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Editorial: how widespread and serious is non-alcoholic fatty 
liver disease in the real world?

The prevalence of non-alcoholic fatty liver disease (NAFLD) is 
estimated to be 25% of the global population.1 Yet, we still have 
a limited understanding of the natural history and the progres-
sion to liver-related outcomes and death. Previous estimates of 
disease occurrence are based upon simple serological measures 
and/or imaging2 and its progression on dual liver biopsy studies.3 
While use of these cohorts has the clear advantage of describ-
ing large well-phenotyped samples this inevitably means the  
samples selected are biased and not representative of the major-
ity of those with NAFLD in the general population or the ‘real 
world’.

Loomba et al4 performed a valuable retrospective analysis 
of a large real-world cohort in the United States using specified 
codes within a sample of Medicare records and calculated the 
prevalence of disease and the cumulative risk of progression 
of disease. Out of 10 million patients 5.7% had been diagnosed 
with NAFLD/Non-alcoholic steatohepatitis (NASH) alone. This 
is substantially lower than would be expected within the gen-
eral population of a high-income country. While Medicare is a 
national health insurance program primarily providing cover for 
Americans aged 65 years or over it is not representative of the 
rest of the world population or their health care systems. Their 
approach to NAFLD ascertainment has not sought to identify 
those with asymptomatic advanced chronic liver disease, rather 
individuals have presumably been identified as part of clinical 
investigation. Additionally, use of the Medicare records intro-
duces an inevitable selection bias due to the cohort being older 

and therefore more likely to have co-morbidities. These factors 
increase the risk of disease progression. Loomba et al4 reported 
that 39% of patients initially diagnosed with NAFLD/ NASH alone 
had progression of disease and 12.6% had died after an 8-year 
period of follow-up. Consequently, the low prevalence they re-
port coupled with the high rate of progression and death may not 
be representative of the majority of patients with NAFLD in the 
general population.

Diagnostic studies of early liver disease, using non-invasive 
tests of liver fibrosis, have demonstrated the feasibility of an al-
ternative approach to measure the prevalence of undiagnosed ad-
vanced chronic liver disease. A European consortium is currently 
implementing a population-based study across eight countries 
with the aim to screen 21,000 participants to definitively answer 
this question.5 Current estimates within the general6,7 or at-risk 
community population8-10 are reported to be between 5.6% and 
21.2%.

However the rate of disease progression within this burden of 
preventable chronic liver disease is still unknown. Future studies 
reporting longitudinal follow-up of these community-based cohorts 
which recruited patients with access to free health care at the point 
of entry are likely to provide a more representative and generalisable 
estimate of disease progression. Concurrent studies measuring the 
effect of any intervention will determine if clinical outcomes can be 
altered in comparison to the natural history of early liver disease. 
Only following such studies may we have a greater understanding 
about NAFLD/NASH in the real world.
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Editorial: how widespread and serious is non-alcoholic fatty 
liver disease in the real world? Authors' reply

We thank Dr Harris et al for their Editorial on our recent paper.1,2 
They provided additional context on the urgent need for greater 
understanding and awareness regarding the clinical burden of 
NAFLD. In support of this goal, we evaluated a representative 
sample of the over 50 million individuals with Medicare eligibil-
ity and provided a full characterisation of the demographics and 
comorbidity burden of the diagnosed NAFLD population. In our 
study, we highlight and contextualise how the real-world under-di-
agnosis of NAFLD and our focus on diagnosed patients led to inev-
itable bias in our assessment of the clinical burden of the disease. 

However, our findings are essential to understand the burden of 
patients diagnosed under current real-world clinical identification 
patterns and provide valuable insights on the high risk of disease 
progression and mortality associated with NAFLD in the elderly 
population. In addition, our analysis provides valuable data to 
inform algorithms to identify individuals at a high risk of NAFLD 
progression early in their disease course when interventions can 
be applied to reduce their future clinical burdens. This is especially 
relevant as promising medical interventions for NAFLD are cur-
rently under evaluation and review.3,4
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