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o Why changing the uza

nomenclature?
NAFLD = e Negative diagnosis
Steatosis in the absence * Noindication of the cause
- Overweight/obesity
of -
Alcohol consumption - Dyslipidaemia
above threshold T
& Other k - Mets
€r known e Heterogenous

(“secondary”) causes of
steatosis

- “lean” NAFLD/NASH

Exclusionary
- Reality: combined aetiology
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Ve 4
Hepatic steatosis in adults 74
(detected either by imaging techniques, blood biomarkers/scores or by liver histology)

Overweight or obesity Lean/normal weight
(defined as BMI 225 kg/m? in (defined as BMI <25 kg/n? in Caucasians
Caucasians or BMI 223 kg/m? in Asians) or BMI <23 kg/n? in Asians)
f N

If presence of at least two metabolic risk abnormalities:

« Waist circumference 2102/88 cm in Caucasian men and women (or 290/80 cm in Asian men
and women)

« Blood pressure 2130/85 mmHg or specific drug freatment

« Plasma triglycerides 2150 mg/dl (=1.70 mmol/L) or specific drug treatment

* Plasma HDL-cholesterol <40 mg/dl (<1.0 mmol/L) for men and <50 mg/dl (<1.3 mmol/L) for
women or specific drug treatment

« Prediabetes (i.e., fasting glucose levels 100 to 125 mg/dl [5.6 to 6.9 mmol/L], or 2-hour post-load
glucose levels 140 to 199 mg/dl [7.8 to 11.0 mmol] or HbA1c 5.7% to 6.4% [39 to 47 mmol/mol])

+ Homeostasis model assessment of insulin resistance score 22.5

« Plasma high-sensitivity C-reactive protein level >2 mg/L

. J

[ MAFLD : ]

(Metabolic dysfunction-associated fatty liver disease)

. A Eslam et al. J Hep 2020
Universiteit Antwerpen
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Hepatic steatosis in adults o
(detected either by imaging techniques, blood biomarkers/scores or by liver histology) UM

(defined as BMI 225 kg/m? in (defined as BMI <25 kg/n? in Caucasians

Overweight or obesity Lean/normal weight
Caucasians or BMI 223 kg/m? in Asians) or BMI <23 kg/n? in Asians)

p
If presence of at least two metabolic risk abnormalities: ]
* Waist circumfere

mawemen) o CONfusion regarding alcohol use

« Plasma triglyceride

-rmeroiaved StigMa associated with “fatty”

women or specific d
« Prediabetes (i.e., fa

aucee s 0 CONSENSUS methodology?

* Homeostasis model o SToTe ==
« Plasma high-sensitivity C-reactive protein Ievel >2 mg/L J l
"

MAFLD
(Metabolic dysfunction-associated fatty liver disease)

Eslam et al. J Hep 2020
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Global NAFLD Nomenclature involvement

42 * 264 nominees from EASL, AASLD, ALEH,
- ¥, i? APASL, AMAGE, proportionate to
z‘
>

-
o ’3‘ association member size
ot & ‘ %n

* 56 countries represented

'. ?J‘”::N%%‘ GLOBAL A e &
PAASLD ““EASL  ALEH & @“"‘““‘ o ;a.tisms LIVEL's
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oy Overarching term v

e NAFLD = exclusionary

J

e Clinical practice: many combo’s
- Mainly alcohol and metabolic

e Fatty liver = feature
- Like “granulomatous hepatitis”

- Long list of causes
e 2 predominant ones

Rinella M... Francque S...Sanyal A et al. ) Hep 2023
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Metabolic Dysfunction
Associated Steatotic
Liver Disease
(MASLD)

MetALD
(MASLD and increased alcohol intake*)

MASLD ALD
predominant predominant

140
Weekly alcohol intake (g)
MASLD ALD
predominant predominant
20/

Average daily alcohol intake (g)

*Weekly intake 140-350g female, 210-420g male (average daily 20-50g female, 30-60g male)
**e.g. Lysosomal Acid Lipase Deficiency (LALD), Wilson disease, hypobetalipoproteinemia, inborn errors of metabolism
***g.g. Hepatitis C virus (HCV), malnutrition, celiac disease

Universiteit Antwerpen




Bv Adult Criteria
At least 1 out of 5:

|:| BMI = 25 kg/m? [23 Asia] OR WC > 94 cm
(M) 80 cm (F) OR ethnicity adjusted

D Fasting serum glucose = 5.6 mmol/L
[100 mg/dL] OR 2-hour post-load glucose
levels = 7.8 mmol/L [2140 mg/dL]
OR HbA1c = 5.7% [39 mmol/L] OR type 2
diabetes OR treatment for type 2 diabetes

|:| Blood pressure = 130/85 mmHg
OR specific antihypertensive drug
treatment

D Plasma triglycerides = 1.70 mmol/L
[150 mg/dL] OR lipid lowering treatment

D Plasma HDL-cholesterol = 1.0 mmol/L
[40 mg/dL] (M) and = 1.3 mmol/L
[50 mg/dL] (F) OR lipid lowering treatment

Pediatric Criteria Uml

At least 1 out of 5:

D BMI = 85" percentile for age/sex [BMI
z score = +1] OR WC > 95" percentile
OR ethnicity adjusted

D Fasting serum glucose = 5.6 mmol/L
[2 100 mg/dL] OR serum glucose = 11.1
mmol/L [= 200 mg/dL OR 2-hour post-load
glucose levels = 7.8 mmol [140 mg/dL]
OR HbA1c = 5.7% [39 mmol/L] OR already
diagnosed/ireated type 2 diabetes OR
treatment for type 2 diabetes

D Blood pressure age < 13y, BP = 95th
percentile OR = 130/80 mmHg (whichever
is lower); age = 13y, 130/85 mmHg
OR specific antihypertensive drug
treatment

D Plasma triglycerides < 10y, = 1.15 mmol/L
[= 100 mg/dL]; age = 10y, = 1.70 mmol/L
[z 150 mg/dL OR lipid lowering treatment

D Plasma HDL-cholesterol = 1.0 mmol/L
[= 40 mg/dL] OR lipid lowering treatment

Aligned with Alberti et al. Circulation 2009

Rinella M... Francque S...Sanyal A et al. ) Hep 2023
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Metabolic Dysfunction
AssociatedySteatotic The Current nomenCIature

Liver Disease « maintains the concept of

(MASLD) steatohepatitis as a separate entity
does not change the current
definition based on histology
can be used also with other future
definitions/diagnostic modalities
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MRI
40.534

SLD No SLD

11,217 29,317

27.7% 72.3%
ALD Cryptogenic Missing data MASLD MetALD
102 296 163 9,509 1,147
0.9% 2.6% 1.5% 84.8% 10.2%

Schneider M, Schneider V. J Hep 2023
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e 42.1% SLD based on CAP™ > 274 dB/m
« 90% met at least 1 CMRF

NHANES 2017-2020 SLD subtypes
(=218 years)
N=9693 2404 0.1
MEC exam not il =l
> available - )
v N=728 A 1T
N=8965 | /N
,| VCTE not performed or partial / "\.\
i N=1197
A4 | ‘.l
N=7768 | |
. Not assigned to a morning session \ |
i N=4057 \
A4 \ y
N=3711_| \
Missing data on variables for metabolic \ /
> dysfunction < 89.4 ’
N=538 . /
v a
Final sample
N=3173

©“MASLD ©MetALD = MASLD-Viral © ALD ®=Crypto

Ciardullo S et al. Liv Int 2023
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Ciardullo S et al. Liv Int 2023
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Implications for research and
clinical practice

e Better characterisation of all factors
contributing to SLD and liver disease severity
e Better study the additive effect/synergistic

effects on disease course

- Few studies so far on role of metabolic factors as
co-factors in viral hepatitis, ALD

e Appropriate management of all causes
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oy Implications for drug uzA
development?

e Current evidence

- Minor or no impact

e Populations largely overlap
e NAFLD = MASLD only + cryptogenic

e NASH = MASH
- histological framework has not changed

e A




oy Implications for drug uzA
development?

e Future trials

- Minor or no impact
e Positive diagnosis:
- Slightly reduced heterogeneity by excluding cryptogenic SLD

e In- and exclusion criteria define the population
- Exclusion criterion on alcohol implies MASLD only
» Equals NAFLD (except cryptogenic SLD)

e NIT as endpoints
- Not many data yet but likely little or no impact for the same reasons

- MetALD as a separate patient population to study

A
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Take home messages

e Positive name + diagnosis and non-stigmating
e Look for and treat all potential causes

e NAFLD and MASLD only largely overlap
- Cryptogenic SLD is only difference and a small fraction

e MetALD defines a separate group of patients

e Impact on existing literature and ongoing studies is
minor

e Helps improving design of new studies
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= Take home messages =

e MetALD clearly defines a separate group of
patients
e Impact on existing literature and ongoing
trials is minor
e Helps improving design of new studies
- Role of different factors combined

- including studies for MetALD emerging as a
separate area of research
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