
Selecting and Managing 
Second-line Treatment 
for PBC: Achieving  
Biochemical Disease 
Control and  
Symptom Relief 

n  In practice, selection of PPAR agonists is influenced by insurance coverage and 
formulary access 

n  No clinical data to suggests superiority of one PPAR agonist over another

ABBREVIATIONS
ALP: alkaline phosphatase 
GERD: gastroesophageal reflux 
GI: gastrointestinal 
IBATi: ileal bile acid transporter inhibitor 
LSMD: least-squares mean difference 
MoA: mechanism of action 

PBC: primary biliary cholangitis 
PPAR: peroxisome proliferator-activated receptor 
SSRI: selective serotonin reuptake inhibitor  
UDCA: ursodeoxycholic acid 
UV: ultraviolet 
WI-NRS: Worst Itch Numeric Rating Scale 
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Elafibranor and Seladelpar Are Currently the Only Conditionally 
Approved PPAR Agonists for the Second-line Treatment  
of Adults with PBC with Inadequate Response to UDCA

a P<0.001. b P=0.002.

Elafibranor Seladelpar

MoA Dual PPARα/δ Selective PPARδ agonist

Dose 80 mg once daily 10 mg once daily

Efficacy  
(vs placebo) 

n  51% (vs 4%) biochemical  
response at week 52a 

n  15% (vs 0%) ALP  
normalization at week 52b

n  61.7% (vs 20.0%) biochemical 
response at week 52a 

n  25% (vs 0%) ALP  
normalization at week 52a

Clinical 
considerations

Bone fracture  
(6% vs 0% in placebo)  

Bone fracture risk  
(4% vs 0% in placebo) 

n  Risk of rhabdomyolysis/ 
myositis, monitor if on a  
concomitant statin 

n  Interacts with hormonal  
contraception

Shown to be safe and  
effective in patients with PBC  
and compensated cirrhosis

Some evidence for pruritus  
improvement Some evidence for pruritus  

improvementEmerging evidence for fatigue  
improvement

Common 
side effects

Weight gain, diarrhea, abdominal 
pain, nausea/vomiting, GERD

Headache, abdominal pain/ 
distension, nausea, diarrhea

This table is not intended for cross-comparison between agents but rather to highlight key characteristics of each PPAR agonist. 

Consider 
discontinuing if 

moderate or 
severe hepatic 

impairment 

Monitor  
patients with  
cirrhosis for  
evidence of 

decompensation 

Pruritus Management Options

In addition to evidence suggesting pruritus benefits of second-line treatment  
with PPAR agonists, additional therapies/interventions should be considered  

for targeted symptom management.

Traditional Treatments

n  Bile acid sequestrants  
(e.g., cholestyramine) 

n  Rifampin 

n  Opioid antagonists  
(e.g., naltrexone, naloxone) 

n  SSRis  

New and Emerging Role for IBATis in Pruritus Management

n  MoA of IBATis 
  — ↓ Bile acids return to  

cholestatic liver 
  —  ↑ Excretion of bile acids 
  — ↓ Hepatic bile acid  

accumulation  
n  Restricted to luminal intestine 
  — Reduces systemic  

adverse effects 

Figure from: Martins A, Levy C. Curr Hepatol Rep. 2025;24(1):28. This work is licensed 
under a Creative Commons Attribution 4.0 International License (CC BY 4.).  
https://creativecommons.org/licenses/by/4.0/. 

n  Linerixibat: first approved oral IBATi 
for PBC pruritus in March 2026 

  — Efficacy: improvements in  
WI-NRS noted as early as  
2 weeks after treatment 

  — Safety: GI symptoms more  
common with linerixibat vs 
placebo 

  • Diarrhea (61% vs 18%) 
  • Abdominal pain (18% vs 3%)


