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Key Attributes of a Delphi Consensus Process

* |Informed by subject matter experts

e Conducted using rigorous methodology
— Anonymity of voting and reporting of results
— Transparency of process
e Survey rounds combined with in-person discussion to
facilitate consensus building
— Acknowledgement of the value of diverse opinions

— Assures that viewpoints are considered and discussed even if they
don’'t reach the consensus thresho



The Evolution of NAFLD Nomenclature
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The Evolution of NAFLD Nomenclature
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Concern over validity of process
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Impact on disease awareness and stigma
Drug/biomarker development

Impact of alcohol

Lack of clarity on metabolic dysfunction

Adaptability to emergence of disease phenotypes
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Initial Statement Development: Society & |
Stakeholder Steering Committee Representatives
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Renaming NAFLD: Key Questions to Address

.“

How might name
change impact Can an alternate

How should the
role alcohol be
accounted for
(or not)?

disease name reduce
awareness, clinical heterogeneity and
trials and allow for future
regulatory approval advances?
pathways?
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Global NAFLD Nomenclature Involvement

» 264 nominees from EASL,
AASLD, ALEH, APASL, AMAGE,
proportionate to association
member size

" « 56 countries represented

AMERICAN

LIVEL'S;:

FOUNDATION



Global NAFLD Nomenclature Steering Committee

Publications: 8210
NAFLD publications: 3586
Median NAFLD: 88
AAAAAAAA Citations: 914,918

" 5 “T—.}i%%": GLOBAL I\ < .
EAASLD ©OEASL  ALEH &/ @ EPn  (weg., LIVECS Average h-index: 74




Survey Rounds and Defining Consensus

Super majority (>67%)

Strong consensus
(>80%)

Lack of
consensus
(<67%)

Round 1:
e 35 Questions/statements

. 1000 comments
Round 2:

e 52 Questions/statements

e 1366 comments
Round 3:

e 42 Questions/statements

e 800 comments
Round 4:

* 4 Questions/statements



Stigma — R3 Data

* Perceived to be stigmatizing
— Non-alcoholic (61%)
— Fatty (66%)



Areas of Strong Consensus (>80%) Up to R4

e Role of alcohol

— 30-60 g/day of EtOH alters natural history of disease (95%), may alter response to therapeutics
(90%)

— 30-60 g/day in combo with Met RF should be an independent category (83%)
— >60g/d + Met RF = ALD with Met dysfunction (86%)
— >60g/day (irrespective of Met RF) = ALD (82%)
« Steatohepatitis
— The distinction between steatosis and steatohepatitis has prognostic implications (95%)
— NASH resolution should remain an important classifier of disease activity (93%)
« Disease classification
— Those with steatosis without Met RF should be characterized separately (81%)

— The term ‘“metabolic dysfunction’ hi ghl i @g&4)s a ce



Pediatrics — R3

Strong consensus (>80% Agree or Somewhat Agree)

The current definition of non-alcoholic steatohepatitis (NASH) is less useful in children
and adolescents because hepatocyte ballooning is less frequent, thus, a reassessment of
the definitions of steatohepatitis in the pediatric setting would be beneficial.

Agree 95%
Disagree 5%

Strong consensus (>80% Agree or Somewhat Agree)

In children and adolescents, use of the term 'metabolic’ is confusing because inborn
errors of metabolism are called ' metabol

Agree 90%
Disagree 10%



Areas of Moderate Consensus (>67%) Up to R4

 Nomenclature

— Current names (NAFLD/NASH) are sufficiently flawed to warrant
consideration of a name change (74%)

— Preference for overarching '"umbrell
disease with ALD, non-NAFLD steatosis) 78%

 Impact on Clinical trials

— To what extent would a change in name ONLY (without a change in
definition), impact the interpretation of clinical trial results?
(Hinder: 18%, no impact 72%, enhance: 10%)



Areas Without Consensus (<67%) Up to R4

. Disease definition

—  Current definition of NAFLD/NASH is sufficiently flawed to warrant consideration of a definition change (66%
agree/somewhat agree)

- ‘Metabolic dysfunction’ iG6% clearly defined clinical en:
— Impact on clinical trials/biomarkers

— Impact of change in BOTH name and definition on the interpretation of clinical trial results WHICH USED the
original definition of NASH? (hinder: 60%, no impact:21%, enhance: 19%)

— Impact of a change in name ONLY (without a change in definition), on the current timeline of biomarker approval?
(Delay 25%, No impact 63%, Accelerate 12%)

— Impact of a change in disease definition (e.g. allowing greater alcohol consumption) on the current timeline of
biomarker approval? (Delay 59%, No impact 25%, Accelerate 15%)

. Disease classification
— Those with steatosis without Met RF should be characterized separately (81%)

— The term ‘“metabolic dysfunction’ highli@®hd s a central as|



Over-Arching Term — R3

% 1St or 2"d Choice % of 1st Choices % of 2"d Choices % of 3" Choices

95

Fatty Liver
Disease

Steatotic Liver

] 48 47 6
Disease

Lipogenic/Lipotox
ic Liver Disease

Discussion with Steering Committee:
e Most popular as 1st or 2d
« To avoid stigma if possible, SLD recommended as overarching term



Summary and Next Steps

 Name change — clear consensus
e Sti gma wi t-al oohaoal faonand ‘f att
« Over-arching term: Steatotic liver disease

o Definition will not include more liberal alcohol intake and
willhavea ‘ met abol i ¢ qualifier

« Awaiting finalization
— Replacement term and acronym for NAFLD

— Specifics of the revised definition
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