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There is an ongoing debate on the change of terminology of non-alcoholic fatty liver disease (NAFLD) to meta-
bolic associated fatty liver disease (MAFLD). Experts from the Indian National Association for Study of the Liver
(INASL) and the South Asian Association for Study of the Liver (SAASL) involved in diagnosing, managing, and
preventing NAFLD met in March 2022 to deliberate if the name change from NAFLD to MAFLD is appropriate,
as proposed by a group of experts who published a “consensus” statement in 2020. Proponents of name change to
MAFLD opined that NAFLD does not reflect current knowledge, and the term MAFLD was suggested as a more
appropriate overarching term. However, this “consensus” group which proposed the name change to MAFLD
did not represent the views and opinions of gastroenterologists and hepatologists, as well as perceptions of pa-
tients across the globe, given the fact that change of nomenclature for any disease entity is bound to have multi-
dimensional impact on all aspects of patient care. This statement is the culmination of the participants'
combined efforts who presented recommendations on specific issues concerning the proposed name change.
The recommendations were then circulated to all the core group members and updated based on a systematic
literature search. Finally, all the members voted on them using the nominal voting technique as per the standard
guidelines. The quality of evidence was adapted from the Grades of Recommendation, Assessment, Development
and Evaluation system. (J CLIN Exp HEPATOL XXXX;XXX:XXX)
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n 2020, a group of experts published a “consensus”
statement advocating the need for a change in the
terminology of non-alcoholic fatty liver disease
(NAFLD) to metabolic-associated fatty liver disease
(MAFLD)." According to this group of experts, a name
change was necessary because apparently, the current
term “NAFLD” does not accurately represent the patho-
physiology of the disease, is heterogenous and represents
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a disease of exclusion besides being stigmatising to the pa-
tients. The Indian National Association for Study of the
Liver (INASL) and the South Asian Association for Study
of the Liver (SAASL) which represent the gastroenterolo-
gists and hepatologists involved in the diagnosis, manage-
ment and prevention of NAFLD in India and South Asia
felt the need for a consensus statement given the fact
that while India and South Asia harbor the largest chunk
of NAFLD patients worldwide. The unique perceptions
among South Asian NAFLD patients regarding various as-
pects of the disease differ considerably from other parts of
the world. Therefore, any change to an existing terminol-
ogy should reflect advancements in our understanding of
the disease, and should also be inclusive and respect pa-
tients’ sentiments, beliefs, and attitudes.

© 2023 Indian National Association for Study of the Liver. Published by Elsevier B.V. All rights reserved.
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NAME CHANGE OF NAFLD TO MAFLD

METHODS

The INASL-SAASL consensus group included experts with
experience/publications in NAFLD management from
different parts of India and South Asia. They were invited
to participate in the consensus development process on the
name change of NAFLD to MAFLD to establish an up-
dated document on the nomenclature of NAFLD. The
consensus group was divided into two teams to study six
major questions concerning the proposed name change
and synthesize statements for consensus development.
The teams reviewed the following aspects: Team 1—should
NAFLD be changed to MAFLD? Why should NAFLD not
be changed to MAFLD? What are the demerits of name
change to MAFLD? Team 2—will a name change make
the disease more homogeneous? Does the term NAFLD
stigmatize the NAFLD patients? Does “non” in the term
“NAFLD?” trivialize the disease?

Experts reviewed all pertinent literature on the subject
with special reference to the Indian and South Asian
data. After thorough brainstorming, appropriate state-
ments on various aspects were prepared and subjected to
voting among the entire group. This consensus was pro-
duced through a modified Delphi process involving multi-
ple rounds of virtual meetings. All statements prepared
were submitted for the final consensus voting during a
combined meeting. Eighty percent or higher votes were
considered acceptable for the final statement. Based on
the available evidence, the statements were reviewed and
voted for any of the five options. The options given for
each statement were (a) accept completely, (b) accept
with some reservation, (c) accept with major reservation,
(d) reject with reservation, and (e) reject completely.
Consensus on a statement was achieved when 80% or
more of the voting members chose to “accept completely”
or “accept with some reservation” in favor of the statement.
The statements were “rejected” if 80% of voting members
voted for either reject with reservation or reject completely.
Statements that were not found acceptable were modified
for a final round of voting if the voting members felt so.
The revised statements were again subjected to voting for
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either acceptance or rejection. Subsequently, the relevant
data were presented, and the level of evidence and strength
of recommendation were graded using a modified protocol
proposed by the Canadian Task Force on the Periodic
Health Examination (Table 1).” The group of experts
achieved a consensus on the following 6 statements on
the issue of name change from NAFLD to MAFLD.

Need for change in terminology

Statement 1: The term NAFLD [non-alcobolic fatty
Liver disease] should not be changed to MAFLD

Level of evidence: 1I-3
Grade of recommendation: A
Agreement: 100%

The generic archetypal acronym NAFLD appears perfect
for a heterogeneous condition which involving numerous
disruptions in multiple pathways that are often overlap-
ping, but occasionally exclusive, and stands out phenotyp-
ically by the singular denominator that is hepatic steatosis,
exclusively in individuals who consume little or no alcohol.
In medical science, nomenclatures evolve, and names
change to accommodate new knowledge that brings a
paradigm shift in our understanding of a disease,
including its management and outcomes. Ever since the
days when NAFLD was first described, there has been a
steady and progressive refinement in our understanding
of the pathophysiological aspects and management
approach of the entity. Over the years, the heterogeneity
and multifactorial pathogenesis of NAFLD has become
apparent, evolving from a single hit through two-hit to
multiple hits pathway. The current attempt at forcefully
homogenizing NAFLD with this terminological interven-
tion reverses everything that has been discovered, and
undo all the new knowledge acquired about the pathogen-
esis over the past few decades. Therefore, any change in the
terminology would be appropriate only in the context of a
novel, ground breaking research that completely alters our
current understanding of the disease or adds a whole new
dimension to it. The inappropriateness of the term
“MAFLD” lies in the fact that it tries to unsuccessfully

Table 1 Grading of Recommendations: Quality of Evidence and Strength of Recommendation.

Level of Evidence

Strength of recommendation

Grade Description Grade Description
| Evidence obtained from at least one randomized controlled trial A There is good evidence to support the statement
II-1 Evidence from well-controlled trials without randomization B There is fair evidence to support the statement
1I-2 Evidence from well-designed cohort or case—control study C There is poor evidence to support the statement
1I-3 Evidence from comparison between time or place with D There is fair evidence to refute the statement

or without intervention
1} Opinion of experienced authorities or expert committees E There is good evidence to refute the statement

Modified from the 1984 updated proposal of the Canadian Task Force on the Periodic Health Examination.

2 © 2023 Indian National Association for Study of the Liver. Published by Elsevier B.V. All rights reserved.
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homogenise a vastly heterogeneous entity like NAFLD into
a solely metabolically driven disease, to which paradoxi-
cally so many other liver diseases can be clubbed together
including alcohol-associated liver disease which is also
metabolically driven.” This attempt to change the termi-
nology without a compelling and genuine reason is
confusing. There could be multiple reasons for direct
and deliberate changes in science and medicine. At the
same time, there could also be genuine reasons for
opposing the changes, leading to the rejection of the
nomenclature revision. Of late, there has been a debate
regarding the change in terminology of certain aspects of
human anatomy. For example, the term “arteria” which
is derived from Greek “afip” and “Tnpw” (aérterd) meaning
“air” and “hold” could be changed to “hemteria” meaning
“blood” and “hold” based on its function.” However, this
could potentially disrupt human as well as veterinary sci-
ence and even public life, and therefore, is likely to be re-
jected worldwide. Thus, it is evident that the reasons put
forth to justify the name change do not provide valid argu-
ments for changing the terminology.4

Reasons for a name change

Statement 2: The reasons for not changing are many,
but the most important one is that there are no cogent
reasons to justify a name change

Level of evidence: II-2
Grade of recommendation: B
Agreement: 100%

MAFLD is an acronym for “metabolic-associated fatty
liver disease.” There is an inherent flaw in grammar in
this term. The word “metabolic” itself connotes something
that is “metabolism associated!” Hence, it is inappropriate
to use “associated” again after metabolic. In addition, there
is much more to NAFLD than the mere presence of dysme-
tabolism. It has been observed in several studies, especially
from South Asia, that a significant proportion of our
NAFLD patients don't have insulin resistance, and insulin
resistance is not the sole factor driving disease in NAFLD.
Two studies—one from India and the other from
Bangladesh—showed that 50%-60% of NAFLD patients
in this region did not have insulin resistance.”® In addi-
tion, there is enough evidence to show that genetic poly-
morphism, bile acid fluctuations, gut dysbiosis and
environmental stressors drive disease progression in
NAFLD independent of BMI and insulin resistance.” " It
is also very clear that the pathogenesis of NAFLD
involves multiple players and cannot solely be ascribed to
metabolic dysfunction alone. The occurrence of
“NAFLD” in lean individuals in whom factors like gut
dysbiosis and bile acid fluctuations play significant roles
also lend credence to this observation.'" While defining
MAFLD, it was stated that “a reference to alcohol should
not be included in the MAFLD acronym” and that

“MAFLD can co-exist with other liver diseases.“ 1 This defi-
nition of MAFLD is self-contradictory because while on
one hand, the proponents of MAFLD have highlighted
the heterogeneity in NAFLD as one of the major reasons
that have necessitated this name change, this definition
of MAFLD, which allows for significant consumption of
alcohol has made the entity even more heterogeneous.
Thus, it is obvious there are no valid reasons to justify
this change in nomenclature.

Demerits of the proposed name change

Statement 3: A name change from NAFLD to MAFLD
is replete with demerits

Level of evidence: 1I-3
Grade of recommendation: B
Agreement: 100%

A major fall out of name change is possibly the “re-
branding” going wrong. The use of the term “brand”
may seem inappropriate in the setting of medical
academia, but changes in medical terminology are not
all about academics. It has taken almost half a century
of persistent advocacy efforts, and that non-
hepatologists are beginning to recognize the importance
of “NAFLD”; changing this name to another without
robust evidence, either pathogenetic or perceptive, can
have serious consequences. In this context, it is pertinent
to note that soon after the publication of this “consensus”
statement on MAFLD, several leading NAFLD experts
from the original ‘international panel’ defected and
soon came out with a commentary emphatically
cautioning against the grave implications of a premature
change in terminology.12 The unsustainable change of
nomenclature has also been opposed because NAFLD is
treated not only by hepatologists, but also by cardiolo-
gists, diabetologists and primary care providers.m It has
taken such a long time to develop, consolidate and
disseminate the knowledge acquired about NAFLD and
its pathophysiological aspects and, at the same time,
devise therapeutics to counter this growing pandemic.
In this regard, it is worth mentioning that recently, India
took the lead and became the first and only country in the
world to lead the fight against the NAFLD pandemic by
launching a program to integrate NAFLD into its Na-
tional Programme for Prevention and Control of Cancer,
Diabetes, CVD and Stroke. Therefore, a name change
could create unnecessary clinical confusion and coding is-
sues. At the same time, disease awareness, research devel-
opment, drug development and biomarker development
may be affected by this change, leading to a significant
setback in NAFLD research. By targeting metabolic syn-
drome alone, this rebranding might paradoxically misdi-
rect therapeutics in the long run. The name change will
create confusion among non-hepatologists, funding
agencies, regulatory agencies, policy makers.
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Issue of heterogeneity

Statement 4: A name change will make the disease even
more beterogeneous

Level of evidence: II-2
Grade of recommendation: A
Agreement: 100%

The proponents of MAFLD themselves acknowledge
that multiple players are involved in the pathogenesis of
NAFLD. The heterogeneity in MAFLD, as per the
“consensus” group, is due to “different disease sub-
types, variable natural history, inter-individual variation,
and variable response to therapy.” In addition, all individ-
uals who have NAFLD don't have metabolic syndrome or
other metabolic risk factors. In a recent comparative study
of MAFLD and NAFLD diagnostic criteria in the real
world, out of a total of 13 083 from the NHANES III data-
base, MAFLD was diagnosed in 4087/13 083 (31.24%) par-
ticipants, while NAFLD was diagnosed in 4347/13 083
(33.23%) amongst the overall population and 4347/
12 045 (36.09%) in patients without alcohol intake and
other liver diseases.'* Furthermore, it needs to be reiter-
ated that insulin resistance and hepatic steatosis share a
complex bi-directional rela.tionship.15 NAFLD can even
precede metabolic dysfunction. The MAFLD proponents
have not considered this important pathophysiological
aspect. Besides, the applicability of the MAFLD criteria
in a real-life setting in India has also been examined.'®
In a retrospective analysis of 1040 patients with
NAFLD-managed prospectively in a real-life setting over
10 years, by applying MAFLD criteria, 88% patients qual-
ified as having MAFLD. Among the remaining 124 (12%)
non-diabetic, lean patients applying the criteria for
metabolic-dysfunction as per the MAFLD “consensus”
statement, 38.7% patients were labeled as lean MAFLD.
The remaining 61.3% remained as non-MAFLD-lean
NAFLD patients, thereby highlighting the poor applica-
bility of these criteria in real life in a significant propor-
tion of patients.

Patients’ perceptions and stigmatization

Statement 5: The term “NAFLD” does not stigmatize
patients. Instead, patients are happy being labeled as
“non-alcobolic”

Level of evidence: II-2
Grade of recommendation: A
Agreement: 100%

The claim by the “consensus” group that the term
NAFLD is stigmatizing to patients is contentious. In a
survey conducted on 218 patients across multiple coun-
tries in South Asia, it was observed that an over-
whelming majority of the patients did not find the
term “NAFLD” disrespectful.'” Importantly, once pa-
tients were labeled “NAFLD,” they were not subjected
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to repeated grilling by physicians regarding alcohol
intake; this is of particular significance because alcohol
is considered taboo in South Asian societies and asking
a patient about alcohol intake is humiliating to patients
and is considered improper. These unique socio-cultural
aspects are not prevalent in Western countries. There-
fore, it is clear that the proponents of MAFLD have over-
looked these cultural variations in patient perceptions
across societies. This observation in South Asian NAFLD
patients refutes their claim that the term “NAFLD” is
stigmatizing to patients. Another aspect that is of
concern is the application of MAFLD criteria to the pe-
diatric population. Metabolic liver diseases in children
are entirely different, and labeling children “MAFLD”
would create more confusion.

The use of the word “non” and trivialization of
the disease

Statement 6: The term “non” in non-alcoholic fatty
liver disease does not trivialize the disease

Level of evidence: II-2
Grade of recommendation: A
Agreement: 100%

The claim that the use of the word “non” in Non-
alcoholic Fatty Liver Disease trivializes the disease is also
not supported by evidence. In the study which was con-
ducted amongst South Asian patients, it was observed
that South Asian patients strongly felt that the use of
the word “non” did not in any way trivialize their prob-
lem."” On the contrary, it protected them from repeated
humiliating questioning about alcohol intake. 86.3% of pa-
tients found the term “NAFLD” consoling and 83% did not
feel that “non” in NAFLD trivialized their problem. In
Medicine, numerous examples have used a negative defini-
tion to describe a disease entity. The World Health Organi-
zation defines “health” as an absence of disease. Other
conditions include non-Hodgkin lymphoma, non-
communicable diseases and non-small-cell lung cancer.
Further, non-Hodgkin lymphoma encompasses a diverse
variety of lymphomas with different tumour behaviour
and thus is a heterogeneous entity; however, the terminol-
ogy does not trivialize the disease.

The attempt to change the terminology from “NAFLD”
to “MAFLD” is confusing and is not evidence-based. Since
NAFLD is not merely the hepatic “manifestation” of meta-
bolic syndrome, it would be erroneous to term it
“MAFLD.” Including significant amounts of alcohol
intake in the MAFLD criteria makes it even more
confusing and would cause problems in the real-world
setting since non-hepatologists evaluate a huge number
of NAFLD patients. Patients’ perceptions regarding dis-
ease vary worldwide. A change in terminology should be
“inclusive,” respecting the sensitivities of all patient popu-
lations and be “realistic.”

4 © 2023 Indian National Association for Study of the Liver. Published by Elsevier B.V. All rights reserved.
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EPILOGUE
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