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Non-alcoholic fatty liver disease (NAFLD) is the most prevalent liver disease globally 
and represents a real public health problem. NAFLD includes a spectrum of conditions, 
including hepatic steatosis, non-alcoholic steatohepatitis (NASH), and liver fibrosis, with 
the risk of progressing to cirrhosis, hepatocellular carcinoma (HCC), and eventually the 
need for liver transplantation(1). The global prevalence of NAFLD in the adult population 
is estimated to be 23%-25% and varies by region; the areas with the highest prevalence are 
the Middle East (32%) and South America (30%), while Africa has the lowest (13%). The 
prevalence of NAFLD in 1990–2017 has increased from 8.2% to 10.9%(2), which has to do 
with the increased prevalence of obesity and type 2 diabetes mellitus worldwide(3). Up to 
20% of people with NAFLD may develop NASH. The development of NASH is the most 
critical stage in the pathogenesis of liver damage in patients with NAFLD.

Insulin resistance and obesity result in metabolic injury to hepatocytes, with acti-
vation of lipogenesis, lipid accumulation, and lipotoxicity exacerbating hepatocyte 
damage. Adipose tissue contributes to insulin resistance by secreting adipokines and 
cytokines (e.g., leptin and adiponectin). Endoplasmic reticulum (ER) stress causes the 
secretion of inflammatory, fibrogenic, and chemokine cytokines (e.g., interleukin-6 [IL-
6], tumor necrosis factor-alpha [TNF-α], interleukin-1 beta [IL-1β], and transforming 
growth factor-beta 1 [TGF-β1]). ER stress is associated with changes in the microbiota 
(prevalence of Firmicutes over Bacteroidetes 13), increased gut permeability, the release 
of bacterial products such as lipopolysaccharides into the circulation, activation of Toll-
like receptor-dependent signaling pathways (specifically TLR-4), and the recruitment 
and activation of inflammatory cells and myofibroblasts in the compromised liver(4, 5). 
Liver fibrosis is the most crucial determining factor of liver-related and non-liver-related 
outcomes in patients with NAFLD(6).

Written by Dr. Prieto et al.(7), the article “Non-alcoholic fatty liver disease part 1: gene-
ral aspects, epidemiology, pathophysiology, and natural history” in this issue provides 
a clear and concise review of general, epidemiological, pathophysiology, and natural 
history features of fatty liver.

A critical aspect of the review is the pathophysiology, emphasizing that NAFLD is a 
complex and very heterogeneous disorder derived from the interaction of multiple gene-
tic, epigenetic, environmental, and cultural factors. All these elements combined lead to 
an accumulation of liver fat, insulin resistance, and hormonal and intestinal microbiota 
alterations, causing hepatocellular damage by forming oxygen-free radicals and activating 
liver fibrogenesis.
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Another crucial part of the review is a forecast of what 
could happen in Colombia based on international data. It 
is estimated that, of 15 million people with fatty liver in 
Colombia, three million would have NASH. In three years, 
some 600,000 people could have stage 1-3 fibrosis, and of 
the patients with stage 3 fibrosis, 20% could develop cirr-

hosis with the consequent complications of liver failure 
and HCC. This analysis reveals that NAFLD is an actual 
public health issue; therefore, primary care physicians must 
be trained to timely detect fatty liver and make an adequate 
stratification to determine when to refer the patient to a 
specialist based on non-invasive fibrosis tests(8).
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