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Abstract
T2DM patients are insulin resistant, often obese, dyslipidemic,

display increased liver enzymes and tend to accumulate hepatic fat
independently of BMI. The prevalence of NAFLD is also higher in person
at risk of T2DM. Furthermore, IR and T2DM are among the strongest
predictors of the progression of NAFLD to advance fibrosis and cirrhosis.
Also, HCC is twice more likely to develop in individuals with T2DM.
Liver biopsy is the only reliable way of diagnosis and staging
NAFLD, especially NASH, but its invasive nature limits its use.
Moreover, it is prone to complications, some minor, such as pain, others
more severe with a recorded risk of death of 0.01%. So, the need for non-
invasive diagnostic tool for NAFLD became insidious.
Plasma-caspase-generated cytokeratin — 18 fragments (CK -18)
has been proposed as a non invasive alternative and highly specific for
NAFLD.
Keywords: Ursodeoxycholic acid, Unfolded protein response,

Ultrasonography, United Status of America



CIntroduction &

INTRODUCTION

NAFLD has become one of the most common forms of
J chronic liver disease worldwide, accounting for 20-40 %
of the general population. NAFLD represent a continuum of
hepatic injuries, which progress from simple fatty liver (NAFL)
to steatohepatitis (NASH), liver cirrhosis or even HCC (Eliades
and Spyron, 2015).

It is apparently more slowly progressive than other
chronic liver diseases, such as alcohol or viral-induced disease
(Fassio et al., 2004). However, because NAFLD is so common,
occurring in 1 out of 3 persons in the developed world
(Bellentani et al., 2010), it is the 3rd cause of liver
transplantation in USA (Charlton et al., 2011). Moreover, the
problem of hepatocytes being fatty, overcomes the liver itself,
as it increases the risk for cardiovascular disease & death &
duplicates the risk for type 2 diabetes mellitus (T2 DM),
independently of the severity of liver injury (Musso et al.,
2011).

Patients with T2 DM have a higher risk of development
of non-alcoholic fatty liver disease (NAFLD) (Leite et al.,
2009) than those without T2 DM (Hossain et al., 2009). The
prevalence of NAFLD is increasing mostly likely due to the
rise in obesity and diabetes (Kojima et al., 2003). 1t is reported
that 13.3% of deaths among diabetic patients are attributable to

liver diseases, representing the increasing prevalence of

1



