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MASLD-MASH (2014)

PSC Forum (2017)

Pediatric Cholestatic 
Diseases Program (2021) 

Placebo Arm Data 
Collaborations  (2022)

Radiology in Liver 
Disease Program(2023)
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MASLD-MASH (2014)

PSC Forum (2017)

Pediatric Cholestatic 
Diseases Program (2021) 

Placebo Arm Data 
Collaborations  (2022)

Radiology in Liver 
Disease Program(2023)

Facilitate Drug Development through Collaboration



Congratulations!
Féliciations!

Bravo!



NIMBLE
NASH CRN

Global PBC Study Group



Value of collaboration
Complementarity of RWD and RCT

In for the long haul!
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Liver Forum Highlights
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Working Groups
1. Evidence for NITs
2. AI/ML assisted histology
3. Placebo database 
4. Rational approaches for combination treatment
5. Bridging between trials in F3 and F4
6. Trials for Met-ALD patients
7. Radiology in liver diseases
8. Pediatric trials
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AI/ML Histology
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Collaborators 

§ BioCellvia
§ HistoIndex
§ PathAI
§ PharmaNest

Working Group Chairs:
§ David Kleiner, Arun Sanyal
Address 
§ Common issues
§ Integration of digital path to assess 

fibrosis in clinical trials and liver research
Collaborate
§ Joint studies
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PDB Working Group
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MASH PDB Working Group

Statistics & Analysis WG

Co-chairs

MASH PDB Steering Comm

MASH PDB Executive Comm

Open to all LF 
members

Open to academic, 
industry, and regulatory 

statisticians and folks not 
afraid of cohorting with 

statisticians

Data contributors + 
experts across stakeholder 

groups

Manal Abdelmalek
Michael Cooreman

Co-chairs, LITMUS, 
NIMBLE, Patient, 

Statistics



14 | F OR U M  F OR  C OLLA B OR A T IV E  R E S E A R C H   | C A T A LY Z IN G C L IN IC A L  R E S E A R C H  T O IM P R OV E  GLOB A L  H E A LT H

MASH PDB Progress

§ Data Use Agreement 
§ Distributed and under review

§ CDISC standards
§ Potential collaboration for MASH standards

§ Database infrastructure
§ Mapping data fields using CDISC and FDA technical standards for MASH
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Themes/questions MASH PDB Project
§ Natural history of MASH in untreated trial patients

§ Comparability of RCT patients to “real world” patients

§ Predictors of disease improvement, stability, worsening
§ Fluctuation in safety parameters in untreated patients

§ Screen failures

§ Application of AI/ML to paired biopsies
§ Comparison of causal inference statistical methods

§ Shared placebo arm in future trials

§ Others?

... as identified 
by our Working 

Group
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Data Sources & Data Availability

§ Invited to participate:
§ All completed phase 2 and phase 3 studies

§ Potential total # of placebo patients: ~5,500*
§ Strong commitment: ~1,950

§ Verbal, “handshake”, reviewing DUA

§ Negative: 0

* Azza Karrar LF14 Presentation
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First Proposed Research Use Case
Analysis of Biomarker Fluctuation
§ Over time/across studies
§ Circulating

§ Clinical

§ Liver function

§ Fibrosis

§ Metabolic

§ Imaging
§ Specialized biomarkers (next phase)
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Next Steps

§ Discuss proposal with SC and full WG
§ Write data analysis plan
§ Publication plans
§ Develop next questions! 
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Placebo “Controlled” 

§ Diminishing scientific validity?
§ The smaller the patient population

§ Heterogenous patient populations

§ The longer the time of follow-up
§ Attrition

• Survivor effect

§ Intercurrent events over 5-10 years

§ Functional unblinding

Miller_FAST FORWARD Global PBC SG
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“Untreated” Patient Data 

Miller_FAST FORWARD Global PBC SG

Natural History Studies

Health Records

RCT Placebo Controls 

Working Together:
Explore potential for 
shared placebo arms 
based on “placebo 

cohort” as an 
intermediate to traditional 

master protocol trial 
design
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“SOC” Patient Data 

Miller_FAST FORWARD Global PBC SG

“As Treated ” Obs Study

Health Records

Randomized 
Comparator Arms

Working Together:
Explore causal inference 

methodologies to 
strengthen scientific study 

outcomes
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Miller_FAST FORWARD Global PBC SG
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Miller_FAST FORWARD Global PBC SG
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Steering Committee
Co-Chairs

Veronica Miller
Forum for Collaborative Research

Arun Sanyal, Virginia Commonwealth 
University

Judith Ertle, Boehringer Ingelheim

Regulatory

Ruby Mehta, FDA/ CDER/ DHN

Joachim Musaus
European Medicines Agency

Charmaine Stewart, FDA/CDER/DHN

Patient 
Advocates

Donna Cryer, Global Liver Institute

Wayne Eskridge
Fatty Liver Foundation

Lorraine Stiehl
American Liver Foundation

Consortia
Quentin Anstee, LITMUS

Sudha Shankar, NIMBLE

Society
Naga Chalasani, AASLD

Annalisa Berzigotti, EASL

Academia

Manal Abdelmalek, Mayo Clinic

Mazen Noureddin, Houston Research Institute

Jörn Schattenberg, University Medical Center 
Mainz

Brent Tetri, Saint Louis University

Stavra Xanthakos
Cincinnati Children’s Hospital Medical Center

Industry

Michelle Long, Novo Nordisk 

Margery Connelly, LabCorp

Céline Fournier, Echosens

Melissa Palmer, Liver Consulting LLC

David Shapiro, Industry Consultant

David Shapiro, Industry Consultant
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Liver Forum Sponsors



Thank You
Liver Forum 16

March 22-23
Washington DC


