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From NAFLD to MASLD — what's in a name?
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Associations rename fatty liver disease to reduce stigma

Jacqui Thornton

Three national liver associations have renamed fatty
liver disease as steatotic liver disease to be more
“affirmative” and less stigmatising to patients, they
announced at the European Association for the Study
of the Liver’s (EASL) congress in Vienna.

Non-alcoholic fatty liver disease will now be called
metabolic dysfunction associated steatotic liver
disease (MASLD).

And a new category, MetALD, describes those with
MASLD who consume greater amounts of alcohol a
week (140 g a week for women and 210 g a week for
men).

The renaming comes after a two year process led by
the American Association for Study of Liver Disease
and EASL in collaboration with the Asociacién
Latinoamericana para el Estudio del Higado. Details
of the renaming will be published in the Journal of
Hepatology.!

BMJ 2023;382:p1587. Available at: http://dx.doi.org/10.1136/bmj.p1587. Published 10 July 2023

visceral obesity, insulin resistance, and
dyslipidemia.”

At the conference in June, EASL launched its Love
Your Liver campaign—a promotional campaign aimed
atincreasing awareness of liver health. EASL believes
that prevention should start early, and that children
should learn about the liver—the body’s largest
organ—in the same way they do about other organs
like the brain, heart, and lungs.

Thomas Berg, outgoing secretary general of EASL,
urged the medical profession to “change its
approach” to liver disease. “We are at a crossroads
of opportunity, but also the risk of failure,” he said.
“Instead of focusing on the management of end stage
complications, it needs to shift towards prevention,
proactive case finding with early identification of
progressive liver fibrosis, early diagnosis, and early
treatment.”
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of People with MASLD and Medscape # uk X Guidelines
MASH in Primary Care Prumary Care Hacks
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Steatotic Liver Disease (SLD)
i.e. hepatic steatosis found incidentally on imaging

Scanning this QR code
will take you to an NHS
England website (3rd party
website). Bayer bears no
responsibility for the
content of this website.

Does the individual have at least one of the below
five cardiometabolic risk factors?
|

W YES NO V¥

Does the individual regularly consume Are there any other causes of
above the recommended amounts of P
alcohol per week and/or are there any other
causes of hepatic steatosis?

(Refer to Secondary Causes of Hepatic
Steatosis, below)

¢ NO YES ¢ NO YES

(Refer to Secondary Causes
of Hepatic Steatosis, below)

MASLD MetALD Cryptogenic SLD Are there any other
e e il causes of hepatic
or other combination dysfuncti d steatosis?
aetiology ysfunction anc
SLD of uncertain (Refer to
origin Secondary
Causes of Hepatic

Steatosis, below)

Cardiometabolic Risk Factors

BMI = 25 kg/m? (23 kg/m? if high-risk ethnic minority) or waist circumference >94 cm
for men (>90 cm if high-risk ethnic minority) or >80 cm for women (all ethnicities)

« HbA,_ 42-47mmol/mol or established type 2 diabetes

« Blood pressure 2130/85 mmHg or antihypertensive drug treatment
+ Plasma triglycerides =1.70 mmol/| or lipid-lowering treatment

« Plasma HDL-cholesterol <1.0mmol/| or lipid-lowering treatment

Adapted from: Alberti K, Eckel R, Grundy S et al. Harmonizing the Metabolic Syndrome. Circulation,
2009; 120 (16).

How Common and Serious
is MASLD?

Secondary Causes of Hepatic Steatosis
s  MASLD is now the most common liver disorder = Drug-induced liver injury, e.g. amiodarone, methotrexate, tamoxifen, and corticosteroids
in Wastarn ranntriae and hac hean actimated tn = Endocrine disorders. such as hvpothvroidism. polvevstic ovary svndrome. and arowth hormone



Based on a fictional case study
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BP 148/92 wunmHg

Lipid profile TC 6.3 TRG 4.9 HDL 0.8

(mmol/ ) Unable to- assess LDL-C

BMI & Weight 33 kg/wm? Waist 8 Sem
ALT 62 (10-50), AST
63 (8-50), ALP 85 (40-

LETy(U/L) 125) GGT 65 (5-55)
BUL 17 (3-21)

HbA1c 45 mumol/ mol

eGFR >60 ml/miny/1.73m?

Medications  NU

Sovialitttory Tottoo artst, non—

smoker, social aleoihol

What is the likely cause of her abnormal
LFTs?

1. Chronic HCV infection
2. MASLD

7

3. MetALD (metabolic alcohol-related liver disease)
4.Hepatocellular carcinoma
5.Something else?

What is your next step with respect to her LFTs?

1. Lifestyle advice — weight loss & alcohol consumption
2.Check targeted liver screen

3. Refer hepatology

4.Check FIB-4 score

5. Refer liver elastography e.g., FibroScan

6. Repeat 4 weeks...

BP: Blood Pressure, TC: Total Cholesterol, TRG: Triglycerides, HDL: High-Density Lipoprotein, LDL-C: Low-Density Lipoprotein
Cholesterol, BMI: Body Mass Index, ALT: Alanine Transaminase, AST: Aspartate Transaminase, ALP: Alkaline Phosphatase, GGT:
Gamma-Glutamyl Transferase, Bili: Bilirubin, HbAlc: Hemoglobin Alc, eGFR: Estimated Glomerular Filtration Rate



'What IS MASLD?

* NAFLD is now termed Metabolic Dysfunction Associated Steatotic Liver Disease
* MASLD encompasses individuals who have hepatic steatosis and at least 1 cardiometabolic risk factor:
BMI>25 (23 if high-risk ethnic group) or waist circumference >94 cm

group) or >80 cm

r

(all ethnicities)

HbAlc 42-47mmol/mol or established T2D

Blood pressure 2130/85 or antihypertensive drug treatment
Plasma triglycerides 21.70mmol/L or lipid-lowering treatment
Plasma HDL-C <1.0mmol/L or lipid-lowering treatment

* MASH replaces NASH

* MetALD describes individuals with MASLD who consume above recommended amounts of alcohol per week i.e.
combined aetiology

#

(>90cm if high-risk ethnic

 MASLD is primarily a metabolic disease; it is the liver’s manifestation of the metabolic syndrome (MetS)

Rinella, M.E., Lazarus, J.V., Ratziu, V., et al. (2023). A multisociety Delphi consensus statement on new fatty liver disease

nomenclature. Journal of Hepatology, 79(6), 1542-1556



esponse to abnormal liver blood tests.

History
Alcohol history / Metabolic Syndrome & BMI
Drug history / Risk factors for viral hepatitis
Personal family history / comorbidities

Clinical Pattern Suspected alco.hol risk
Hepatitic liver Synthetic failure Isolated raised Isolated
enzymes Jaundice, low albumin, Bilirubin with Cholestatic liver enzymes
or prolonge otherwise normal liver
ALT or AST | d INR th 11 ALP & GGT
¢, OR blood tests &
Liver blood tests including Suspected malignanc *
v I 1 . . . A
AST, GGT & FBC i I\(Nelgl'rl: I:)SS : e e Liver blood tests including GGT
+ arked Cholestasis Gilbert’s syndrome
3 Ultrasound
Ultrasound (unconjugated +
: o hyperbilirubinaemia) Liver aetiology screen
Eiier agfiology scrsen Urgent Referral Autoantibodies and Immunoglobulins
gl cEarn e ) Less commonly due to Ferritin & Transferrin saturation
Autoantibodies and Immunoglobulins Urgent Ultrasound and/or haemolysis (Consider
Ferritin & Transferrin saturation Reticulocyte count, LDH, &
HbA1c Consider urgent referral to haptoglobin) Normal
secondary care or USS and
issi Abnormal USS negative
______ appearances and/or liver
positive liver aetiology

Consider: Reticulocyte
ALT & AST . ; remain
et and LDH if haemolysis / L)

abnormal

Normal USS admission
NEGatiVEIiVER RN y= == == == == == o= s o= - -—
aetiology screen Repeat liver blood tests ;
aetiology screen screen
No NAFLD risk- with split bilirubin and
factors FBC &
l * . . ALP & GGT

Philip N Newsome et al. Gut 2018;67:6-19



How common is MASLD?

e Mortality from liver disease has risen 4-fold since the 1970’s...

* Main causes of liver disease:
* Alcohol misuse
e Chronic viral hepatitis
* MASLD/MASH driven by obesity/metabolic syndrome

 MASLD is now the most common liver disorder in Western countries affecting up to 30% of adults in the UK & up
to 90% of those with living with obesity or T2D

* MASH affects up to 5% of the UK population & overall is the fastest growing indication for liver
transplantation in Western countries

 MASLD is also associated with an increased prevalence and incidence of CVD and is a risk factor for HCC
* CVD.is a more common cause of death than liver disease in MASLD

* If detected early, lifestyle change & certain clinical interventions may slow or stop progression of liver disease

Stefan, N., Haring, H.-U., Cusi, K. (April 2019). Non-alcoholic fatty liver disease: causes, diagnosis, cardiometabolic
consequences, and treatment strategies., 7(4), p313-324. DOI: https://doi.org/10.1016/S2213-8587(18)30154-2.



e Steatotic liver disease

& >1 cardiometabolic Stag es of MASLD

risk factor

e Inflammation of
hepatocytes

e Chronic inflammatory damage to
liver

e Liver failure, portal
hypertension & increased
risk of HCC

Speaker’s own perspective



Diagnosis of MASLD

e |sthere SLD & >1 cardiometabolic risk factor?

* Are there any secondary causes of SLD?
* Drug-induced liver injury e.g., amiodarone, steroids, methotrexate, tamoxifen
* Endocrine disorders e.g., hypothyroidism, PCOS & GH deficiency
* Nutritional e.g., rapid weight loss, malnutrition, TPN, SIBO
e Chronic HCV infection

e Exclude excessive daily alcohol consumption (=3.75 units daily for men & >2.5 units daily for

McPherson, S., Armstrong, M.J., Cobbold, J.F., et al. (August 2022). Quality standards for the management of

* [f no |~ MASLD

non-alcoholic fatty liver disease (NAFLD): consensus recommendations from the British Association for the
* |f yeS - M etA I_ D Study of the Liver and British Society of Gastroenterology NAFLD Special Interest Group , 7(8), p755-769. DOI:
https://doi.org/10.1016/S2468-1253(22)00061-9.




Screening for MASLD & MASH

e Consider screening all individuals with steatosis (e.g. incidentally found on abdominal USS) for
features of MetS, independent of liver blood tests

* Consider screening for MASLD with liver blood tests and/or USS in people living with obesity or
MetS/T2D

* In high-risk individuals (>50 years, MetS/T2D) active case-finding for advanced disease (that is,
MASH) is recommended

McPherson, S., Armstrong, M.J., Cobbold, J.F., et al. (August 2022). Quality standards for the management of non-alcoholic fatty liver disease (NAFLD): consensus recommendations from the British Association for the
Study of the Liver and British Society of Gastroenterology NAFLD Special Interest Group , 7(8), p755-769. DOI: https://doi.org/10.1016/S2468-1253(22)00061-9.



Assessing people with MASLD & stratifying risk of
RS AR II

Fibrosis-&4 (FIB-4) Index for Liver Fibrosis
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Horn, P.,, Newsome, P.
(2022, May 6). NAFLD —
diagnosis, assessment and
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published on 25 Feb
2020.
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NAFLD - diagnosis, assessment and

mahagement

Updated on: 06 May 2022 First published on 25 Feb 2020

Authors: DrPaul Horn Prof Phil Newsome

Key learning points Author/s

1. How to diagnose NAFLD and NASH Dr Paul Horn
2. How to risk-stratify patients with NAFLD and NASH
3. Stage-dependent treatment of liver disease

Introduction

With the increasing obesity epidemic, non-alcoholic fatty liver disease (NAFLD) has become more common, Prof Phil Newsome

Chair and Appointed

affecting about 20% of the population in developed countries. It is defined as the accumulation of fat in more than
Vice-President

5% of hepatocytes in the absence of significant alcohol consumption (defined as daily consumption of = 30 g for

Hepatology
men and > 20 g for women) or any other secondary cause of hepatic steatosis [1]. In about one-fifth of patients, Term of Office to Jan
NAFLD progresses to non-alcoholic steatohepatitis (NASH) which can ultimately lead to liver cirrhosis in a further 2021

fifth of NASH patients and subsequently lead to liver failure and hepatocellular carcinoma (HCC) [2]. The
combination of the high prevalence of NAFLD with comparatively low numbers of progressive and advanced cases
ensures that resource allocation strategies are required to tailor patient care and restrict referral according to the
actual need [1].

Investigations and management
Diagnostic measures

Patients with NAFLD often come to light after being investigated for non-specific symptoms or monitoring of other
conditions [3] and establishing a diagnosis of NAFLD is relatively straightforward being based principally on an

[ T T . e ' o ~ [ r ' " r
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NON-INVASIVE FIBROSIS ASSESSMENT

Horn, P., Newsome, P.
(2022, May 6). NAFLD —

?bﬂﬂ:‘ﬂ'd 3 R |IT'|EI[iI'I: evidence of Liver enIyme diadgnosis, assessmen‘t' X
Ype £ diabetes ' fat aceumulation abnormalities ooty oo B
'U‘rEtEhﬂlll: 5'FI'1I:|H;II'I'IE Gastroenterology. First
Exclude Secondary causes of steatosis, significant alcohol consumption ggggfhed on 25 Feb
MNAFLD
NMAFLD fibrosis score or FIB-4
¥ L
MNFS <-1.455* NFS -1.455-0.672 NFS =0.672
FIB-4 <1.30° FIB-4 1.30-3.25 FIB-4 »3.25
NEY: B8-95% l PPV, 75-90 %
v '
Low risk - Intermediate Risk High risk
v t v
Exclude Fz3 Grey zone Diagnose Fz3
i FibroTest <0.3 FibroTest 0.3-0.7 FibroTest 0.7
ELF test «10.35 ELF test »10.35
Fibroscan <7.9 kPa Fibroscan 7.9-9.6 kPa Fibroscan »>9.6 kPa
+ ' +

Consider monitoring every 2 years

Consider liver biopsy




Managing MASLD in Primary Care

 What can we do in primary care for those with MASLD to lower their risk of advanced fibrosis?

Strongly encourage & facilitate weight loss where possible

* Dig Dis Sci 2016: Weight loss 3-5% reduces hepatic steatosis, 25-7% can lead to resolution of MASH &
>10% improves hepatic fibrosis

* EASL recommends Mediterranean diet which can reduce liver fat even without weight loss
Ideally, alcohol abstinence is advised...

Actively manage any co-existing features of MetS i.e. T2D/dysglycaemia, hypertension, dyslipidaemia &
abdominal obesity

Assess CV risk using QRISK3-2018 https://qrisk.org/three/ & consider statin therapy

Coffee might help!
* No specific recommendations however moderate intake 3-5 cups daily may be beneficial
 British Liver Trust report 2016

Yanai H, Adachi H, Hakoshima M, lida S, Katsuyama H. Metabolic-Dysfunction-Associated Steatotic Liver Disease-Its Pathophysiology, Association with Atherosclerosis and Cardiovascular
Disease, and Treatments. Int J Mol Sci. 2023 Oct 23;24(20):15473. doi: 10.3390/ijms242015473. PMID: 37895151; PMCID: PMC10607514.
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Managing MASLD in Primary Care

* What can we do in primary care for t risk of advanced fibrosis?

» Strongly encourage & facilitate

* Dig Dis Sci 2016: Weight loss
210% improves hepatic fibrc

* EASL recommends Mediterrz
Ideally, alcohol abstinence is advi
Actively manage any co-existing f

, 25-7% can lead to resolution of MASH &

r fat even without weight loss

caemia, hypertension, dyslipidaemia &

. . Coffee consumption and the liver
abdominal obes |ty — the potential health benefits

A British Liver Trust report, June 2016

Assess CV risk using QRISK3-2018
Coffee might help!
* No specificrecommendation gl = cups daily may be beneficial
 British Liver Trust report 201w

sider statin therapy

Yanai H, Adachi H, Hakoshima M, lida S, Katsuyama H. Metabolic-Dysfunction-Associated Steatotic Liver Disease-Its Pathophysiology, Association with Atherosclerosis and Cardiovascular
Disease, and Treatments. Int J Mol Sci. 2023 Oct 23;24(20):15473. doi: 10.3390/ijms242015473. PMID: 37895151; PMCID: PMC10607514.



https://qrisk.org/three/

Follow-up of MASLD

Ensure those with MASLD and an intermediate risk of advanced fibrosis are under recall and
reviewed regularly in primary care using clinical judgement & local guidance

Reinforce importance of lifestyle modification focusing on weight loss and drinking alcohol
within recommended limits

Assess for features of MetS
Reassess CV risk using QRISK3

Recheck FIB-4 score & follow local guidance as appropriate

Speakers clinical practice



' Emerging pharmacological treatments for
MASLD/MASH

There are no current licensed drug therapies for MASLD/MASH
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What is the likely cause of her abnormal
LFTs?

MASLD

What is your next step with respect to her LFTs?
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Lifestyle advice — weight loss & alcohol consumption
Targeted liver screen

FIB-4 score 2.08: intermediate risk for fibrosis. Refer
hepatology for 2"? line non-invasive testing e.g. ELF,
FibroTest or Fibroscan

Actively manage features of MetS
QRISK3 4.5%
Coffee?



Conclusion

MASLD is primarily a metabolic disease; it is the liver’s manifestation of the metabolic
syndrome

Risk stratification for all with suspected MASLD/MASH with liver fibrosis markers e.g.
Fibrosis-4 score

» Aim for weight reduction of =10%?
Potential Emerging evidence for for MASLD/MASH. Coffee might help!

1, Yanai H, Adachi H, Hakoshima M, lida S, Katsuyama H. Metabolic-Dysfunction-Associated Steatotic Liver Disease-Its Pathophysiology, Association with Atherosclerosis and
Cardiovascular Disease, and Treatments. Int J Mol Sci. 2023 Oct 23;24(20):15473. doi: 10.3390/ijms242015473. PMID: 37895151; PMCID: PMC10607514.
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