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Primary Biliary Cholangitis (PBC)
- Clinical Aspects -

Hepatocyte

Sherlock and Summerfield 1979

Prevalence (per 100.000) 25 – 40

Gender (f : m) 9 : 1   

Age of manifestation 40 – 60

Overall survival (w/o therapy) 7,5 – 16 yr

Laboratory findings AP/ γGT 

Auto antibodies AMA (anti-PDC-E2), 

 ANA (sp100, gp210)

Florid, non-
suppurous 
cholangitis

Symptoms   

• Fatigue

• Pruritus

• Sicca syndrome

• Arthralgia

•  … 



Pruritus in PBC

Sherlock and Summerfield, 1979 www.drug-rehab-headquarters.com 
/addiction-information; Drug and Alcohol 
rehab headquarters 2011



GLISTEN: Linerixibat for Pruritus in PBC
- Phase III Study; N=238 -

Hirschfield GM et al., EASL 2025; General Session, GS-011



Hirschfield GM et al., EASL 2025; General Session, GS-011

GLISTEN: Linerixibat for Pruritus in PBC
- Phase III Study; N=238 -



Hirschfield GM et al., EASL 2025; General Session, GS-011

• Rapid and presistent improvement of pruritus

• Every fifth patient without pruritus after 6 months

• Improvement also for sleep

• AE: diarrhea (61%), GI-symptoms, ALT/AST 

GLISTEN: Linerixibat for Pruritus in PBC
- Phase III Study; N=238 -



Volixibat for Pruritus in PBC
- VINTAGE: Phase II Study; 26 weeks interim analysis -

Henneghan M et al., EASL 2025; Parallel Session, OS-059



Henneghan M et al., EASL 2025; Parallel Session, OS-059

Volixibat for Pruritus in PBC
- VINTAGE: Phase II Study; 26 weeks interim analysis -

• Achievement of sBA response:

‒ Volixibat 20 mg bid: 80% 

‒ Volixibat 80 mg bid: 60% 

‒ Placebo: 36%

Adult ItchRO over time IL-31 levels over time

‒Δ3.7

‒Δ3.9

‒Δ1.3

• Most common TEAE: diarrhoea; reported in up to 77% of all patients receiving 

volixibat

– Severity = mild to moderate

– Led to 1 discontinuation

• No effect on cholestasis parameters, but TBS ↓ 

• Sleep and fatigue also improved

• 20 and 80 mg equivalent effective → Phase IIb: 20 mg

• AE: diarrhea (77%), 1x discontinuation

• Confirmation with full patient count required
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Primary Sclerosing Cholangitis (PSC)
- Clinical Aspects -

Hepatozyt

www.drug-rehab-headquarters.com/addiction-information

Drug and Alcohol rehab headquarters 2011

Prevalence (per 100.000) 9 – 14

Gender (f : m) 1 : 2   

Age of manifestation 25 – 45

Surival 12 – 20 years

Laboratory pattern AP, yGT, bilirubin ↑

Cancer risk CCC, GB-CA, CRC

Symptom burden

• Pruritus

• Fatigue

• Jaundice

• Abdominal pain

• IBD-associated symptoms

Hirschfield GM et al., Lancet 2013;382:1587



NUC-5: Norucholic acid for PSC
- Phase III Study; N=301; IBD: 64%; UDCA: 78%; 96 week analysis -

Trauner M et al., EASL 2025; Late Braker Session, LB-001
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NUC-5: Norucholic acid for PSC
- Phase III Study; N=301; IBD: 64%; UDCA: 78%; 96 week analysis -



Trauner M et al., EASL 2025; Late Braker Session, LB-001

• Stabilization, but no improvement on NIT (ELF, LSM)

• AP, yGT and ALT also improved

• No effect on fatigue, pruritus or QoL

• Positive Phase III-Study in PSC → possible approval in 

2026

NUC-5: Norucholic acid for PSC
- Phase III Study; N=301; IBD: 64%; UDCA: 78%; 96 week analysis -



ELMWOOD: Elafibranor for PSC
Phase II Study; N=68; AP: 369 U/L; IBD: 56%; UDCA: 71%; WI-NRS > 4: 16%

Levy C et al., EASL 2025; Parallel Session, OS-089

Screening Double-Blind Period

Randomisation 1:1:1b

Placebo (N=23)

Open-Label Extension

Elafibranor 120 mg QD 
(N=63)

96 weeks

Elafibranor 120 mg QD (N=23)

12 weeks

Primary endpoint
Safety and tolerability of elafibranor 

80 mg and 120 mg compared with placebo

Secondary endpoints
Change from baseline in biochemistries 

and non-invasive markers of fibrosis

Exploratory endpoints
Change in symptoms of PSC, including 

pruritus assessed by WI NRS

8 weeks

Elafibranor 80 mg QD (N=22) 

Inclusion criteria:
• Adults with large-duct PSC
• ALP ≥1.5x ULN
• Stable background UDCA permitteda

• Stable IBD and stable IBD treatment 
permitted

Exclusion criteria:
• History of hepatic decompensation
• Advanced cirrhosis (Child-Pugh B or C)
• ALT or AST >5x ULN 
• Platelet count <100,000/µL
• eGFR <60 mL/min/1.73m2



Levy C et al., EASL 2025; Parallel Session, OS-089

ELMWOOD: Elafibranor for PSC
Phase II Study; N=68; AP: 369 U/L; IBD: 56%; UDCA: 71%; WI-NRS > 4: 16% 
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Placebo (N=23) Elafibranor 80 mg (N=22) Elafibranor 120 mg (N=23)

Relative change from baseline in ALP ALP response according to threshold reductions

−35.3% (−49.2, −21.4)

−54.7% (−68.3, −41.0)

Treatment difference (95% CI) 

• yGT, ALT and AST also improved

• Trend towards attenuated pruritus

• Positive Phase II-Study in PSC; But: relevance of AP 

reduction in PSC?
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IgG4-related diseases (IgG4-RD)
- Clinical aspects -

Yamamoto et al. Nature Rev Rheumatology 2014, modified

Löhr, Vujasinovic, Rosendahl, Stone, Beuers. Nat Rev Gastroenterol Hepatol 2022;19:184

Pachymeningen

Orbita, Hypophyse

Speichel- und Tränendrüsen

Schilddrüse

Lungen, Lymphknoten

Pankreas: Autoimmunpankreatitis Typ 1

Nieren und Ureteren

Retroperitoneum

Aorta

Prostata, Epididymis, Testis, Vagina

Intestinum, 

Retroperitoneum

Gallenwege:

- IgG4-Cholangitis (IRC)

- Entzündlicher

Pseudotumor

- Biliäre Zirrhose

- IgG4-Cholezystitis



Inebilizumab for IgG4-RD
- MITIGATE: Phase III-Study  -

Culver E et al., EASL 2025; General Session, GS-002

Primary endpoint: time to first treated flare
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Inebilizumab for IgG4-RD
- MITIGATE: Phase III-Study  -

Culver E et al., EASL 2025; General Session, GS-002

• First RCT using CD19 mAb in IgG4-RD

• Strong reduktion of flares and prednisone dose

• No safety signals

• Advantage over rituximab?
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The ‘Biliary HCO3- Umbrella‘ Hypothesis

Beuers et al., Hepatology 2010;52:1489; Hohenester, Maillette de Buy Wenniger et al., Hepatology 2012;55:173; Chang et al., Hepatology 2016;64:522 

[Lancet 2018;391:2547]

Bile

Cholangiocyte



Defects in ‘Biliary HCO3- Umbrella‘ in cholangiopathies?

Medina et al. Hepatology 1997: 25;12; Banales et al. Hepatology 2012;56:687; Reich et al. J Hepatol 2021;75:634

[Lancet 2018;391:2547]

PSC CF
PBC

Bile

Cholangiocyte

IRC ?



Mouliade C et al., EASL 2025; General Session, GS-008

Effect of CFTR modulators on CF-ass. Cholangiopathy
- Elexacaftor-Tazacaftor-Ivacaftor (Tricafta) -

Incidence of progression of hepatobiliary disease: varices, variceal bleeding, 

decompensated cirrhosis, HCC, LTX, overall survival



Mouliade C et al., EASL 2025; General Session, GS-008

After propensity score mating

• Tricafta reduced incidence of progression of CF-ass. 

cholangiopathy

• Tricafta improved overall survival

• Association with improved lung function?

• No data on liver tests / NIT

Effect of CFTR modulators on CF-ass. Cholangiopathy
- Elexacaftor-Tazacaftor-Ivacaftor (Tricafta) -



Take Home Message – Autoimmune / Cholestasis 

▪ Linerixibat: positive Phase III-Study GLISTEN in PBC patients with strong reduction

in pruritus intensity, but high placebo effect.

▪ Odevixibat: positive interim analysis of Phase II-Study VINATGE in PBC patients with

strong reduction in pruritus intensity

▪ Norucholic acid (NAC): positive Phase III-Study NUC-5 in PSC patients with

stablization of disease (histological and biochemical)

▪ Elafibranor: positive Phase II-Study ELMWOOD in PSC patients with biochemical

response

▪ Inebilizumab: positive Phase III-Study in IgG4-RD with complete prevention of 

flares.

▪ Tricafta: reduced progression of CF-ass. cholangiopathy and improved overall

survival.
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