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Introduction 1
Introduction

Nonalcoholic fatty liver disease (NAFLD) is defined as the
abnormal accumulation of lipids, primarily in the form of
triglycerides in individuals who do not consume significant amounts
of alcohol (< 20 g ethanol/d). It is characterized by a spectrum of
disease varying from simple steatosis through to steatohepatitis with
fibrosis and scarring, which can lead to cirrhosis (Hazlehurst and
Tomlinson, 2013).

Dipeptidyl peptidase-4 (DPP4), also known as adenosine
deaminase complexing protein 2 or CD26 (cluster of differentiation
26) is a protein that, in humans, is encoded by the DPP4 gene
(Kameoka et al., 1993).

Although various factors are responsible for the development of
NAFLD, a high glucose load is known to induce DPP-4 expression
in HepG2 cells and hepatic DPP-4 mRNA expression level in the
livers is significantly higher in patients with NAFLD, compared to
healthy subjects (Eguchi et al., 2012).

Itou et al. (2012) also experienced a case of refractory NAFLD
that was successfully treated with sitagliptin, a DDP-4 inhibitor.
Moreover, it is reported that sitagliptin ameliorates liver enzymes
and hepatocyte ballooning in patients with nonalcoholic
steatohepatitis. So, DPP-4 inhibitors ameliorate hepatic injury and

glucose impairment in patients with NAFLD.



http://en.wikipedia.org/wiki/Cluster_of_differentiation
http://en.wikipedia.org/wiki/Protein
http://en.wikipedia.org/wiki/Gene
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Aim of the work

The aim of this work is to study the role of serum dipeptidyle
peptidase IV activity in development and progression of simple
steatosis to non-alcoholic steatohepatitis in patients with non-
alcoholic fatty liver disease and its role in follow up the

progression to chronic liver disease.
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Non-alcoholic fatty liver disease

Nonalcoholic fatty liver disease (NAFLD) is defined as the
abnormal accumulation of lipids, primarily in the form of
triglycerides in individuals who do not consume significant amounts
of alcohol (< 20 g ethanol/d). It is characterized by a spectrum of
disease varying from simple steatosis through to steatohepatitis with
fibrosis and scarring, which can lead to cirrhosis (Hazlehurst and
Tomlinson, 2013).

The prevalence of individuals diagnosed with NAFLD varies
from 10-39% of the world population. The disease can be associated
with other co-morbidities and affects 50% of diabetics, 57 to 74% of
obese people, and 90% of morbidly obese people. In the pediatric
population, NAFLD affects 2.6% of eutrophic children and up to
60% of obese children and adolescents (Cotrim et al., 2011).
NAFLD is currently recognized as a clinically emergent problem

among obese patients (Lam and Younossi, 2010).

Because of the inordinately high prevalence of NAFLD, it is
important to identify those patients with NASH, particularly those at
risk for advanced disease. Liver biopsy traditionally has been the
gold standard used to make the diagnosis of NASH. However,
without adequate biopsy tissue, there is a high degree of sampling

variability (Harrison and Neuschwander-Tetri, 2004).

Additional problems include the small but inherent risk of
complications, potential patient discomfort, and cost. Subsequently,

noninvasive tools to correctly identify NAFLD patients who have
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histopathologic evidence of NASH with or without advanced

fibrosis are in development and include a variety of techniques that
vary from composite laboratory and biomarker data to tests that
measure hepatic tissue elasticity such as the Fibroscan (Harrison
and Neuschwander-Tetri, 2004).

Natural history:

The natural history of patients with NAFLD has a mixed
picture. In a large cohort study, it was demonstrated that liver related
iliness was the third leading cause of death in liver patients, and the
hazard ratio for general mortality and liver related mortality was
1.038 and 9.32, respectively. As in the general population, the
leading cause of death in patients with NAFLD is cardiovascular
disease (Ong et al., 2008).

This highlights the need for patients with NAFLD to have
extensive risk management therapy for the prevention of
cardiovascular disease; however, no concrete guidelines have been
made for the prevention of adverse cardiac events in these patients
(Monsour et al., 2012).

Wilfred de Alwis and Day (2008) have estimated the overall
risk of a patient with simple steatosis advancing to clinically
significant cirrhosis at approximately 1%-2%. However, patients
who have progressed to or presented with NASH are at increased

risk of developing hepatic decompensation and liver failure.




