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Letter to Editor

Non-alcoholic fatty liver disease (NAFLD) has emerged 
as a significant public health concern, paralleling the 
global rise in obesity rates. It’s now recognized as the 
most common liver disorder worldwide, with an estimated 
prevalence of 20-30% among adults. Despite its prevalence, 
NAFLD’s clinical course and associated risks, particularly 
concerning the development of cirrhosis and hepatocellular 
carcinoma (HCC), have remained challenging to predict 
accurately. The recent study titled “Longitudinal changes 
in fibrosis markers are associated with risk of cirrhosis 
and hepatocellular carcinoma in non-alcoholic fatty liver 
disease” offers valuable insights into the dynamic nature of 
fibrosis markers and their association with the progression 
of NAFLD-related complications [1]. Conducted on a large 
cohort of patients with NAFLD, the research highlights the 
significance of longitudinal changes in the fibrosis-4 (FIB-
4) score as predictors of subsequent risks, particularly the 
development of cirrhosis and HCC. The findings underscore 
the importance of non-invasive fibrosis markers, such as 
FIB-4, in risk stratification and management of NAFLD. By 
tracking changes in FIB-4 over time, clinicians can potentially 
identify individuals at higher risk of disease progression, 
enabling more targeted surveillance and interventions. This 

approach holds promise for optimizing patient care and 
resource allocation in managing NAFLD, a condition with 
considerable clinical heterogeneity [2].

One of the notable implications of this study is 
the potential for personalized medicine approaches in 
NAFLD management. By integrating longitudinal data on 
fibrosis markers into clinical decision-making, healthcare 
providers can tailor interventions to individual patient 
risks. This precision medicine approach may involve more 
frequent monitoring and intensified surveillance of high-
risk individuals while sparing low-risk patients from 
unnecessary interventions, thus optimizing healthcare 
resources [3]. The authors used retrospective cohort study 
examining the association between changes in FIB-4 scores 
and the subsequent risk of hepatocellular carcinoma (HCC) 
among patients with non-alcoholic fatty liver disease 
(NAFLD). Utilizing data from 130 Veterans Administration 
hospitals over 2004–2018, the study calculated FIB-4 scores 
longitudinally and categorized patients based on their 
risk of advanced fibrosis. Employing Fine-Gray competing 
risks models, the analysis focused on changes in FIB-4 
from NAFLD diagnosis to a 3-year landmark time, aiming 
to determine their impact on HCC risk. Results revealed 
a significant association between longitudinal changes in 
FIB-4 and the risk of HCC and a composite endpoint, with 
patients exhibiting persistently high FIB-4 scores showing 
the highest risk [4].

The study’s strengths lie in its large sample size, extended 
follow-up period, and robust statistical methodology. By 
utilizing landmark analysis and accounting for competing 
risks, the study addresses potential biases and provides 
more accurate estimations of the association between 
FIB-4 changes and HCC risk. However, limitations include 
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the retrospective design, which may introduce biases, 
and reliance on FIB-4 as a surrogate marker for fibrosis, 
potentially missing nuances in liver disease progression. The 
findings emphasize the critical role of monitoring fibrosis 
status in NAFLD patients to identify those at higher risk of 
HCC and implement timely interventions to mitigate this 
risk. However, despite its contributions, the study has some 
limitations, including its predominantly male VA cohort, 
which may limit the generalizability of findings to broader 
populations [5]. Further studies incorporating diverse 
cohorts are warranted to validate and extend these findings. 
Additionally, while FIB-4 and other non-invasive markers 
offer valuable insights, they are not without limitations, and 
their clinical utility should be considered alongside other 
risk factors and biomarkers. The implications of this study 
were significant, as they highlight the value of longitudinally 
monitoring FIB-4 scores in aiding risk stratification for the 
progression of non-alcoholic fatty liver disease (NAFLD). 
By tracking FIB-4 scores over time, healthcare providers 
can better identify individuals at higher risk of developing 
complications such as cirrhosis and hepatocellular carcinoma 
(HCC) [6]. This approach enables the implementation of 
tailored surveillance and prevention strategies, thereby 
potentially reducing the burden of advanced liver disease 
[7]. Moving forward, future research efforts should 
focus on validating the utility of FIB-4 monitoring across 
diverse populations to ensure its applicability in different 
demographic and clinical settings. Additionally, there is a 
need to assess the long-term outcomes associated with FIB-
4 scores to better understand their predictive value over 
extended periods. 

The development of novel biomarkers for NAFLD 
progression could enhance risk stratification and improve 
patient management. Finally, interventional studies are 
warranted to evaluate the effectiveness of interventions 
guided by FIB-4 monitoring in optimizing patient outcomes 
and mitigating the progression of NAFLD-related liver 
disease. In conclusion, Future studies should prioritize 
emphasizing the pivotal role of monitoring fibrosis status 

in patients with non-alcoholic fatty liver disease (NAFLD) 
to identify individuals at heightened risk of hepatocellular 
carcinoma (HCC). Implementing timely interventions based 
on these assessments is imperative for mitigating the risk of 
HCC development.
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