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Accumulation of fat in the liver, popularly called fatty liver
disease (FLD), is a highly prevalent pathological condition. It is
characterised by the accumulation of variable amounts of trig-
lycerides in the hepatocytes which may or may not be associ-
ated with liverinjury. FLD has many causes and equally hetero-
geneous pathogenetic mechanisms, clinical courses, and
outcomes. Conventionally, FLD was segregated into two main
categories: Alcohol-associatedliverdisease (ALD) and Nonalco-
holic FLD (NAFLD). Proper terminology and classification of the
latter have been problematic since its initial recognition in the
1980s when Ludwig et al. described detailed pathological
features of the condition in a cohort of 20 patients with no
history of alcohol abuse and christened the disease as nonalco-
holic steatohepatitis (NASH).! The broader term NAFLD was
firstusedinareviewarticle by Schaffnerand Thalerin 1986.”

Since these earlier portrayals of NAFLD, substantial progress
has been made in understanding the disease's epidemiology,
aetiology, pathogenesis, pathology, treatment, and progno-
sis.”® In particular, the prevalence of the disease has risen
sharply throughout the world, and it has attained epidemic
proportionsaffectingmorethan40% ofthe world'sadultpopula-
tioninmostrecentsurveys. Ithasbecometheforemostcause of
chronic liver disease (CLD) and the dominantindication of liver
transplantation globally.”® Of particular concern is the fact that
its incidence and prevalence have also increased significantly
in children with the rise in the rates of childhood obesity. The
disease is also reported commonly in non-obese individuals
(lean NAFLD). The rise in prevalence in adults is particularly
linked to the rise in the incidence of obesity, Type 2 Diabetes
(T2D), and metabolic syndrome (MS).** An association of the
disease with cardiovascular risks has also been reported in
many studies, thus further complicating the disease's aetiology
and pathogenesis.**
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Although there is no specific treatment for the disease to date,
considerable progress has been made in understanding the
pathogenesis and molecular mechanisms of the disease. These
advancements have made it possible to develop novel
biomarkers for non-invasive diagnosis and monitoring of
disease and targeted therapies, paving the way for person-
alised careinthe nearfuture. This vast expansion of knowledge
and progression in understanding the disease were not
reflected neitherinthe nomenclature ofthe disease noritsdiag-
nostic criteria until very recently. All the above developments
necessitated arevisiting of the terminology, diagnostic criteria,
and classification of the disease.” Numerous attempts were
made to address these issues but none achieved widespread
global acceptance. The two main objections to the use of the
term NAFLD havebeenthatitwasbased onnegativeorexclusio-
nary diagnostic criteria, and there were two stigmatising terms
in the name, i.e., alcohol and fatty.” Moreover, there was no
linkage to the main underlying aetiology or risk factors of the
disease in the name. Besides, the previous nomenclature
excluded patients with predisposing conditions for NAFLD, such
as T2D, who consumed greater quantities of alcohol than the
stringentcriteriafornonalcoholicthresholds.

In 2020, a group of international liver experts proposed
metabolic dysfunction-associated FLD (MAFLD) as a substitute
for the term NAFLD, to highlight the cardinal role of systemic
metabolic derangements in the etiopathogenesis of this
disease.”® They suggested MAFLD as the single all-embracing
term for the entire spectrum of NAFLD (Figure 1). They also
proposed positive diagnostic criteria for a positive diagnosis of
MAFLD. The change ofthe terminology was done with the goal of
highlighting the crucial role of metabolic factors in the causa-
tion and pathogenesis of the disease, thus improving patient
understanding of the disease, facilitating patient-physician
communication, and emphasising the importance of public
health interventions in its prevention and management.
However, the new termstillincluded stigmatising terms and did
not cover the entire range of steatotic liver disease (SLD). Thus,
the heterogeneous characteristic of NAFLD was ignored in
MAFLD. Moreover, not all cases of NAFLD are seen in obese or
fatty individuals. These can be seen in lean individuals. They
alsoremoved the term, steatohepatitis, a key lesion in progres-
sive forms of FLD, from the new arrangement. Several associa-
tions specialising in the study of liver diseases ratified the new
name. However, a broader international acceptance was not
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achieved, and a substantial number of important pan-national  contributed to a total of four online surveys along with two in-
and national societies did not fully endorse the new termi-  person meetings. A final response rate of >75% was achieved
nology. Many liver experts described it as a premature and  for four rounds of data gathering. Since the term ‘nonalcoholic’
incomplete attempt. Concerns were also raised on the robust- ~ was previously renamed, the term ‘fatty’ was swapped with
ness and transparency of the methodology used for changing  steatosis, a scientific and non-stigmatising term. SLD was
thename. chosen as an all-encompassing term to embrace all possible
aetiologies of steatosis including ALD (Figure 2). A total of five
diagnostic sub-categories were generated to encompass the
Neinl) ((EEnaivelunes S NetALD entire spectrum of FLDs including ALD and combined forms of
the disease. The term steatohepatitis was retained as it was
considered to be a crucial pathophysiological step and an inte-
[ 1m0 1986 2002 2020 2023 gral part of the natural course and evolution of the disease. The
term metabolic dysfunction-associated SLD (MASLD) was
selected as a substitute for NAFLD. An agreement was also
reached on changing the diagnostic criteria to include at least
one of the cardiometabolic risk factors (CMRFs). These are
Figure 1: Schematic diagram showing the main developments in the d,lﬁerent f9r adult and paEd,Ia,trlc patients. Metabolic dysfunc-
evolution ofterminology of fattyliver diseases (FLD), particularly, nonal- tion-associated SteatOhepat|t|§ (MASH) was chosen to replace
coholic FLD (NAFLD). The most recent name suggested was theumbrella  the term NASH. The cryptogenic SLD category was reserved for
term of steatotic liver disease (SLD). NASH, Nonalcoholic steatohep- those patients who had no metabolic risk factors or no known
atitis; MAFLD, Metabolic dysfunction-associated fatty liver disease; causes(FigureZ) Because ofthe common coincidence of the two
MASLD, Metabolicdysfunction-associated SLD; MetALD,MASLDincombi- " '
conditions, a new sub-category of MetALD was created to

nationwithmoderatealcoholconsumption.
describe individuals with MASLD who drink above-threshold
quantities of alcohol per week. The Delphipanel devised an algo-
rithmic approach for categorising the disease in individual

I patients which will be very helpfulinaclinical practice. According

< NASH - MAFLD

Metaboli Alcohol- . . .
dy«TnchZtD e Iassz;::i:ted ke to proponents of the new nomenclature, this metamorphosis will
associate iver disease SLD . . . -
(MASLD) R o SR serve to increase disease awareness among patients and clini-

cians, eradicate stigma, and speed up the development of

- : biomarkers and drugs to benefit patients with MASLD and Me-
tALD." It should be noted thatthe name change does notalterthe
natural history, biomarkers, or trials. The staging and grading of
Figure 2: Steatotic Liver Disease (SLD) and its classification. This figure the disease will al.so not be affected by this C.hange of termi-
displays the plan for SLD and its sub-division into five categories. SLD, nology. The Delphi group demarcated a.nd deﬁned.a sulb-cate-
diagnosed on imaging studies or biopsy, has many possible causes.  gory, MetALD, that has received very little attention till now,

MASLD, characterised by hepatic steatosis along with one cardio-  whichwillgetdueattention,andwillgetintegratedintocare path-
mfetabollc risk factor (CMRF) and n?otherrecognlsablecause,ALD, anda ways andincludedin clinicaltrials.
mixture ofthetwo (MetALD), constitutethe mostprevalentcausesof SLD

in a clinical practice. Other specific aetiologies of SLD need to be cate- In conclusion, the new terminology, categorisation, and defining

orised separately, as they demonstrate distinctive pathogenesis. P : —
gor's P v ey ; pathoge: criteria for FLD are broadly supported, non-stigmatising, and
Multiple causes of steatosis can occur together in one case. Individuals

with no discernable cause are presently placed under the cryptogenic  Provide a new and powerful platform for the medical community
SLD category. However, these may be reclassified in the future in  to intensify disease awareness, abolish stigma, and speed up

response to an increase in the understanding of disease pathophysi- biomarker and targeted treatment development for improved
ology. management of patients afflicted with various conditions within
In view of the above deficiencies and objections, a renewed  theumbrella of SLD spectrum.

global effort was initiated in 2020 under the auspices of three
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