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ALP<1.67 ULN, REDUCTION OF ALP AT LEAST 15% FROM BASELINE, NORMALIZATION BILIRUBIN



316pts
f/u: 26.3m (13.3-43.3)

ALP,GGT, TRANSA, BIL decrease (p<0.01)
GLOBE PBC & UK-PBC improved (p<0.01)

12m: 41.7% POISE response (ITT)

Triple tx more likely to achieve a CBR 
compared to dual tx

36m: liver related survival 97.3%
OCA discontinuation: 18.2% (5% pruritus)
16/72 cirrhotics decompensate 
(all with APRI>0.75)
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RESPONSE: Phase 3 Study Design











localized TGF-β inhibition in the fibrotic liver may provide a novel approach to treat PSC, without 
affecting TGF-β signaling systemically 











111: SERUM PROTEOMICS REVEALS UNIQUE ASSOCIATION OF CCL24 
WITH DISEASE-RELATED PATHWAYS AND SIGNATURES IN PSC
Ilan Vaknin

Background: CCL24 (Eotaxin-2) is a chemokine that promotes inflammation 
& fibrosis and is overexpressed in the liver of patients with PSC



111: SERUM PROTEOMICS REVEALS UNIQUE ASSOCIATION OF CCL24 
WITH DISEASE-RELATED PATHWAYS AND SIGNATURES IN PSC
Ilan Vaknin

Conclusion: This study provides further 
evidence of the critical role of CCL24 in the 
pathogenesis of PSC, highlighting its unique 
association with disease-related pathways 
not shared by other eotaxins. 

Targeting CCL24 could be a promising 
therapeutic strategy for the treatment of 
PSC, which supports the ongoing phase 2 
study of CM-101, a CCL24 neutralizing 
antibody, in patients with PSC.
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Divergent Results of IBAT inhibitors in PBC:
• Phase II RCT in PBC: maralixibat not superior to placebo (N=66, 3mo)
• Phase II RCT in PBC: linerixibat short term benefit (N-21, 2w)

Mayo. Hepatol Commun 2019, Hegade. Lancet 2017
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5019-C: COMBINED EFFECT OF OBETICHOLIC ACID & BEZAFIBRATE IN PBC
PATIENTS & INADEQUATE RESPONSE TO OR INTOLERANCE OF UDCA: 
RESULTS FROM TWO PHASE 2 CLINICAL TRIALS Levy, US

• Two randomized, double-blind, active-controlled phase 2 trials (213 
(75pts) & 214 (41pts)) assessed the effects OCA/BZF vs BZF mono on 
safety/tolerability, serum biomarkers & biochemical remission



5019-C: COMBINED EFFECT OF OBETICHOLIC ACID & BEZAFIBRATE IN PBC
PATIENTS & INADEQUATE RESPONSE TO OR INTOLERANCE OF UDCA: 
RESULTS FROM TWO PHASE 2 CLINICAL TRIALS Levy, US

Conclusion:

• These results suggest short-term (12w) administration of OCA/BZF was 
well tolerated & has therapeutic potential to normalize multiple serum 
biomarkers associated with improved clinical outcomes

• Low rates of pruritus were observed in the OCA/B400 SR cohort of 
Study 213, which were significantly lower than those in the preliminary 
OCA/B400 IR cohort of Study 214 & the phase 3 POISE study

• The data support progression to phase 3 development of the sustained 
release formulation of BZF with low doses of OCA



4569-C: REAL-WORLD EXPERIENCE WITH FIBRATES IN 
PATIENTS WITH PBC
Maria C. Van Hooff

Background: Evaluate the real-world use and effectiveness of fibrates 
(off-label use) in a nationwide cohort
Methods: Retrospective study in all Dutch hospitals >1990. Biochemical 
measurements before the start of fibrates and those closest to 12 mo
Results: 318 pts (female 91.5%), bezafibrate (97.8%), cirrhosis (14.2%)
• Fibrate therapy was discontinued within the first year in 67 (21.1%) 
• Overall, the median ΔALP and Δbilirubin were -1.03 (IQR -0.60 to -

1.77) and -0.08 (IQR -0.20 to 0.06), respectively
• Conclusion: Fibrate use was associated with statistically significant 

reductions in cholestatic surrogate markers after one year of therapy, 
with about a third of patients reaching the most stringent 
biochemical treatment goals. However, discontinuation rate was high, 
indicating the need to optimize fibrate treatment strategies



4563-C: PREVALENCE AND TREATMENT OF PRURITUS IN PATIENTS 
WITH PBC: RESULTS FROM THE GERMAN PBC REGISTRY
Toni Herta

Background: Limited data on prevalence & treatment of pruritus in PBC pts

Methods: 32 centers, 2019 – 2023, 4-point Lickert scale (absent, mild, moderate, severe)

Results: Pruritus was noted in 117/496 (24%) (mild, moderate, or severe in 57 (49%), 41 
(35%), 19 (16%), younger at PBC diagnosis, more often depression) 

• Prevalence of pruritus was not significantly different between both second line 
treatment groups (27% vs. 31%), or between UDCA responder patients and primary 
UDCA incomplete responders (21% vs. 27%)

• Antipruritic therapies were infrequently used: 

• bezafibrate n=15, antihistamines n=7, 

• cholestyramine n=3, sertraline n=2, 

• rifampicin n=1, steroid-containing ointment n=1

Conclusion: Pruritus is common and inadequately treated in PBC patients. Diagnosis highly 
depends on the treating physician and needs harmonization. Education about antipruritic 
therapies should be improved.



4551-C: IMPACT OF TYPE 2 DIABETES MELLITUS ON LIVER FIBROSIS & 
HEPATIC STEATOSIS IN PATIENTS WITH PBC: A LONGITUDINAL STUDY
Williams, US

570 pts, f/u median 3.6yrs

Conclusion: T2DM at the initial visit is associated with an increased likelihood of hepatic steatosis, but not 
clinically significant liver fibrosis. Over time, patients with PBC and T2DM have a significantly higher risk of 
developing both hepatic steatosis and clinically significant fibrosis compared to those without T2DM.



4540-C: CORRELATIONS BETWEEN FIBROSIS SCORING SYSTEMS & TE IN 
THE PHASE 3 POISE STUDY OF OCA IN PBC Gish, US

Conclusion: This post hoc sub-analysis of the phase 3 POISE trial demonstrated significant associations across all 4 fibrosis 
markers. At both time points, the correlation between FIB-4 and TE was stronger than the others. Although FIB-4 is not 
validated in PBC, the moderately strong observed correlation with TE suggests that FIB-4 may be a possible surrogate for 
evaluating fibrosis in patients with PBC.



4591-C: WIDESPREAD DYSREGULATION OF METABOLIC STRESS PATHWAYS IS 
A CHARACTERISTIC OF PBC: COMPARISON OF THE SERUM METABOLOMES 
OF PBC PATIENTS TO MATCHED HEALTHY VOLUNTEERS
Yung-Jung Choi

Background: Current analytical methods measure > 1000 

metabolites to define a serum metabolome

Methods: 161 PBC pts (phase 3 ENHANCE) & 55 healthy 

Results: 1031 metabolites were identified

• 468 (45%) were significantly increased  

• 189 (18%) were significantly decreased (p < 0.05)

• Bile acids were broadly elevated

Conclusion:

PBC patients displayed broad changes in serum metabolites reflective of metabolic stress 
indicating mitochondrial defects and liver dysfunction associated with their cholestasis. 



4547-C: EFFICACY, SAFETY & TOLERABILITY OF VOLIXIBAT IN PATIENTS 
WITH IC PREGNANCY: A CASE SERIES OF 4 PATIENTS
Caroline Ovadia, UK

Background: Volixibat (VLX) is a minimally absorbed ileal bile acid transporter (IBAT) inhibitor

4 ICP patients treated with VLX under the OHANA trial (NCT04718961)

Methods: Open-label VLX 20mg or 80mg BID until delivery

• Adult ItchRO, sBA, liver enzymes, perinatal outcomes & adverse events (TEAEs) were assessed

Results: 1,000 participate, 26 screened, 4 enrolled

• All patients experienced reductions in pruritus from Baseline

• All patients had healthy live births (at weeks 34, 35 and two to term)

• The most frequent TEAEs were gastrointestinal (GI) in nature and mild to moderate in severity 

• One patient tolerated treatment until delivery with no dose modifications due to AEs

Conclusion: VLX demonstrated improvements in pruritus and sBA, signaling proof of concept 



4530-C: A PILOT STUDY EXAMINING A LOW-SULFUR/LOW-PROTEIN DIET 
VERSUS THE SPECIFIC CARBOHYDRATE DIET IN PATIENTS WITH PSC
Gila Feinman Sasson, US

Background: Little is known about the role of diet in PSC

• This study compares the effects of a low-protein diet (LPD) 

and Specific Carbohydrate Diet (SCD) on clinical, microbial 

and metabolomic parameters in PSC

• SCD, with higher protein content, increases disease activity 

and LPD reduces activity, as assessed by (ALP), through 

modulatory effects on the gut microbiome

Methods: large-duct PSC, ALP >1.5 x ULN 

1:1 to LPD or SCD for 8w

Results: 20pts

4w: 60% in LPD >10% reduction in ALP (14.72- 39.65%) 

vs 22% in SCD (11.59-23.76%) (P=0.05) 

Conclusion:

LPD is associated with a meaningful ALP reduction that appears to be driven by protein consumption. 

In contrast, a high protein diet is associated with worsening ALP.



4534-C: ASSOCIATIONS BETWEEN LIVER BIOMARKERS & CLINICAL 
OUTCOMES IN PATIENTS WITH PSC: A RETROSPECTIVE REAL-WORLD STUDY
Jun Xu, US

Background: We explored the associations between liver biomarker levels and clinical outcomes in 
a large cohort of patients with PSC

Methods: Adult pts PSC, Liver biomarkers (alb, total bil, ALP, ALT, AST, APRI) at baseline, 6 & 12 mo

Outcomes: cirrhosis, decompensation, liver failure, liver cancer &  a composite outcome 

Results: (N=2373) mean follow-up 4.2 years. Percent changes in biomarkers from baseline to 
outcomes were associated (p<0.05) with most events 

• Conclusion: Liver biomarkers at baseline and changes during follow-up were associated with PSC 
outcomes. Further research is needed to identify the exact clinical correlates and confirm 
prognostic thresholds for these biomarkers



4501-C: AZATHIOPRINE ON RISK OF EXTRAHEPATIC MALIGNANCY IN 
PATIENTS WITH AUTOIMMUNE HEPATITIS: A NATIONWIDE CLAIMS STUDY 
IN SOUTH KOREA Sung Hwan Yoo

Background: We aimed to evaluate the impact of azathioprine (AZT) 
treatment on extrahepatic malignancy risks
Methods: All persons diagnosed with AIH (2008 - 2020)

8,280 pts with AIH (3,059 with AZA + 5,221 without AZA)
f/U: 49.8±43.1mo

Results: The incidence of extrahepatic malignancy was 1.36 and 1.23 per 100 
person-years in the patients treated with AZT and without AZT, respectively 
(P=0.685) 
• After confounding by age, sex, DM, cirrhosis, the HR was 1.09 (P=0.600)
Conclusion: The national claims data of HIRA did not show that AZT 
significantly increases the risk of extrahepatic malignancy among AIH 
patients



4509-C: INVESTIGATING MIF AS A BIOMARKER OF DISEASE SEVERITY 
IN AUTOIMMUNE HEPATITIS
Swathi Krishnan

Background: Novel biomarkers could help identify patients with more aggressive phenotypes 
requiring second-line immunosuppression (IS). 

Macrophage migration inhibitory factor (MIF), a pro-inflammatory mediator, and sCD74, the 
circulating MIF receptor, are implicated in AIH (Assis et al, Hepatology 2014)

Methods: 106 adult AIH 

• Serum MIF and sCD74 expression were measured by sandwich ELISA 

• The high-risk MIF -173 C/G polymorphism was tested

Results:

• Significantly higher median levels of MIF (4 vs. 1.3 ng/mL, p=0.004) and sCD74 (86 vs. 7.1 ng/mL, 
p=0.003) were found in patients requiring second- and third-line IS (cyclo, mercapto, MMF, 
rituximab, tacrolimus) compared to patients on first-line therapy with AZA

• A trend toward longer time to biochemical response in patients with one or more C alleles vs. GG 
(36 vs. 13.9 months, p=NS)

Conclusion: Our study shows that circulating MIF and sCD74 levels are significantly higher in AIH 
patients requiring second- and third-line IS. This suggests that these candidate immune-based 
biomarkers may be able to identify patients with severe disease requiring more aggressive IS 
regimens



4502-C: BIOMARKER DISCOVERY IN PATIENTS WITH AIH
Claire Harringhton

Background: investigate candidate blood biomarkers of AIH activity vs. 
quiescence to eventually guide & personalize IST management
Methods: 38 patients 
• active AIH at liver biopsy (AD) (n=11), AIH with complete biochemical 

response on IST for >1 year (RT) (n=16), and AIH with complete biochemical 
response off IST for >1 year (NRT) (n=11) and healthy controls (n=5) 

• panel of 92 plasma inflammatory markers (OLINK) as well as targeted 
candidate biomarkers (Sandwich ELISA) identified from prior studies 
(Harrington et al, Hepatology 2022)

Results:
• AD group had significantly higher levels of BAFF, CDCP1, and CXCL11 vs. all 

other groups
• AD also had a higher ferritin, sCD74 and sCD74/MIF ratio vs. the RT group
• NRT group had higher ferritin levels and sCD74/MIF ratio vs. the RT group 

despite both having normal liver enzymes and IgG levels



4502-C: BIOMARKER DISCOVERY IN PATIENTS WITH AIH
Claire Harringhton

Conclusion:
Several inflammatory biomarkers 
associated with active vs. 
biochemically quiescent AIH, 
supporting their potential use for 
detecting immunoactivity. 
The biomarker differences between 
inactive AIH vs. healthy controls and, 
importantly, inactive AIH on vs. off IST 
suggest a potential role to detect 
immunoactivity despite normal liver 
tests, which may be useful when 
considering IST withdrawal



4516-C: ROLE OF NITS IN ASSESSING THE DEGREE OF FIBROSIS IN AIH, 
PBC, & OVERLAP SYNDROME A CANADIAN MULTI-CENTER REVIEW
M. Alsager

Background: Ability of (APRI) & (FIB4) to discriminate for liver fibrosis 
stage based on liver biopsy 

Methods: Data from Canadian Network for Autoimmune Liver Disease

• Liver biopsy vs APRI/FIB4 within one year from liver biopsy date 

• F0 vs. F1-4 & F0-2 vs. F3-4

Results: 815 pts

• 28% (AIH), 57 % (PBC), 15% (OS)

• F0 (16.2%), FI-F2 (44.6%), F3-F4 (39.1%)



4516-C: ROLE OF NITS IN ASSESSING THE DEGREE OF FIBROSIS IN AIH, 
PBC, & OVERLAP SYNDROME A CANADIAN MULTI-CENTER REVIEW

Conclusion:
APRI score and FIB-4 
score had reasonable 
PPV however, poor 
NPV, and therefore, 
both APRI and FIB-4 
cannot be used to 
stratify patients with 
or without fibrosis. In 
patients with PBC and 
OS, higher APRI score 
was associated with 
advanced fibrosis.




