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Congratulations!

Féliciations!
Bravol!




nature medicine

Article https://doi.org/10.1038/541591-023-02539-6

Diagnostic performanceof circulating
biomarkersfor non-alcoholic steatohepatitis

Received: 18 January 2023 Arun J. Sanyal®"® |, Sudha S. Shankar®'®, Katheri
James Bolognese®, Erika Daly*, Clayton A. Dehn®, |
Kris Kowdley’, Raj Vuppalanchi®#, Cynthia Behlin
Published online: 07 September 2023 Anthony Samir@®, Claude Sirlin®", Sarah P. Shel

— Helen Heymann', Tania N. Kamphaus™, Rohit Lool
I/ Check for updates &Roberto A. Calle®'"”

Accepted: 8 August 2023

Global PBC Study Group

September 7, 2023

CYMABAY

THERAPEUTICS

CymaBay's Seladelpar Achieves High
Statistical Significance for the Primary and
Key Secondary Endpoints in the Phase 3
RESPONSE Trial in Primary Biliary
Cholangitis

Primary composite endpoint at 12 months of serum alkaline phosphatase and bilirubin was
met by 61.7% of patients treated with seladelpar 10 mg vs. 20.0% of placebo treated patients
{(p<0.0001)

Normalization of alkaline phosphatase at 12 months was achieved by 25.0% of patients
treated with seladeipar vs. 0% on placebo (p<0.0001)

In patients having moderate-to-severe itch at baseline, the seladelpar treated group
improved their prunitus at 6 months compared to those in the placebo group (p<0.005)
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Value of collaboration
Complementarity of RWD and RCT

In for the long haul!
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Evidence for NITs

Al/ML assisted histology

Placebo database

Rational approaches for combination treatment
Bridging between trials in F3 and F4

Trials for Met-ALD patients

Radiology in liver diseases

© N O O bk wDdh -

Pediatric trials
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Al/ML Histology
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Working Group Chairs:
= David Kleiner, Arun Sanyal

= B|0C€”V|a Address
= Histolndex = Common issues
= PathAl = Integration of digital path to assess

fibrosis in clinical trials and liver research
= PharmaNest

Collaborate
= Joint studies
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- | Paris
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Meeting
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PDB Working Group
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Manal Abdelmalek
Michae\l Cooreman

NIMBLE, Patient,
Statistics

Co-chairs, LITMUS,

B
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Data contributors +

experts across stakeholder

groups

MASH PDB Executive Comm /

7

MASH PDB Steering Comm

Statistics & Analysis WG

Open to academic,
industry, and regulatory

statisticians and folks not

afraid of cohorting with
statisticians

Open to all LF
members
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= 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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Natural history of MASH in untreated trial patients
Comparability of RCT patients to “real world” patients
Predictors of disease improvement, stability, worsening

| | .. as identified
Fluctuation in safety parameters in untreated patients

by our Working
Group

Screen failures

Application of Al/ML to paired biopsies
Comparison of causal inference statistical methods
Shared placebo arm in future trials

Others?
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Data Sources & Data Availability 7) THE FORUM
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= |nvited 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: O

* Azza Karrar LF14 Presentation
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First Proposed Research Use Case ' Eﬂ(ﬁbfa?eﬁegm
Analysis of Biomarker Fluctuation

= Qver time/across studies
= Circulating

= Clinical
= Liver function
= Fibrosis
= Metabolic
= |maging

= Specialized biomarkers (next phase)
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= Discuss proposal with SC and full WG
= Write data analysis plan

= Publication plans

= Develop next questions!
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Placebo “Controlled” 7) THE FORUM
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= 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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Health Records

Miller_FAST FORWARD Global PBC SG
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Health Records

Miller_FAST FORWARD Global PBC SG
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Randomized Controlled Trials Versus Real
World Evidence: Neither Magic Nor Myth

Hans- Georg Eichler"*, Francesco Pignatti', Brlgltte Schwarzer- Daum , Ana Hldalgo Simon', Irmgard
Eichler', Peter Arlett’, Anthony Humphrcys Spiros Vamvakas', Nikolai Brun® and Guido Rasi"¢

CLINICAL PHARMACOLOGY & THERAPEUTICS | VOLUME O NUMBER O | Month 2020

CONCLUSION

Thﬁ nacture le- new drugs CDHliIlg Lo l]lﬂl'l{ﬁ'[ El'.ﬂd [h{'.' CDHUI]CII.'UIH
of demonstrating moderate effects in very small populations dic-
tates new ways of generating decision-quality evidence. Nostalgia
for the “magic” of large RCTs and prolonging the debate about
“RCTs vs. RWE” are unhelpful. Whereas fully acknowledging the
need to improve the feasibility of RCTs,' we need to embrace the
inevitable ch;mge and explﬂre sound, e:a:plicit methods of synthe-
sizing randomized and nonrandomized dara, including the time

after markert introduction.

Miller_FAST FORWARD Global PBC SG
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Figure 1 The complex matrix of research questions and methods. The graphic conceptualizes the complexities of research questions
associated with a hypothetical drug treatment intended for a disease condition caused by different mutations in individual patients.
Complexity is defined along three axes: the x-axis depicts breadth of information (i.e., different patient subgroups, based on mutation,
phenotype, or disease stage), the z-axis depicts depth of information (i.e., different types of efficacy or safety end points of interest), and
the y-axis depicts context of information (i.e., different comparators or treatment combinations). Each cell in the three-dimensional matrix
represents an item of information that may be relevant for a particular decision maker and/or patient subgroup. Different study types
(symbolized by different colors) will be required to generate the information, given the appropriateness of methods for different research
questions as well as practical constraints on evidence generation. Note that for some research questions, there will be no data and
information available at all, at least at the time of market launch. See main text for real-life examples that fit the schematic. ECA, external
control arm; RCT, randomized controlled trial.

Miller_FAST FORWARD Global PBC SG
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Steering Committee 3) THE FORUM
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Veronica Miller
Forum for Collaborative Research

Arun Sanyal, Virginia Commonwealth
University

Co-Chairs Manal Abdelmalek, Mayo Clinic

Mazen Noureddin, Houston Research Institute

Jorn Schattenberg, A%f;ii\,/grsity Medical Center
Brent Tetri, Saint Louis University

Judith Ertle, Boehringer Ingelheim
Ruby Mehta, FDA/ CDER/ DHN

Joachim Musaus
European Medicines Agency

Charmaine Stewart, FDA/CDER/DHN

Regulatory

Stavra Xanthakos
Cincinnati Children’s Hospital Medical Center

Donna Cryer, Global Liver Institute

Wayne Eskridge
Fatty Liver Foundation

Patient Michelle Long, Novo Nordisk
Advocates

Margery Connelly, LabCorp

Céline Fournier, Echosens
Industry

Melissa Palmer, Liver Consulting LLC

Lorraine Stiehl
American Liver Foundation

Consortia

Naga Chalasani, AASLD David Shapiro, Industry Consultant

Annalisa Berzigotti, EASL

Society
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