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Building consensus within the field = MASLD and MASH
public health threats

naturereviews
gastroenterology & hepatology

o

b
Leadership for the NAFLD Human and economic burden Awareness Treatment and care
public health agenda *= Invest in research * Reconsider the terminology * Improve access to effective

* Form a global coalition = Develop global, regional and of fatty liver diseases treatments

to develop a roadmap local investment cases * Develop simple knowledge * Standardize trial end points
* Collaborate across = Consider alternate products and educational courses * |dentify interventions with
disciplines research methods * Engage health sustained impact

* Develop guidelines, policy

briefs and action plans G€

TN
What will it take to advance the J

communication experts

NAFLD public health agenda? Defining and implementing
models of care
l * Design and implement

nature
reviews

Policy strategies and a
whole-of-society approach
* Address NCDs holistically
» Incorporate NAFLD into

technical materials on NCDs
* Dedicate a World Health Day (7 April)

to liver health

Patient and community perspectives
* Support patient groups
* Involve affected populations

local care pathways

= Make multidisciplinary
care models the norm

* Equip providers with
the necessary tools

* Expand the use of
implementation research

Source: Lazarus JV, et al. Advancing the global public health agenda for NAFLD: a consensus statement. Nature Reviews Gastro Hep.

2022;19:68-70.



A research & action agenda to turn the tide on steatotic
liver disease — that goes beyond “the liver”

* Using a Delphi methodology, over two rounds steatotic liver

disease research and action priorities were reviewed and
ranked Leadership
and Policies

* Across rounds, consensus increased in all domains for both
the research and action domains

. . Patient and Research &
* The final agenda includes: Community @ oaeton
Perspectives
° ‘ 28 research priorities to tackle steatotic liver disease @ 6

(Journal of Hepatology 202 3)

. L. ) o Education and Treatment
+ (@ 29 action priorities to turn the tide on steatotic liver Awareness and Care

disease (Hepatology 2023)

Defining and
Implementing
Models of




Expand the SLD

Othe_r Practice- : .
SRS s community of practice beyond
Disease- . . .
enstoon; o liver specialists
Gastro- Fundraising E d . I .
entorolooy +Endocrinologists
E : +Obesity management specialists
merging
Puic Steatotic Liver prama +LADS
Disease
— Commun |ty MedTech
Research of Practice
Digital
Epidemiology Health
Sgﬁl Diagnostics
Patients Health
C(B:i?/(':s Workers Source: Lazarus JV, et al. It is time to expand the fatty liver

disease community of practice. Hepatology. 2023 Jun 23. doi:
10.1097/HEP.0000000000000411.



Global MASLD Prevalence is High and Rising:
A Public Health Threat

40%

30%

20%
MASLD: _ _
metabolic dysfunction-associated
steatotic liver disease

10%

0%

<2005 2006-2010 2011-2015 22016 PLHIV
Survey period

Sources: Riazi et al. The prevalence and incidence of NAFLD worldwide: a systematic review and meta-analysis. Lancet GastroHep. 2022.
Manzano-Nunez R. et al. Uncovering the NAFLD burden in people living with HIV from high- and middle-income nations: a meta-analysis with a data gap from Su
JIAS. 2023.



Obesity & Metabolic Syndrome:
Major Drivers of the MASLD Increase

Obesity
prevalence map

< 10%
10-19.9%
20-29.9%
= 30%

Source: World Obesity Federation: https://data.worldobesity.org/region/who-africa-region-2/#data_prevalence



MASLD Forms Part of Obesity-related Complications

Psychiatric disorders
Growth hormone deficiency

Cardiovascular diseases

Chronic kidney disease Hypothyroidism

¢

cancers
Uk
5

Sarcopenia

Estrogen deficiency
Polycystic ovarian syndrome
Male sexual dysfunction

Osteoporosis

Obstructive sleep apnea
Psoriasis

Source: Yip TC et al. Hepatology 2023;77:1404-1427



Obesity in Adults — A Major MASLD/MASH Risk Factor

K Infertility 43%‘
3 Eating %)
{@? disarders Cardiovascular -:g‘
F disease ’6%
érc. Gout ‘?: +
Depression : rtension §5+
E P quigmg Hype %
I Type 2 diabetes | “
E
2
S
@ Hyperlipidemia

Cancer

Osteoarthritis  Respiratory failure

Gastroesophageal reflux Urinary incontinence
disease Intertrigo

Obstructive sleep
apneoa

M —on®
Shanical co mp'a'l':auon

Source: Lingvay |, Cohen RV, le Roux CV, Sumithran P. Obesity in adults. The Lancet 2024.
See also the new consensus statement on obesity (a move from BMI to waist circumference): Rubino et al. Lancet Diabes and Encoc 2025.




Type 2 Diabetes and Liver Disease

Type 2 diabetes

Estimates

* 65% MASLD prevalence
e 32% MASH
* 15% Advanced liver fibrosis

MASLD: metabolic dysfunction-associated
steatotic liver disease.

MASH: metabolic dysfunction-associated
steatohepatitis.

Source: En Li Cho et al. Global prevalence of non-alcoholic fatty liver disease in type 2 diabetes mellitus: an updated systematic review and meta-analysis. Gut. 2023.

Image prepared for the LIVERAIM webinar, “Tackling the silent epidemic of chronic liver disease through early diagnosis and linkage to care: The LIVERAIM project “
https://www liveraim.eu/2024/10/29/tackling-the-silent-epidemic-of-chronic-liver-disease-through-early-diagnosis-and-link-to-care-the-liveraim-project/



American Diabetes Association 2025 MASLD Consensus Report:
Treatment Algorithm

Obesity
pharmacotherapy
MASLD ﬁ
. Prefer GLP-1RA,
dual GIF/GLP-1RA
i o . (K _K _ B _ B _ B _ B B & _§B & _§ § _§ §B § § N _§ §N § N §N |
Individualize D N
;::raf {:IB rgeting on Gbﬂi:';y
e following: armacotherapy
. [ :.l_.a b
* ‘:gﬂﬁ;ﬂ,m;;h Prefer GLP-1 RA,
& = - -
« Weight loss (if indicated) i
- ﬂpfl‘l‘lﬂ|d'lﬂbﬂtﬂﬂ T T TP
:r;&ga‘nmlt Obesity
. rdiovascular rmacot hera
risk reduction Cuppﬂa: ns:ated _’ pha id
CiIrmosis i ]
+ MNeed for metabolic MASLD AEE“"'F? F?
surgery |as recommended with caution
by guidelines)
Obesi
Decompensated pharmacotherapy
cirrhosis
{D AVOID {D AVOID

Figure 4—MASLD treatment algorithm for individuals with prediabetes or diabetes. Fibrosis stages: FO and F1, mild or no liver fibrosis; F2, moder-
ate fibrosis; F3, advanced fibrosis. CV, cardiovascular; SGLT2i, SGLT2 inhibitors. *Individualized care and close monitoring is needed in compen-
sated cirrhosis given limited safety data available. +Only semaglutide among GLP-1RA has been reported to be of benefit in a phase 3 RCT with
histological outcomes in MASH. Adapted from “Standards of Care of Diabetes—2025" (59).

Source: Cusi et al. American Diabetes Assoc. May 28, 2025;

Jldoi ) 2337/di24-0094


https://doi.org/10.2337/dci24-0094
https://doi.org/10.2337/dci24-0094
https://doi.org/10.2337/dci24-0094

_known as non-alcoholic fatty liver disease (NAFLD)'. MASH is charac-

The Future of MASH Treatment:
Nutrition-aligned Drug Roll-out

https://doi.org/10.1038/s41591-024-02958-z

Opportunities and challenges following
approval of resmetirom for MASH liver disease

Jeffrey V. Lazarus, Dana lvancovsky Wajcman, Henry E. Mark, Zobair M. Younossi,

Christopher J. Kopka, Nevin Cohen, Meena B. Bansal, Michael Betel & Paul N. Brennan

% Check for updates

The US Food and Drug Administration (FDA)
hasapproved the first drug, resmetirom,

for metabolic dysfunction-associated
steatohepatitis (MASH), but much work remains
fortheindustry, practitioners and health systems
sothat this approval will benefit all patients.

Millions of people, and their doctors, have long wished for anapproved
pharmacological therapeutic to treat MASH (previously known as
NASH). MASH represents a necroinflammatory variant of metabolic
dysfunction-associated steatotic liver disease (MASLD), formerly

People living with MASH:
Improved health and quality of life; reduced early mortality risk

Physicians:

New MASH treatment; more patients; address mental health, nutrition and physical
activity

Health Systems:
Diagnostic, treatment and care demand outpaces MASH-centric talent supply

Adamcnat' drug trials; resmetirom sales; diagnostic demands and innovation increase
Health Policy:

Drug cost versus high prevalence; persistent healthcare inequities; grow the
community of practice

Fig.1|Cascading effects of the approval of resmetirom. In addition to directly
affecting people living with MASH, resmetirom’s approval will have implications
thatwill influence practice, systems, industry and policy around the world.

Source: Lazarus JV et al. Naure Medicine 2024, https://www.nature.com/articles/s41591-024-02958-z.

nature
medicine




Preventive hepatology through social nutrition

Social prescribing: linking
individuals with suitable

non-medical resources to
enhance their well-being

Social nutrition: how social
factors influence:

*  What, when, how, and
why individuals eat
* The likelihood of

developing NCDs

Prevention

Healthy Steatotic liver FO-
liver F2

Source: lvancovsky Wajcman D et al. Integrating social nutrition principles into the treatment of steatotic liver disease. Communications Medicine. 20

Action
strategies
Reducing

public heatth H€alth Promoting Policies
health

& policy
research Dietary Commercial disparities
ah acculturation determinants
uiure, lobalisation

community, S :
St - s Urb ti Adjusted
famly  Social Nutrition pareaes health

Social systems

=URpoH - Medical Socioeconomic
> - treatment = Patient- status
Treatment & reported _

networks
prevention of outcomes
comorbidities

Civil
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Health &
nutritional
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education %

faith

Treatment

Healthy diet

Person-
centred care

Prevention of
disease
i Physical
activity

Clinical
guidelines
’ Mental Stress
health reduction
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Establishing a policy baseline for action and then measuring progress

* None of the 102 countries was found
to be well prepared to address
MASLD.

Close to a third of countries received
an overall score of zero.

The results can assist countries in
identifying priority actions to improve
their MASLD preparedness.

We can use the index to track
national, regional, and global prog
over time.

%0 JOURNAL OF
O EASL | HEPATOLOGY

o‘h

Source: Lazarus JV, et al. The global NAFLD policy review and preparedness index: Are countries ready to tackle the challenge?. J Hepatology.
2021;76(4):771-780.
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AND OTHER EFFECTIVE INTERVENTIONS

Why do we need Best Buys
for MASLD and MASH?

Source: Lazarus, JV et al. Best buys for metabolic dysfunction-associated steatotic liver disease and metabolic dysfunction-associated

steatohepatitis: a global Delphi study. The Lancet GastroHep, 2025.

* The WHO NCD Best Buys are a

flagship initiative but do not explicitly
address MASLD and MASH.

We need a clear set of policy options
for countries to address the growing
unmet needs, from prevention and
diagnostics to linkage to care,
treatment and management.



The unique role of liver associations

Primary Secondary Tertiary
prevention prevention prevention ” ’
Healthy liver Fatty liver FO-F2 Advanced fibrosis F3 Cirrhosis F4 HCC
Liver Associations Liver specialists Liver specialists
: * Inform patients on liver disease and
* Stress the role of primary and - rolepof lifestvle behavioral change * Assess and discuss comorbidities (e.g.,

secondary prevention of liver diseases ) Y g obesity and diabetes)

L . in plan language .
(e.g., HBV vaccination and viral +  Assess comorbidities, patient * Inform patients on treatment and
hepatitis screening) to prevent liver ’ - i ; -
ca:cer gltop reparied outeomes andlgUality of lie referral options according to clinical

. . : * Screen for advanced liver disease practice guidelines in plain language
* Support the inclusion of primary * Assess patient-reported outcomes,

prevention in all clinical practice ’ A;:lhwse on E.mlll.jl,flcznallv ;P:?:ltmg quality of life, and mental health
- . . other specialists (e.g., dietitians, ! .
guidelines and the education of liver - - _ . o
ialist addiction specialists, behavioral s patlen_t frimaa
specialists treatment goals and provide support

* Collaborate with non-governmental therapists, etc.) _
and community-based organizations, * Inform about pharmacotherapy (if

including patient advocates from needed and i.ndicated)
miltiple therapeLtc areas, and * Focus on patient-centered goals (e.g.,

representatives of at-risk groups to joint agreement on treatment goals)

_ . . : X .
raise awareness on the prevention of Refer patients who require social

advanced liver disease and liver cancer a55|s_tance to relevant support
services (governmental and non-

governmental), in line with social
prescribing principles

Source: Ivancovsky-Wajcman D, Nicolas A, et al. Prioritising viral hepatitis elimination to prevent hepatocellular carcinoma: A public health
approach for effective preventive hepatology. JHEP Reports 2025



The Healthy Livers Healthy Lives call to action in 2026

To correct the MASLD/MASH course, a blueprint for WHO action should include:

» Recognise MASLD and MASH as a single dynamic disease spectrum, so that prevention and treatment
strategies cover the full continuum.

« Embed MASLD/MASH explicitly into NCD normative guidance and action plans.

« Establish epidemiological targets and indicators to monitor MASLD/MASH progress, as is already done
for other major NCDs.

« Name MASLD/MASH in the implementation of WHO “best buys”, including in fiscal policies, food
environment reforms, the regulation of marketing of unhealthy products, front-of-pack labelling on
ultraprocessed foods and sugar-sweetened beverages, and health-promoting taxation.

« Integrate MASLD/MASH into digital health, primary care, and screening strategies, as part of person-
centred and equitable care across all health systems.

« Institutionalise engagement so that lived experience shapes policy from the start, instead of being an
afterthought.

Our call is simple but urgent: the UN and WHO must name MASLD and MASH for what they
are — a dynamic continuum of metabolic liver disease — and place them at the centre of the
global NCD agenda, alongside other major NCDs.'' Anything less risks condemning
hundreds of millions of people to preventable disease and undermines the global pledge to
reduce premature NCD deaths by 2030. The world cannot wait. The time for WHO to act is
now.

Sources: Lazarus (Global Think-tank), Pessoa (ALEH), Shawcross (EASL), Schwarz (IDF), Su (AASLD), Barquera (WOD). Name
MASLD/MASH - and act on it. Simultaneously published in Annals of Hepatology (ALEH), Hepatology Communications (AASLD), JHEP

Reports (EASL) 2025

' HEALTHY LIV
HEALTHY LIVES

-

@ World Health
34 Organization
N g

In February 2026, the World Health
Organization (WHO) Executive Board

recommended that the 79th World Health
Assembly (May 2026) adopt a landmark
resolution on Steatotic Liver Disease (SLD),
marking a critical step in recognizing it as a
major, under-recognized non-communicable
disease (NCD) affecting over 1.7 billion
people. The resolution calls for global a
to integrate SLD prevention, diagnosi



https://apps.who.int/gb/ebwha/pdf_files/EB158/B158_CONF7-en.pdf
https://apps.who.int/gb/ebwha/pdf_files/EB158/B158_CONF7-en.pdf

Global position statement supporting a World Health Assembly
resolution on steatotic liver disease

Comment

https://dol.org/10.1038/s41575-026-01201-z

Global position statement supporting
aWorld Health Assembly resolution
onsteatotic liver disease

Jeffrey V. Lazarus, Bruno Halpern, Peter E. H. Schwarz, Delfina Boudou,

Harriette G. C. Van Spall, Veronica Miller & Ajay Duseja

|®] Check for updates

Steatotic liver disease hasa high humanand
economic burden, yet remains absent from
WHO normative guidance, action plans

and strategies. This position statement —
endorsed by patient, national and international
organizations from around the world —calls on
the World Health Assembly to pass the first ever
steatotic liver disease resolution.

Steatotic liver disease (SLD), which affects an estimated 1.7 billion
people™, remains under-recognized within the global non-
communicable disease (NCD) architecture despite its high humanand
economic burden, a widely-disseminated global action agenda and
callsto action from medical associations™. The proposed 79th World
Health Assembly resolution®* on SLD offers WHO member states a
distinct opportunity to align scientific evidence with institutional
policy by formally embedding SLDwithin the global NCDand universal
health coverage (UHC) agendas. We, theundersigned, alongside other
experts from around the world as well as 55 international, national and
patient organizationsand societies (Fig. 1 and Supplementary Table 1),
strongly support the adoption of the resolution, which recognizes
the global burden of SLD and its links to other major metabolic condi-
tions, including type 2 diabetes, obesity, chronic kidney disease and
cardiovascular disease. We welcome the resolution’s call to integrate
SLD into existing NCD frameworks, policies, primary healthcare and
UHC packages; to strengthen prevention, early detection, and moni-
toring; and to enhance global, regional and national collaboration

awrith palaunnt aabaes

sign of systemic metabolic imbalance. It therefore foreshadows the
continuum of metabolic dysfunction, which links obesity, insulin resist-
ance, cardiovascular disease and liver cancer within ashared biclogical
and policy landscape*™”.

Modelling studies project amarked increasein advanced liver dis-
ease and liver cancer if current trends continue. Yetglobal and national
policy frameworks have not kept pace. The proposed resolution can
help close this gap by integrating SLD intoexisting NCD and metabolic
health strategies, action plans and normative guidance'”.

Healthcare expenditures associated with advanced liver disease,
together withproductivity losses from disability and premature death,
impose growing burdens on health systemsand national economies'.
As these factors disproportionately affect populations with limited
accesstopreventive servicesand health-promoting environments, they
exacerbate existing health inequities'in low-, middle- and high-income
settings alike. Countries would benefit fromstrengthened surveillance
and integration of SLD into national and international monitoring
systems, as the resolution emphasizes'.

Anomissionin the NCD architecture
Despite its scale and shared risk factors — including unhealthy diets,
increased body weight, physical inactivity, tobacco use and alcohol con-
sumption —withother NCDs, SLD remains largely absent from global
NCD strategies and monitoring frameworks, UHC benefit packages,
the WHO NCD ‘best buys”and the United Nations” Sustainable Devel-
opment Goals (SDGs)™. This contributes to late diagnosis, when SLD
has already progressed to advanced fibrosis, cirrhosis or liver cancer'.
The challenge is no longer a lack of scientific evidence. Around
the world, and especially in many low- and middle-income countries,
where diagnostic capacity and specialist referral pathways remain

mmmetrainadl tha rnenlirinm san antae asatalucs Far inctitnrinmalinen

23 patient and International lons

(#32 listed In the Acknowledgements)

| |

Patlent groups

« American Liver Foundation

« European Liver Patlents” Association
« Fatty Liver Alllance

« Fatty Liver Foundaticn

« Liver Patlent International

« United Liver

NCD assoclatlons

« African NCDs Network:

« European Assoclation for the Study
of Diabetes

« International Diabetes Federation

« Latin Amerlcan Federation of
Obeslty Socletles

« NCD Alllance

« World Obeslty Federation

Fig. 1| Organizationsendorsing the global position statement in supportof
the World Health Assembly resolution on steatotic liver disease. Patients and
international organizations endorsing the position statement in supportof the

dorsing the global position statement
| |
Liver assoclations Public health and policy
« European Soclety for Primary Care « European Public Health Assoclation
Gastroenterclogy « Movendl International

» UNITE Parlamentarians Natwork for
Global Health

« Forum for Collaborative Research
{University of California, Berkalay)

» Global Think-tank on Steatatic Liver
Disease

« International Liver Cancer
Movement

« Nordic SLD Network

« Soclety on Liver Disease In Africa

« South Astan Association for Study
of the Liver

« Steatotic Liver Diseases Study
Foundation In Middle East and
North Africa

World Health Assembly resolution on steatotic liver disease (SLD). NCD,
non-communicable disease.

Source: Lazarus et al. Global position statement supporting a World Health Assembly resolution
on steatotic liver disease. NRGH 2026.




A 2026 call to action from the Global Think-tank on Steatotic Liver

Disease

Four interrelated levers:

* Recognition is an essential foundation

for action

* Collaboration is the key to unlocking a

complex challenge

* Implementation requires scaling pre-

existing examples of positive deviance

* Innovation is needed to accelerate the

pace of discovery

Priorities from the Global Think-tank on Steatotic Liver Disease and

key milestones to 2027

Future-proofing thver healthusing person-centred preventhee
II:I'I@QEI .

» Develop aMASH comipendium that outlines the diverse drivers
of disease and prevention actions needed across soctal,
commercial end structural determinants, along with common
comorbidiies

= Support and expand awareness campaigns among the
public {particularly In high-risk groups) and a brosd range of
healthcare providers

Depashiling MASH diagnoses by 2027 with an non-nvashe
Test rewolduticon
= Develop resl-world case studies that document where non-
Imeasive tests are being successfully scaled in primary cars
settings and where challenges remain

= Create bnowledge emchanges on lessons and inslights around non-

Invashve test scaling

Showing the power of collaboration with multidsciplnary teams
n early diagnosis and risk stratification
= Conduct & review of MASLD and MASH cane models with an
emphasts on non-invasive tests, high-nsk groups and expanding
the community of practice, updating the 2021 publication led by
thethink-tank's precursor
= Identify MASLD and MASH centres of eacellencs that can share
best practices with other health systems that ae working to
Imipdament comiprehenshse modelds of cars

Mavigating treatments through strategkes for an
evolving landscaps
= Advance theevidence bese for nutrition-aigned dnog roliout to
understand how best to optimize health outcomes

Source: A call to action from the Global Think-tank on Steatotic Liver Disease. Nature Health 2026

= Cutline the opportunities and potentlal pitfalls of the evolving
treatment landscape through to the end of 2027 with a focus on
achieving equiable acoess

A digital transformation in SLD care through big data, Al and
persenalized solutions for better outcomes
« Collste and snalyse digital Innovations that support SLD
diagnosls, treatment and care
=« Harmess Individual and populstion-leved data to betier dantiy
those Uving with, or st fsk of, SLD
« Collsborate with closaly relsted therapeutic areas to accelerate
the use of Al In active case finding for SLD

A desp dive Into SLD poelicy and regulatony processes

« Develop an evidence-based Uist of best buy' and ‘guick buwy
Interventions for MASLD and MASH that spans prevention, earty
diagnosls, treatment and care

« Engage WHO Mamber States to support a propossl for a Workd
Heaalth Aszembly resolution on Uver heatth In 2037, recognizing the
pubidic hasith threat and calling fior thedr full Integration Into WHO
WECD action plans, strategles, programimes and normeative work

« Engage with the universal health coversge communiy and UM
Member States to have MASLD and MASH recognized In the LINGA
PolEical Declaration of the 2027 High-Lavel Meating on Uniwersal
Heaith Coverage

Urbean soluthons to tackle SLD n citles
« Expand the MASH Citles programime across the USA and Europe
to bulld 3 network of cities that are supported In teking concreta
action on MASLD and MASH
= Monitor and fast-track progress towards global NCD gosls at
the city lewel



The policy roadmap 2026-2030

Y e

Source: Lazarus JV & White TM, et al. Assessing Europe’s policy readiness to confront the MASLD/MASH public health threat. The Lancet
Regional Health-Europe Series on Chronic Liver Disease. In press, 26 May 2026.




Where do we go from here?

* We have a strong body of work from which to
build: now is the time to accelerate our efforts!

 The growing burden around the world requires
policy changes that address not only social
determinants, but also structural and commercial
determinants along with primary and secondary
prevention + treatment and care.

* We need to grow the “liver” community to
engage policy-makers, policy influencers, and
people with lived experience as stewards of
change.

e We also need to think globally, and bring a
common voice for more awareness and action on
steatotic liver disease, together with WHO and
the UN.
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