
Changing the Future of PBC
Moving Towards Solutions
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• PBC Foundation’s work is part-funded by Advanz, Calliditas, Cymabay, 
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PBC Foundation

• 18,000 patients
• 90 countries, including 25 of 27 in EU
• Co-authors in guidelines, journal pieces, abstracts
• PREMs and PROMs recorded in App
• PBC 40
• Project 90/90
• International PBC Summit



First, Do No Harm



PBC Guidelines

    



All Patients are Equal

But some patients are more 
equal than others
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External Use and Distribution

RESPONSE

Analysis of seladelpar 10 mg vs placebo across baseline ALP quartiles up to Month 12 in the RESPONSE trial

ALP Changes by Baseline ALP Quartile

Seladelpar led to robust and consistent ALP improvement, regardless of baseline ALP
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Seladelpar (n=128) Placebo (n=65)

ALP Q1: 161−228 U/L

ALP Q2: 228−281 U/L

ALP Q3: 281−353 U/L

ALP Q4: 353−786 U/L

76% 
of seladelpar-treated patients with 
baseline ALP <350 U/L achieved the
composite biochemical endpoint

-70

0
-10
-20
-30
-40
-50
-60

10
20

BL M3 M6M1
0

400

300

200

100

500

600

M12M9

-70

0
-10
-20
-30
-40
-50
-60

10
20

BL M3 M6M1

400

300

200

100

500

600

M12M9
0

1.67x ULN

ULN

1.67x ULN

ULN

Baseline ALP Quartiles

ALP ULN=116 U/L
ALP, alkaline phosphatase; BL, baseline; CI, confidence interval; M, month; PBC, primary biliary cholangitis; ULN, upper limit of normal; Q, quartile.
Kowdley K, et al. AASLD 2024. Poster #4339
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Mean (95% CI)

ALP Changes by Baseline ALP Quartile

ALP, 
Mean U/L (95% CI)

Seladelpar (n=128)

Placebo (n=65)

ALP Q1: 161228 U/L



ALP Q2: 228281 U/L



ALP Q3: 281353 U/L



ALP Q4: 353786 U/L







76% 

of seladelpar-treated patients with baseline ALP <350 U/L achieved the composite biochemical endpoint
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It’s Just Patients



• LSM, liver stiffness measurement.
• Corpechot C, et al. Hepatology. 2024;79:39-48.

Which Patients Might Benefit From ALP Normalization?

1047 patients with PBC
Adequate PARIS II response after ≥ 12 mo of UDCA

International cohort study

Normal ALP (66%) ALP 1-1.5 × ULN (34%)

Gain in 10-y survival in case of normal ALP levels?

vs

Overall
in 1047 patients

Subgroup analyses based on age and liver stiffness

Age ≤ 62 y
AND

LSM ≥ 10 kPa 

Age ≤ 62 y
OR

LSM ≥ 10 kPa 

8.9 mo 
(95% CI: 1.9, 15.9) 

P = .013

52.8 mo 
(95% CI: 45.7, 59.9) 

P < .001

PARIS II response criteria
 ALP and AST < 1.5 × ULN and Normal TB

Age > 62 y
AND

LSM < 10 kPa 

1.8 mo 
(95% CI: −5.0, 8.7) 

P = .603

7.6 mo 
(95% CI: 2.7, 12.6) 

P = .003
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Overall
in 1047 patients

Subgroup analyses based on age and liver stiffness

Age ≤ 62 y
AND

LSM ≥ 10 kPa 

Age ≤ 62 y
OR

LSM ≥ 10 kPa 

8.9 mo 
(95% CI: 1.9, 15.9) 

P = .013

52.8 mo 
(95% CI: 45.7, 59.9) 

P < .001

Age > 62 y
AND

LSM < 10 kPa 

1.8 mo 
(95% CI: −5.0, 8.7) 

P = .603

Normal ALP greatest prognostic benefit in
 Young Age <62yr
 Advanced Fibrosis LSM>10



Is It Really Just Patients?



Are the Regulators Insane?!?



Gambling with Patients’ Lives



Moving Towards Solutions?

• Gold Standard
• RCTs are not random
• Unattainable ≠ negative
• Imperfections
• It’s OK to be wrong (and not even have to admit it)
• Be open to a better way



Moving Towards Solutions



Thank you

If you think you are too small to make a difference, try sleeping with a 
mosquito in the room.
    Dalai Lama

                     

robert@pbcfoundation.international 

mailto:robert@pbcfoundation.international
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