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Recently, metabolic (dysfunction) associated fatty liver
disease (MAFLD) has been proposed as a name to replace
non-alcoholic fatty liver disease (NAFLD) (1). Controversy
over the name is in full swing and evidence-based debate
will determine the outcome. Evidence-based medicine is
predicated on rigorous scientific data, clinical experience
and patient preferences. So how does MAFLD stack up?
We briefly summarize the existing evidence and find that
MAFLD does hold up to its promise as an advance in the
terminology for the disease we all treat.

Clinical applicability is the single most important
criterion on which any new disease name should be judged.
It includes aspects such as ease of use of the diagnostic
criteria and utility in assessing natural history, hepatic,
and extra-hepatic comorbidity. Based on current evidence
(diagrammatically shown in Figure 1), MAFLD better
identifies high-risk groups not only for liver-related
outcomes but also for extrahepatic comorbidity (e.g.,
cardiovascular disease and chronic kidney disease). In
these studies of the general population, the prevalence of
MAFLD was 20.1-39.1% and the population with MAFLD
is always greater than those with just NAFLD (2-7). Based
on a Cohen’s kappa of 0.76-0.92 (2-7), the concordance
of the two definitions is high, implying that the new and
positive definition may not impact disease prevalence
data. However, what is critically different is that under
the MAFLD label, specialists will be exclusively seeing
the subset with fatty liver and metabolic dysregulation,
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the group most likely to develop hepatic and extra-hepatic
adverse outcomes, while leaving the management of those
with no metabolic dysregulation to primary care. At the
population level, this has a huge impact on management.
For example, in a country with a population of 1 billion,
if 30% have MAFLD/NAFLD (300 million), 15 million
(5%) with NAFLD but not MAFLD could be managed in
primary care. At the other end of the spectrum, those with
dual etiology liver disease and MAFLD (e.g., HCV, HBV
or alcohol use disorder) can be appropriately treated for
their metabolic dysregulation in addition to their other liver
disease.

Most studies indicate that MAFLD better identifies a
higher clinical risk group, implicit as MAFLD selects for
those with systemic metabolic dysregulation. However,
some studies do not report this finding; one study (7) of
1,710 persons from the general population found that
advanced liver fibrosis (defined as a median liver stiffness
>9.7 KPa) was not different in MAFLD and NAFLD
groups. Another study (8) of a population of 780 with
liver biopsy reported that both groups have similar clinical
characteristics and liver histology. Likewise, a cohort
study (4) with a 7-year follow-up of ~900 patients showed
that MAFLD and NAFLD groups had similar new-onset
cardiovascular events. Those excluded by the NAFLD
definition but captured by the MAFLD definition however
had higher baseline metabolic traits. All these results must
be interpreted with caution given the small sample sizes
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Figure 1 A summary of the latest studies on the comparison between metabolic (dysfunction) associated fatty liver disease (MAFLD) and

non-alcoholic fatty liver disease (NAFLD).

as larger studies with up to 9 million patients uniformly
indicate that MAFLD performs better in clinical practice (6).

We should also consider the impact of the new
terminology on our understanding of the long-term
outcomes of patients with NAFLD versus MAFLD. A
majority of cross-sectional studies indicate that MAFLD
presents with more severe liver histology than NAFLD,
and some longitudinal studies find that MAFLD may have
worse long-term outcomes. Nguyen ez 4/. and Huang et 4.
analyzed data from the same database separately [i.e., the
Third National Health and Nutrition Examination Survey
(NHANES III) 1988-1994], and observed that MAFLD
participants had higher all-cause mortality compared
to those with NAFLD (5,9). The latter study further
showed that MAFLD and NAFLD had a similar risk of
cardiovascular, cancer and diabetes-related mortality (9)
implying that the MAFLD definition did not affect these
outcomes. However, a large nationwide cohort study from
Korea reported that MAFLD may have a greater risk of
cardiovascular disease events than NAFLD (6). Considering
that the definition of MAFLD implies the presence of
metabolic dysregulation, but also allows for the coexistence
of additional liver diseases such as alcohol-related liver
disease or viral hepatitis infection which also affect mortality,
it is reasonable to infer that MAFLD better captures a
patient’s mortality risk.

The new nomenclature not only impacts gastroenterologists,
but also patients, nurses, other physicians, and drug
developers. Some authors have surveyed the awareness
of patients and medical practitioners and addressed the
benefits of renaming from their perspective (10-12). The
term “MAFLD” apparently increases disease awareness
among patients, nurses, and physicians, and is thus better
for patient care. Thus MAFLD is increasingly favored by
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stakeholders and accepted by patients. However, to date, a
pharmaceutical perspective has not been forthcoming and is
eagerly awaited.

More recently, MAFLD has entered a new phase with
continuous additions to the evidence and widespread
implementation to clinical practice. Eslam ez a/., have
proposed multidisciplinary care of MAFLD and novel
clinical trial design as the next steps to holistically improve
the management of patients (13). Zheng et 4/. added to this
with suggestions on MAFLD related cirrhosis care (14).
The definition of MAFLD also brings us to “new” research
directions. For instance, because metabolic syndrome is
the key underpinning of MAFLD and the prevalence of
MAFLD is as high as 50.7% among overweight or obese
adults worldwide (15), it is reasonable to infer that other
diseases closely related to metabolic syndrome or obesity (e.g.,
polycystic ovary syndrome and osteoarthritis) will also have a
relationship. The non-invasive diagnosis based on NAFLD
does not meet clinical needs (16), so it is worth studying
whether current non-invasive scoring systems are suitable for
MAFLD and for building consensus scoring systems.

The Asian-Pacific Association for the Study of the
Liver (APASL) (1), the Chinese Society of Hepatology
(CSH) (17), the Latin American Association for the
Study of Liver (ALEH) (18), the Middle East and North
Africa Consensus (19), as well as sub-Saharan Africa (20),
have accepted the renaming to MAFLD. However, the
European Association for the Study of the Liver (EASL)
and the American Association for the Study of Liver
Diseases (AASLD) have not released a position statement.
What can be said however is that the concept increasingly
resonates with clinicians, health care providers and
patients and as we speak, “MAFLD” usage is evolving
towards a new equilibrium.
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