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Alarming increase of NASH as cause of liver cancer
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A very interesting recent article by Huang and colleagues evaluated the global epidemiology of liver cancer
from 2010 to 2019 and showed that non-alcoholic steatohepatitis (NASH) is the fastest growing cause of

hepatocellular carcinoma (HCC)."

Non-alcoholic fatty liver disease (NAFLD)
is already the most prevalent liver disease
worldwide, affecting at least a quarter of
the global population.? All the spectrum
prevalence, including advanced liver dis-
ease, will continue to increase signifi-
cantly for at least another decade.’
Besides that, the burden of advanced liver
disease because of NAFLD will more than
double during next 10 years?

Additionally, our vision needs to eng-
lobe the pediatric population, as we are
witnessing the beginning of this silent
pandemic from a young age, becoming
the most common childhood chronic liver
disease in many Western countries.” The
development and progression of the dis-
ease so early in life will certainly increase
the risk of future liver-related complica-
tions, as illustrated by the increasing num-
ber of liver transplant young registrants
(<40 years old) with youth-onset NASH.
Therefore, having a holistic insight of the
natural history of NAFLD, from conception
to adulthood, is essential to a better pre-
vention and management.®

Another concern is the increasing inci-
dence of liver cancer deaths worldwide,
demonstrated in this article.” This may
be partly explained by several obstacles
encountered in the early diagnosis of
NASH-related HCC. First, there is a higher
incidence of cirrhosis absence (24-46%)
in these patients and therefore they do
not have routine indication for HCC sur-
veillance based on current practice guide-
lines.® This has already been illustrated by
the lower percentages of NASH-related
HCC cases diagnosed during surveil-
lance.>*® Second, HCC screening is
affected in uninsured patients who do
not have access to care. Also, the use of
ultrasonography still misses one-third of

patients at an early stage.7 Besides that,
it is operator-dependent and more chal-
lenging in centrally overweight patients
with heterogeneous livers. Third, and in
consequence of the first two points,
most NASH-related HCC cases are de-
tected at advanced stage, precluding
the option of curative treatment.® Further-
more, several studies have shown that
these patients are less likely to receive
liver transplantation due to their metabolic
syndrome comorbidities. However, in
case it does, the development of fatty liver
or steatohepatitis on transplanted liver
can potentially impact their post-trans-
plant course.®

Huang and colleagues demonstrated
that NASH and alcohol had the fastest
growing age-standardized death rates
(ASDRs) in liver cancer, particularly in
America.” These two prevalent causes,
in particular NASH, have the character-
istic to share the metabolic syndrome fea-
tures as risk factors for HCC in a synergis-
tic interaction rather than being merely
additive.” Several independent risk fac-
tors are associated with HCC, namely
heavy alcohol use, tobacco smoking,
type 2 diabetes mellitus, severity of
obesity, waist circumference, and socio-
economic status: the greater the number
of metabolic components, the higher the
risk of adverse long-term outcomes,
including mortality.®

The impressive increase in NAFLD
cases represents a pressing public health
problem that needs to be seriously
considered and managed in a global
perspective. In fact, this significant in-
crease in NAFLD is heavily related with
the increased prevalence of obesity and
type Il diabetes. To overcome this huge
burden of disease, there is need of pol-

icies and strategies oriented not only to-
ward the patients, but also toward soci-
eties and governments at national and
global levels. In the first situation, we
need to prioritize all the stages of NASH
spectrum, from its risk factors’ control to
appropriate HCC surveillance protocols.?
In addition, we need to shift our paradigm
toward a non-invasive approach, by iden-
tifying markers that will stratify patients at
risk for more cost-effective target surveil-
lance.” Hopefully, artificial intelligence will
help us improve the HCC clinical care,
through a better risk prediction, diag-
nosis, and prognostication.®

Also, we need to acknowledge that a
purely liver-oriented focus does not cover
the multisystemic implications of NAFLD
and therefore this approach requires the
development of interdisciplinary and mul-
tiprofessional teams focusing on patient-
centered training and care, supported by
telemedicine and electronic systems,
with primary care having a fundamental
role through reinforced partnership and
training programs.?"’

In what concerns NAFLD and its risk
factors, the most prevalent non-commu-
nicable diseases, they depend less on
individual choices and more on socioeco-
nomic and environmental conditions,
exacerbated by policies that prioritize
profits over health.? Despite its high prev-
alence worldwide and its impact on
health, economy, and society, NAFLD
has been neglected in the national health
agendas.'® Therefore, we need to overlap
the national and global strategic ap-
proaches to fight this alarming pandemic
by implementing effective policies on
food reformulation and taxation on
alcohol consumption, starting with the
children and adolescents. Also, there is
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an urgent need in changing health care
funding and reimbursement process, a
political problem in several countries
with health inequalities.”

Our world has faced an unprecedented
global pandemic in the last two years,
with more than six million deaths world-
wide because of COVID-19, forcing our
societies, governments, and industries
to work fast but also to join efforts toward
effective solutions. Therefore, we need to
keep up with these principles and focus
on this not-so-new, but silent and alarm-
ing, pandemic that will continue to rise in
the absence of our commitment.
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