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Over the last decades, there has been a dramatic 

change of people’s lifestyle toward a desk-bound 

life associated to high fat and rich sugar dietary 

intake, with significant consequences on human 

metabolism. Therefore, chronic metabolic 

diseases like obesity, type 2 diabetes (T2D) and 

non-alcoholic fatty liver disease (NAFLD) have 

erupted all over the world (1). Different studies 

have pointed out a significant association of T2D 

and NAFLD. The prevalence of NAFLD in T2D 

patients varies from 47% to 70% depending on 

the geographical region. In fact, diabetes, despite 

of being a risk factor for the development of 

NAFLD, also appears to accelerate its 

progression (2).  

Pathogenesis of NAFLD in T2D is not 

completely elucidated but at the core of it, is 

insulin resistance leading to free fatty acid 

accumulation in liver cells progressing to 

lipotoxicity following inflammation and fibrosis 

(3). Specific gene variant such as the patatin-like 

phospholipase domain-containing 3 (PNPLA3) 

and transmembrane 6 superfamily member 2 

protein (TM6SF2) have been found to have an 

important role in the development of NAFLD in 

T2D (4). The majority of the patients (48%-

100%) are asymptomatic; in rare cases the 

disease can present with symptoms like fatigue 

and right upper quadrant pain. Liver enlargement, 

encountered in NAFLD – T2D patients is 

difficult to distinguish on physical examination 

because of concomitant obesity. Therefore, 

NAFLD in T2D is diagnosed casually due to liver 

enzymes alteration and/or incidental evidence of 

hepatic steatosis during imaging modalities; i.e. 

ultrasound as the easiest accessible noninvasive 

method and with a low cost (3). On the other 

hand, the coexistence of NAFLD and T2D 

worsen insulin resistance, promotes dyslipidemia 

and makes difficult to achieve the preferred 

glycemic control predisposing the development 

of cardiovascular events (5).  

At present, there is no specific treatment for 

NAFLD. In this regard, the challenge of the 

Endocrinologist would focus on two main roles. 

The main role is to prevent the evolvement 

toward non-alcoholic steatohepatitis (NASH) in 

T2D patients, through effective lifestyle 

modifications (increasing physical activity, 

lowering fat and sugar intake in diet, encouraging 

smoking and alcohol cessation) and the early use 

of antidiabetic drugs that have useful effects on 

the liver. The second crucial role of the 

endocrinologist is to identify further liver damage 

(fibrosis and/or possible cirrhosis) in T2D 

patients in order to refer the patient early to the 

hepatologist (6). 

In conclusion, the challenge of the 

endocrinologist consists in improving the 

epidemic effect of NAFLD in patients with T2D. 

Since there are no specific drugs or methods in 

treating NAFLD and NASH – T2D patients, 

prevention is of crucial importance. Furthermore, 

promising multifunctional therapies and 

longitudinal studies exploring new glucose-

lowering drugs are eagerly awaited, toward a 

better and personalized approach of the patient. 
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