. Primary biliary
cholangitis. Lancet. 2020;396:1915–26.

4. Gulamhusein AF, Hansen BE. Beyond biochemical responses,
use of histologic staging to predict outcomes of patients with
primary biliary cholangitis. Clin Gastroenterol Hepatol. 2020;18:
1033–5.

5. Lindor KD, Bowlus CL, Boyer J, Levy C, Mayo M. Primary biliary
cholangitis: 2018 practice guidance from the American Associ-
ation for the Study of Liver Diseases. Hepatology. 2019;69:
394–419.

6. Hirschfield GM, Beuers U, Corpechot C, Invernizzi P, Jones D,
Marzioni M, et al. European Association for the Study of the
Liver. EASL clinical practice guidelines: the diagnosis and
management of patients with primary biliary cholangitis. J
Hepatol. 2017;67:145–72.

7. Hirschfield GM, Dyson JK, Alexander GJM, Chapman MH,
Collier J, Hübscher S, et al. The British Society of Gastro-
enterology/UK-PBC primary biliary cholangitis treatment and
management guidelines. Gut. 2018;67:1568–94.

8. Nevens F. PBC-transplantation and disease recurrence. Best
Pract Res Clin Gastroenterol. 2018;34-35:107–11.

9. Kumagi T, Guindi M, Fischer SE, Arenovich T, Abdalian R,
Coltescu C, et al. Baseline ductopenia and treatment response
predict long-term histological progression in primary biliary
cirrhosis. Am J Gastroenterol. 2010;105:2186–94.

10. Carbone M, Sharp SJ, Flack S, Paximadas D, Spiess K, Adgey
C, et al. The UK-PBC risk scores: derivation and validation of a
scoring system for long-term prediction of end-stage liver
disease in primary biliary cholangitis. Hepatology. 2016;63:
930–50.

11. Lammers WJ, van Buuren HR, Hirschfield GM, Janssen HLA,
Invernizzi P, Mason AL, et al. Levels of alkaline phosphatase and
bilirubin are surrogate end points of outcomes of patients with
primary biliary cirrhosis: an international follow-up study. Gastro-
enterology. 2014;147:1338–49.

12. Lammers WJ, Hirschfield GM, Corpechot C, Nevens F, Lindor
KD, Janssen HLA, et al. Development and validation of a scoring
system to predict outcomes of patients with primary biliary
cirrhosis receiving ursodeoxycholic acid therapy. Gastroenterol-
ogy. 2015;149:1804–12.

13. Murillo Perez CF, Harms MH, Lindor KD, van Buuren HR,
Hirschfield GM, Corpechot C, et al. Goals of treatment for
improved survival in primary biliary cholangitis: treatment
target should be bilirubin within the normal range and normal-
ization of alkaline phosphatase. Am J Gastroenterol. 2020;115:
1066–74.

14. Gerussi A, Bernasconi DP, O'Donnell SE, Lammers WJ, Van
Buuren H, Hirschfield G, et al. Italian PBC Study Group and the
GLOBAL PBC Study Group. Measurement of gamma glutamyl

transferase to determine risk of liver transplantation or death in
patients with primary biliary cholangitis. Clin Gastroenterol
Hepatol. 2021;19:1688–97.

15. Nevens F, Andreone P, Mazzella G, Strasser SI, Bowlus C,
Invernizzi P, et al. A placebo-controlled trial of obeticholic acid in
primary biliary cholangitis. N Engl J Med. 2016;375:631–43.

16. You H, Ma X, Efe C, Wang G, Jeong SH, Abe K, et al. APASL
clinical practice guidance: the diagnosis and management of
patients with primary biliary cholangitis. Hepatol Int. 2022;16:
1–23.

17. Bays HE, Schwartz S, Littlejohn T III, Kerzner B, Krauss RM,
Karpf DB, et al. MBX-8025, a novel peroxisome proliferator
receptor-delta agonist: lipid and other metabolic effects in
dyslipidemic overweight patients treated with and without
atorvastatin. J Clin Endocrinol Metab. 2011;96:2889–97.

18. Jones D, Boudes PF, Swain MG, Bowlus CL, Galambos MR,
Bacon BR, et al. Seladelpar (MBX-8025), a selective PPAR-δ
agonist, in patients with primary biliary cholangitis with an
inadequate response to ursodeoxycholic acid: a double-blind,
randomised, placebo-controlled, phase 2, proof-of-concept
study. Lancet Gastroenterol Hepatol. 2017;2:716–26.

19. Bowlus CL, Galambos MR, Aspinall RJ, Hirschfield GM, Jones
DEJ, Dörffel Y, et al. A phase II, randomized, open-label, 52-
week study of seladelpar in patients with primary biliary
cholangitis. J Hepatol. 2022;77:353–64.

20. Kremer AE, Mayo MJ, Hirschfield G, Levy C, Bowlus CL, Jones
DE, et al. Seladelpar improved measures of pruritus, sleep, and
fatigue and decreased serum bile acids in patients with primary
biliary cholangitis. Liver Int. 2022;42:112–23.

21. Watkins PB. An independent blinded review of suspected drug-
induced liver injury (DILI) in nonalcoholic steatohepatitis (NASH)
patients by a panel of pathologists and hepatologists: lessons
learned from the seladelpar hepatoxicity review committee
(SHRC). The European Association for the Study of the Liver
International Liver Congress Virtual. 2021:23–6; Accessed April
12, 2022. https://www.postersessiononline.eu/173580348_eu/
congresos/ILC2021/aula/-PO_1504_ILC2021.pdf.

22. Dhingra S, Mahadik JD, Tarabishy Y, May SB, Vierling JM.
Prevalence and clinical significance of portal inflammation, portal
plasma cells, interface hepatitis and biliary injury in liver biopsies
from patients with non-alcoholic steatohepatitis. Pathology.
2022;54:686–93.

23. Lai JW, Chen HC, Chou CY, Yen HR, Li TC, Sun MF, et al.
Transformation of 5-D itch scale and numerical rating scale in
chronic hemodialysis patients. BMC Nephrol. 2017;18:56.

24. Kuiper EMM, Hansen BE, de Vries RA, den Ouden–Muller JW,
van Ditzhuijsen TJM, Haagsma EB, et al. Improved prognosis of
patients with primary biliary cirrhosis that have a biochemical
response to ursodeoxycholic acid. Gastroenterology. 2009;136:
1281–7.

25. Corpechot C, Abenavoli L, Rabahi N, Chrétien Y, Andréani T,
Johanet C, et al. Biochemical response to ursodeoxycholic acid
and long-term prognosis in primary biliary cirrhosis. Hepatology.
2008;48:871–7.

26. Corpechot C, Chazouillères O, Poupon R. Early primary biliary
cirrhosis: biochemical response to treatment and prediction of
long-term outcome. J Hepatol. 2011;55:1361–7.

27. Parés A, Caballería L, Rodés J. Excellent long-term survival in
patients with primary biliary cirrhosis and biochemical res-
ponse to ursodeoxycholic acid. Gastroenterology. 2006;130:
715–20.

28. Hegade VS, Mells GF, Fisher H, Kendrick S, DiBello J, Gilchrist
K, et al. UK-PBC Consortium. Pruritus is common and under-
treated in patients with primary biliary cholangitis in the United
Kingdom. Clin Gastroenterol Hepatol. 2019;17:1379–87.e3.

29. Leighton J, Thain C, Mitchell-Thain R, Dyson JK, Jones DE.
Patient ownership of primary biliary cholangitis long-term
management. Frontline Gastroenterol. 2021;12:370–3.

414 | HEPATOLOGY

D
ow

nloaded from
 http://journals.lw

w
.com

/hep by B
hD

M
f5eP

H
K

av1zE
oum

1tQ
fN

4a+
kJLhE

Z
gbsIH

o4X
M

i0hC
yw

C
X

1A
W

n
Y

Q
p/IlQ

rH
D

3i3D
0O

dR
yi7T

vS
F

l4C
f3V

C
1y0abggQ

Z
X

dgG
j2M

w
lZ

LeI=
 on 07/24/2023

https://orcid.org/0000-0002-0919-4468
https://orcid.org/0000-0002-0919-4468
https://orcid.org/0000-0002-0919-4468
https://orcid.org/0000-0002-0919-4468
https://orcid.org/0000-0002-8654-0352
https://orcid.org/0000-0002-8654-0352
https://orcid.org/0000-0002-8654-0352
https://orcid.org/0000-0002-8654-0352
https://orcid.org/0000-0002-5153-9714
https://orcid.org/0000-0002-5153-9714
https://orcid.org/0000-0002-5153-9714
https://orcid.org/0000-0002-5153-9714
https://orcid.org/0000-0002-7613-3008
https://orcid.org/0000-0002-7613-3008
https://orcid.org/0000-0002-7613-3008
https://orcid.org/0000-0002-7613-3008
https://www.postersessiononline.eu/173580348_eu/congresos/ILC2021/aula/-PO_1504_ILC2021.pdf
https://www.postersessiononline.eu/173580348_eu/congresos/ILC2021/aula/-PO_1504_ILC2021.pdf


30. Mayo MJ, Carey E, Smith HT, Mospan AR, McLaughlin M,
Thompson A, et al. Impact of pruritus on quality of life and current
treatment patterns in patients with primary biliary cholangitis. Dig
Dis Sci. 2023;68:995–1995.

31. Jacoby A, Rannard A, Buck D, Bhala N, Newton JL, James
OFW, et al. Development, validation, and evaluation of the PBC-
40, a disease specific health related quality of life measure for
primary biliary cirrhosis. Gut. 2005;54:1622–9.

32. OCALIVA® (obeticholic acid). Prescribing information. Intercept
Pharmaceuticals 2016. Accessed August 20, 2020. https://www.
accessdata.fda.gov/drugsatfda_docs/label/2018/207999s003lbl.pdf.

33. Abbas N, Culver EL, Thorburn D, Halliday N, Crothers H, Dyson
JK, et al. UK-wide multicentre evaluation of second line therapies
in primary biliary cholangitis. Clin Gastroenterol Hepatol. 2023;21:
1561–570.e13.

34. Schattenberg JM, Pares A, Kowdley KV, Heneghan MA, Caldwell
S, Pratt D, et al. A randomized placebo-controlled trial of
elafibranor in patients with primary biliary cholangitis and
incomplete response to UDCA. J Hepatol. 2021;74:1344–54.

35. Vuppalanchi R, Caldwell SH, Pyrsopoulos N, deLemos AS,
Rossi S, Levy C, et al. Proof-of-concept study to evaluate the
safety and efficacy of saroglitazar in patients with primary biliary
cholangitis. J Hepatol. 2022;76:75–85.

36. Corpechot C, Chazouillères O, Rousseau A, Le Gruyer A,
Habersetzer F, Mathurin P, et al. A placebo-controlled trial of
bezafibrate in primary biliary cholangitis. N Engl J Med. 2018;
378:2171–81.

37. Iwaisako K, Haimerl M, Paik Y-H, Taura K, Kodama Y, Sirlin C,
et al. Protection from liver fibrosis by a peroxisome proliferator-
activated receptor δ agonist. Proc Natl Acad Sci. 2012;109:
E1369–76.

38. Kouno T, Liu X, Zhao H, Kisseleva T, Cable EE, Schnabl B.
Selective PPARδ agonist seladelpar suppresses bile acid
synthesis by reducing hepatocyte CYP7A1 via the fibroblast
growth factor 21 signaling pathway. J Biol Chem. 2022;298:
102056.

39. Xia X, Jung D, Webb P, Zhang A, Zhang B, Li L, et al. Liver X
receptor β and peroxisome proliferator-activated receptor δ
regulate cholesterol transport in murine cholangiocytes. Hep-
atology. 2012;56:2288–96.

40. Odegaard JI, Ricardo-Gonzalez RR, Red Eagle A, Vats D, Morel
CR, Goforth MH, et al. Alternative (M2) activation Kupffer cells by
PPAR δ ameliorates obesity-induced insulin resistance. Cell
Metab. 2008;7:496–507.

41. Haczeyni F, Wang H, Barn V, Mridha AR, Yeh MM, Haigh WG,
et al. The selective peroxisome proliferator-activated receptor-
delta agonist seladelpar reverses nonalcoholic steatohepatitis
pathology by abrogating lipotoxicity in diabetic obese mice.
Hepatol Commun. 2017;1:663–74.

How to cite this article: Hirschfield GM, Shiffman
ML, Gulamhusein A, Kowdley KV, Vierling JM,
Levy C, et al. Seladelpar efficacy and safety at
3 months in patients with primary biliary chol-
angitis: ENHANCE, a phase 3, randomized,
placebo-controlled study. Hepatology.
2023;78:397–415. https://doi.org/10.1097/
HEP.0000000000000395

SELADELPAR TREATMENT FOR PRIMARY BILIARY CHOLANGITIS | 415

D
ow

nloaded from
 http://journals.lw

w
.com

/hep by B
hD

M
f5eP

H
K

av1zE
oum

1tQ
fN

4a+
kJLhE

Z
gbsIH

o4X
M

i0hC
yw

C
X

1A
W

n
Y

Q
p/IlQ

rH
D

3i3D
0O

dR
yi7T

vS
F

l4C
f3V

C
1y0abggQ

Z
X

dgG
j2M

w
lZ

LeI=
 on 07/24/2023

https://www.accessdata.fda.gov/drugsatfda_docs/label/2018/207999s003lbl.pdf
https://www.accessdata.fda.gov/drugsatfda_docs/label/2018/207999s003lbl.pdf
https://doi.org/10.1097/HEP.0000000000000395
https://doi.org/10.1097/HEP.0000000000000395

