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Agenda

• Ottimizzare la terapia di 

prima e seconda linea 

nella PBC

• Novità dagli studi di fase 3 

con PPAR agonisti 

• Studi sperimentali in corso 



Ottimizzare la terapia di prima e seconda linea nella PBC



UDCA

UDCA : 13-15 mg/Kg/die

N. 3902 pazienti 

con PBC

Harms et al, J Hepatol 2019

30-40% dei pazienti con PBC ha una 

risposta inadeguata a UDCA



Definire la risposta incompleta a UDCA

• Definizioni binarie e score continui

• Fosfatasi alcalina (ALP)

• ALP> 1.5 x ULN nonostante UDCA

• Bilirubina 

• > 1.0 x ULN

• < 0.6 x ULN è protettiva

• Età 

• Pazienti giovani outcome peggiore

• Fibrosi valutata tramite VCTE

EASL CPG PBC J Hepatol 2017; Murillo-Perez et al, Am J Gastroenterol 2020

Corpechot  et al, J Hepatol 2022



Adequate vs. Deep response to UDCA

Corpechot  et al, Hepatology 2024



Management dei pazienti con risposta inadeguata a UDCA

• Osservazione (pazienti anziani e/o comorbidità significative)

• Ottimizzare il dosaggio di UDCA (aumento di peso corporeo, risultati 

controversi 28-32 mg/Kg)

• Avvio della terapia di II° linea 

• Acido obeticolico

• Fibrati* off label per CBP

• OCA + Fibrati* off label per CBP

• Trial clinici



Acido obeticolico (OCA): studio POISE e OLE

Nevens et al, NEJM 2016

Trauner et al, Lancet Gastroenterol Hepatol 2019

46% - 47% OCA vs. 10% placebo group

at 12 months

POISE response to OCA in OLE

Endpoint primario (POISE criteria)

ALP < 1.67 x ULN e riduzione di ALP di almeno 15% rispetto al basale e bilirubina < 1x ULN



OCA negli outcome a lungo termine: studio COBALT

Kowdley et al, AASLD 2023 Poster 4578 



OCA e sopravvivenza libera da trapianto: studio COPEC

Murillo Perez, Fisher et al, Gastroenterology 2022



Efficacia e sicurezza di OCA nel real life

Roberts et al. Hepatol Commun 2020;  D’Amato, De Vincentis et al. JHEP Reports 2021;  

De Vincentis, D’Amato et al, Liv Int 2022; Gomez et al. Aliment Pharmacol Ther 2021

N=191 PBC

12 months

51.9% POISE Response

17% OCA discontinuation

• 66% for pruritus

• 9% for hepatic SAE

N=100 cirrhotic PBC

12 months

32% POISE Response

22% OCA discontinuation 

• 46% for pruritus

• 41% for hepatic SAE

Number of patients 36 191 100 (cirrhotic) 78

OCA duration (months) 12 12 12 12

POISE response 18% 51.9% 32% 29.5%

OCA discontinuation 17% 17% 22% 12%

Reason for 

discontinuation

45.5% pruritus

19% hepatic 

SAE

66% pruritus

9% hepatic SAE

46% pruritus

41% hepatic SAE

71% pruritus

21% hepatic SAE



Efficacia di OCA su endpoint primari e secondari

P = 0.2

NO PBC- AIH OVERLAP (n 289)

28.8%

5%

38.6%

9.8%

42%

14.2%

44.7%

15.8%

47%

18.9%

48.5%

18.9%

46.6%

18.9%

25.4%

1.7%

30.8%

5.4%

30.8%

7.4%

36%

9.9%

39.3%

13.2%

39.3%

13.2%

39.3%

13.2%

NO PBC-AIH OVERLAP (N 382) PBC-AIH OVERLAP (N 59)

6 12 18 24 30 36 42 6 12 18 24 30 36 42

0%

10%

20%

30%

40%

50%

Time (months)

R
e

s
p
o

n
s
e
 P

ro
b

a
b

ili
ty

POISE NORMAL RANGE

361361 308308 256256 218218 158158 114114 4242 5555 4646 3838 3030 2424 1818 1010
Sbjs on

 OCA

PBC-AIH OVERLAP (n 59)

28.3%

4.5%

37.5%

9.2%

40.4%

13.3%

43.5%

15%

46%

18.2%

47.2%

18.2%

45.6%

18.2%

0%

10%

20%

30%

40%

50%

6 12 18 24 30 36 42

Time (months)

R
e
sp

o
n
se

 P
ro

b
a
b

ili
ty

POISE NORMAL RANGE

416416 354354 294294 248248 182182 132132 5252
Sbjs on

 OCA

OVERALL POPULATION

Courtesy Dr. Francesca Terracciani, UNICAMPUS Roma Oral presentation, ILC 2023 Vienna

Popolazione in studio: 441 pazienti con PBC



Stiffness epatica (VCTE) al basale e a 24 mesi dall’avvio di OCA

66 patients

• 41 responders 

• 28 non-responders
p 0.97 p 0.01
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Courtesy Dr. Francesca Terracciani, UNICAMPUS Roma Oral presentation, ILC 2023 Vienna



OCA Response Score

De Vincentis et al, CGH 2024 in press 



Cause di discontinuazione di OCA
Reason OCA discontinuation       N 86

Pruritus                          41

Hepatic Severe Adverse Events (SAE)                       19

Lack of efficacy 6

Pregnancy                         2

Abdominal pain                    2

Amenorrea                         1

Anemia                            1

Complication after hip fracture   1

Covid19 pandemic                  1

Demyelinating disease             1

Dizzying syndrome                 1

FDA warning                       1

Headache                          1

Cerebrovascular event           1

Intolerance                       1

Myalgia                           1

Ophthalmological toxicity           1

Liver transplantation for severe pruritus            1

Skin reactions                    1

Spontaneously, covid related fear 1

Swelling of hand and asthenia     1

Hepatic SAE n(19)

Decompensation (ascites, GI bleeding, 

EPS)

10 (10 cirrhotics)

Worsening liver function (jaundice) 8 (7 cirrhotics)

Worsening liver enzymes 1 (non cirrhotic)

Courtesy Dr. Francesca Terracciani, UNICAMPUS Roma Oral presentation, ILC 2023 Vienna



Impatto di OCA nei sintomi e QoL 

Assessment of the effect of 

obeticholic acid on:

Biochemistry

Liver stiffness

Symptoms

Health related Quality 

of Life

Illness perception

Rollo,.. Cazzagon AISF 2023,



Day 0

Day 15
..

Padua protocol for OCA

?



Padua protocol for OCA

Baseline 6 months 12 months 18 months 24 months 30 months 36 months

Physical examination, clinical outcomes

General well-being

Adverse events

Symptoms and QoL: Scale 5-D, PBC-40, VAS, Fatigue Impact Scale, Euro-QoL 5D-5L

Liver stiffness 

by VCTE

Liver function tests (LFTs)

Lipids, Blood cell count

Liver stiffness 

by VCTE

Liver stiffness 

by VCTE

Liver stiffness 

by VCTE

…

Rollo,.. Cazzagon AISF 2023,



Itch domain of PBC-40

Three patients reported new onset of pruritus of mild intensity.

Fatigue Impact Scale (FIS)

Effetto di OCA sui sintomi della PBC

Rollo,.. Cazzagon AISF 2023,



Bezafibrato* nella PBC: studio BEZURSO

Corpechot et al, NEJM 2018
*off-label per PBC

Endpoint: risposta completa (normalizzazione 

di ALP, bil. tot, transaminasi, albumina e PT).

31% BEZA vs. 0% placebo



Bezafibrato* e sopravvivenza libera da trapianto

Tanaka et al, J Hepatol 2021
*off-label per PBC



Bezafibrato nel prurito della PBC: studi BEZURSO e FITCH

Corpechot et al, NEJM 2018. De Vries et al, Gastroenterology 2020

The BEZURSO trial

Riduzione dell’intensità del prurito a 

24 mesi associata a  bezafibrato 

-95% [-241%; 50%] 

The FITCH trial

Aumento della creatinina sierica del 3% nel gruppo con BEZA vs. 5% 

nel gruppo placebo (p= n.s.).

Non dati sulla sicurezza a lungo termine.



Efficacia della triplice terapia: UDCA, OCA, fibrati*

Soret  et al,  Aliment Pharmacol Ther. 2021



Nevens  et al, Oral Presentation, EASL 2023



Nevens  et al, Oral Presentation, EASL 2023



Férnandez-Rodriguéz et al, Oral Presentation, AASLD 2023 November 13th

Efficacia a lungo termine di OCA +/- fibrati: la coorte IBER-PBC



Novità dagli studi di fase 3 con PPAR agonisti 







Seladelpar: agonista selettivo di PPAR𝜹

Hirschfield et al, AASLD 2023 Late Breaker abstract 



Elafibranor: agonista PPAR𝜶 e PPAR𝜹

Modified from Bowlus C, Late breaking AASLD, November 13th 2023

Kowdley et al, NEJM 2024



Seladelpar: disegno dello studio RESPONSE

Hirschfield et al, NEJM 2024



Elafibranor: disegno dello studio ELATIVE

Modified from Bowlus C, Late breaking AASLD, November 13th 2023

Kowdley et al, NEJM 2024



Seladelpar: caratteristiche al basale nello studio RESPONSE

Hirschfield et al, NEJM 2024



Elafibranor: caratteristiche al basale nello studio ELATIVE

Kowdley et al, NEJM 2023



Efficacia di Seladelpar e Elafibranor: endpoint primario 

Hirschfield et al, NEJM 2024; Kowdley et al, NEJM 2024



Efficacia di Seladelpar e Elafibranor: endpoint secondari 

Hirschfield et al, NEJM 2024; Kowdley et al, NEJM 2024



Efficacia di Seladelpar e Elafibranor: endpoint secondari 

Hirschfield et al, NEJM 2024; Kowdley et al, NEJM 2024



Sicurezza di Seladelpar

Hirschfield et al, NEJM 2024



Elafibranor: dati di sicurezza

Kowdley et al, NEJM 2023



Studi sperimentali in corso 



Agent Mechanism Clinical Trial Stage Results

Elafibranor PPAR 𝜶 e PPAR 𝛿 agonist Phase III/to start Result published/long term study to follow

Seladelpar PPAR 𝛿 agonist Phase III/to start Results presented/long term study to follow

Bezafibrate + OCA FXR agonist e PPAR agonist Phase II Ongoing

Saroglitazar PPAR 𝜶 e PPAR 𝛿 agonist Phase II ongoing

Setanaxib NOX2 and NOX4 inhibitor Phase III Ongoing

EDP-305 FXR agonist Phase II Completed, results not yet published

Tropifexor FXR agonist Phase II Completed, result published

Cilofexor FXR agonist Phase II Completed

RhuDex T-lymphocyte co-stimulation Pahse II suspended

Linerixibat IBAT Phase III Ongoing

Volixibat IBAT Phase II Ongoing

Golexanolone GABA-A receptor-modulating steroid antagonist Phase Ib/II To start

Mesenchymal stem 
cell transplantation

Immunoregulation To start



Conclusioni

Levy et al CGH 2023

Novel paradigms in PBC therapy
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