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Non-alcoholic fatty liver disease (NAFLD) was coined as a defined
pathological entity in 1980 as a condition mimicking alcoholic fatty
liver disease with excessive fat infiltration to the liver but in the absence
of significant alcohol consumption or other causes of liver disease.!)
Over the past 40 years, our understanding of NAFLD has evolved to
broadly define a link to metabolic dysregulation as the driving force in
the pathogenesis of the disease. Many reports highlighting its linkage
to obesity, obesity-associated diseases and insulin resistance have been
published. Since its original naming, NAFLD has been accepted as
the standard acronym to describe this entity. Today, this condition has
become the most common cause of liver disease globally. In Turkey,
an alarming prevalence of 48.3% for the fatty liver disease has been
reported, which is representative of the growing burden of obesity,
type 2 diabetes mellitus and metabolic syndrome globally.?! With the
increasing prevalence of the disease and advances in our understand-
ing of it, several concerns and criticisms have been raised on the ap-
propriateness of the term “NAFLD”. Several alternative terminology
attempts have been proposed to rename NAFLD, each with a different
emphasis and varying degrees of reconceptualization.®*! The common
criticism points of these articles were that NAFLD reflects a negative
term with use of the prefix “non-”, the dominant role of “alcohol” in
the term, and its inability to cover a highly heterogeneous group of
patients under the NAFLD umbrella. In addition, the diagnostic crite-
ria for NAFLD to define fatty liver disease associated with metabolic
dysfunction are based solely on the exclusion of other conditions, such
as alcohol use and/or viral hepatitis. Another major limitation with the
traditional definition is that it prevents persons with traditional risk
factors for NAFLD (e.g., central obesity and type 2 diabetes) who
consume alcohol in excess of arbitrary thresholds to qualify for the
diagnosis of NAFLD."#! However, in real-world clinical practice, di-
agnoses of alcoholic liver disease and NAFLD may overlap, and it is
challenging to distinguish one from the other in such situations. Fur-
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thermore, the NAFLD terminology does not cover or indicate the key
role of metabolic factors as significant pathogenetic drivers in its name
nor in its definition.

To address these issues, an international expert panel consensus was re-
cently reached by 32 distinguished experts from 22 countries to propose
a more comprehensive redefinition of fatty liver disease associated with
metabolic dysfunction. This includes a more apt name, “metabolic (dys-
function) associated fatty liver disease (MAFLD)” to replace NAFLD!
and an easily applicable set of “positive” diagnostic criteria. The diag-
nosis of MAFLD can be entertained in the presence of hepatic steatosis
in addition to at least one of the following three criteria: 1) overweight/
obesity [body mass index in Caucasians (BMI) >25 kg/m?], 2) presence
of type 2 diabetes mellitus or 3) evidence of metabolic dysregulation
defined by the presence of at least two of the seven metabolic at-risk
criteria listed in Figure 1.1%

The major advantage of the new definition is that it better reflects
knowledge of the underlying metabolic pathophysiology that primarily
drives MAFLD. By replacing NAFLD with MAFLD, the role of meta-
bolic dysfunction becomes central, while alcohol is considered just one
of the multiple potential factors that can exacerbate the disease. In fact,
the definition classifies this disease as a metabolic disorder by not only
having the word “metabolic” in its name but also requiring evidence
of metabolic dysregulation, which was lacking in the old definition.
The MAFLD terminology embraces the full spectrum of disease from
simple steatosis with no inflammation and fibrosis to stage 4 fibrosis,
including those with burnt-out steatosis. Therefore, the adoption of the
umbrella term will likely to result in abandoning the simplistic dichoto-
mization to NASH and non-NASH, moving instead to assessing disease
severity that comprises both inflammation and fibrosis stage, akin to
what is undertaken for all other liver diseases. From this perspective,
the term MAFLD-related cirrhosis is expected to replace the old “cryp-
togenic cirrhosis” definition for the majority of patients. Furthermore,
it avoids any reference to alcohol intake as an exclusion criterion. Ac-
cording to the new criteria, the exclusion of other liver diseases is not
mandatory but would be required for a holistic assessment of patients in
order to exclude contributions from other diseases.

By all accounts, to this clinician researcher, the “MAFLD” definition
seems to be a more appropriate umbrella term to capture patients than
the old “NAFLD” definition. Besides, the integration of “metabolic”
in the name and the positive criteria used to diagnose patients is ex-
pected to reduce confusion on disease etiology, stigma and facilitate
patient-physician communication. Despite these obvious benefits, for
some, the name change is still viewed as premature and one that re-
quires building a wider consensus. In this regard, the main issues ahead
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Figure 1. Diagnostic criteria of the MAFLD based on the new consensus

BMI: Body-mass index; HDL: High-density lipoprotein; hsCRP: high-sensitive C-re-
active protein; HOMA: Homeostatic model assessment; MAFLD: Metabolic-associ-
ated fatty liver disease.

include the need for further clarification and stratification of MAFLD to
guide decision-making and prognostication. Some authors also criticize
the new definition because it lacks molecular pathobiological integra-
tion; they suggest that we consider a name change only when informed
by a new understanding of the molecular basis of the disease that would
change aspects such as risk stratification.!'!! For instance, there is no in-
formation about phospholipase domain-containing protein-3 (PNPLA3)
and other MAFLD-related genetic variants, especially in the subgroup
of lean individuals without metabolic dysregulation. Indeed, these as-
pects support rather than refute the concept behind the redefinition. De-
convolution of heterogeneity in the population previously assembled
under the term “NAFLD” is one of the main drivers for this new con-
cept, as alluded too by the consensus experts. Indeed heterogeneity is
likely to be responsible for the high rate of failure in NAFLD clinical
trials and the suboptimal performance of non-invasive tests. From this
perspective, it is equally possible that lean individuals without evidence
of metabolic dysregulation should be considered a distinct entity with
a distinct natural history and clinical outcomes. In turn, it suggests that
MAFLD can overcome some of the inherent limitations of the patients
characterised as having NAFLD.!"2l While patient sub-stratification is
the ultimate goal, the new definition is a crucial and appropriate first
step. Despite these concerns, it must be acknowledged that the new
definition has attracted considerable attention from hepatologists, with
many reports and editorials published acknowledging and supporting
utilization of the MAFLD criteria.l'*'¥1 Moreover, in studies investi-
gating the role of liver disease in the prognosis of COVID-19 (as a
proxy for the recent submitted publications), the MAFLD definition has
already been incorporated.!'>2!! More recently, two studies have sug-
gested that the MAFLD criteria are more practical and identify patients
at high risk of fibrosis better than the NAFLD criteria.l?>2*

From our point of view, it, therefore, seems to be reasonable to change
the acronym from NAFLD to MAFLD considering the considerable
benefits that will accrue for patients, public awareness and clinicians
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and allied health staff. The international expert consensus is but the
start in the “MAFLD” journey; global endorsement by researchers,
clinicians, industry and patients will take time. While discussions on
the necessity for such a change continues, more research is required
that is not only significant from an abstract theoretical perspective, but
also concerning applicability and suitability for clinical practice, clini-
cal management and clinical trials that support the global positive first
impression of this new terminology.
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