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Nonalcoholic Fatty Liver Disease and the Need for Action

Ioan Sporea, Roxana Șirli

Nowadays,  when the medical 
world has found the cure of 
chronic hepatitis C and achieved 
the control of chronic hepatitis 
B infection, two main problems 
remain for the hepatologists: 
alcoholic liver disease (ALD) 
and nonalcoholic fatty liver 
disease (NAFLD).  The problem 
of ALD remains a social problem, 
in which the whole community 
must be involved. However, the 
problem of NAFLD requires 
rapid and intensive action.

NAFLD currently affects 
more than a quarter of the 
world population [1] and the 
prevalence is increasing with 
time, as model estimations show 
[2]. Overweight and obesity, 
sedentariness, type 2 diabetes 
or dyslipidemia are increasing 
at a global level [3, 4]. In the 
last years, many papers and 
guidelines have been published 
regarding NAFLD, but now we 
must consider taking action 
[5-8].

At this moment, there are 
two modalities of action. The 
first one is to screen the general 
population for fatty liver and 
the second is to screen only the 
population at risk: patients with 
obesity, metabolic syndrome 
and type 2 diabetes mellitus. 
What is not very clear, even in 
the published guidelines, is who 
should be screened, who should 
do the screening and which is the 
best method for screening [5-8]. 
However, it is clear that the main 
purpose of NAFLD screening is 
to identify the patients with at 
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least significant fibrosis, as fibrosis is the main prognosis factor 
in chronic hepatopathies patients, no matter the etiology [9].

Currently, accurate and simple non-invasive tests to 
search for significant fibrosis in patients suspected of NAFLD 
are available. Fibrosis-4 (FIB-4) Index for Liver Fibrosis is 
a very simple biological test which uses only transaminases 
serum levels, platelet count and age and can be used by 
every physician (general practitioners, internal medicine 
specialists, diabetologists, etc.), with acceptable accuracy to 
predict significant fibrosis [10]. Other biological tests are 
more complex and accurate [Enhanced Liver Fibrosis (ELF™) 
Test, FibroMax, etc.], while ultrasound based elastography 
techniques [transient elastography (TE), point Shear Wave 
Elastography (pSWE) or 2D-SWE] have demonstrated their 
practical value in many studies [9]. Magnetic Resonance 
Elastography has became quite common in USA, but even if 
it is more accurate, it is also much more expensive [9].

Another question is how to select the patients for 
screening. In our opinion, patients with liver steatosis should 
be the screening population. In countries where ultrasound is 
commonly used as a point of care method, a liver ultrasound 
detecting steatosis is a good argument for further evaluation 
for fibrosis. If ultrasound is not accessible, a simple biological 
score for fibrosis can be used to select patients at risk [5-8].

Previous studies have demonstrated that up to 20% of 
some categories of patients (with type 2 diabetes or metabolic 
syndrome) had significant fibrosis [11, 12]. Screening of these 
subjects seems mandatory. However, physicians involved 
directly in the diagnosis, treatment and follow up of these 
patients (diabetologists, endocrinologists, cardiologists, 
general practitioners) are not informed enough regarding the 
”epidemy” of NAFLD in the world [13, 14]. Thus, we must 
initiate education programs for physicians and patients at risk. 
During the scientific meetings of different medical societies, 
workshops on this topic can be useful.

The recently published paper Identification of patients 
with advanced fibrosis due to nonalcoholic fatty liver disease: 
considerations for best practice [15] proposed a simple diagnostic 
algorithm for clinical practice, including sequential use of 
noninvasive tests, for early identification of patients at risk 
of advanced fibrosis due to nonalcoholic steatohepatitis. This 
algorithm implies primary care screening of patients with one 
or more features of the metabolic syndrome [16]. It should be 
performed by means of a non-invasive test which has a high 
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negative predictive value for significant fibrosis, such as FIB-4 
or nonalcoholic fatty liver disease fibrosis score (NFS). If the 
patient is found to be at low risk, he/she should be screened 
again after 3-5 years. If the patient is found to be at high or 
indeterminate risk for significant fibrosis, he/she should be 
referred to secondary care for reassessment. Hepatologists 
should continue with a non-invasive elastographic method (TE, 
pSWE, 2D-SWE or Magnetic Resonance Elastography) or with 
a serum-based test, such as FibroTest, FibroMeter or ELF test. 
Patients found to be at intermediate risk should be proposed 
for a liver biopsy. Following secondary testing, patients with 
significant or advanced fibrosis should be monitored every 
1–2 years. Patients found to have cirrhosis should be further 
investigated for its complications and included in the screening 
program for hepatocellular carcinoma. 

Even if a drug treatment is not available for nonalcoholic 
steatohepatitis, in all patients with NAFLD, very simple 
measures should be proposed: fight obesity, control diabetes, 
dyslipidemia and metabolic syndrome. Life-style intervention 
(diet and exercise) is the most effective way to fight obesity 
and also has an important role in controlling diabetes and 
dyslipidemia [5-8]. Bariatric surgery should be considered in 
morbidly obese patients.  

It has also been proven that patients with NAFLD are at a high 
risk of cardiovascular (CV) diseases, the main cause of death of 
these patients [17]. NAFLD also has a role in the etiopathogenesis 
of different CV manifestations, such as left ventricular 
dysfunction, atherosclerotic disease, conduction abnormalities 
and stroke, independent of traditional CV risk factors [18-20]. It 
has been demonstrated that NAFLD is an independent predictive 
factor for type 2 diabetes, this being a two-way interaction, since 
a good control of diabetes and hypertriglyceridemia is improving 
the prognosis in NAFLD [21]. Furthermore, the severity of liver 
fibrosis assessed by TE has proved to be an independent factor 
for survival and CV events [22]. 

As NASH patients with advanced fibrosis and cirrhosis are 
at risk for portal hypertension and hepatocellular carcinoma 
[23, 24] they should be included in screening programs for 
these complications. Not only primary care physicians, but also 
diabetologists, endocrinologists, internal medicine specialists, 
cardiologists, involved in screening patients with NAFLD, 
should be informed about simple non-invasive tests in order 
to identify advanced fibrosis.

Screening programs should be started before the number 
of cases with advanced liver fibrosis climbs hhigher. At this 
moment in many countries one of the main indications for 
liver transplantation is nonalcoholic steatohepatitis cirrhosis 
[25, 26]. 

Finally, as NAFLD is now an epidemic disease, we all need 
to start acting now, not only the hepatologists, but the whole 
medical community and society.
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