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Introduction

The spectrum of NAFLD is a continuum ranging from simple steatosis to
NASH and finally cirrhosis.

The defining characteristic of the disease is the presence of greater than
normal lipid deposition within the liver with the absence of excessive alcohol
consumption defined as > 20 g/d for men and 10 g/d for women.

Steatosis is the presence of lipid within the cytoplasm of hepatocytes, the
criteria for which is defined in the literature as being either hepatic lipid
levels above the 95th percentile for healthy individuals (about >55 mg/g
liver) greater than 5% of the liver’s weight or found in greater than 5% of
hepatocytes histologically.

NASH is defined as steatosis in the presence of hepatocyte damage,
inflammation and/or subsequent scarring and replacement of the tissue with
type | collagen. (Hassan et al., 2014)

The development of NASH is considered to be through a “‘two hit’’ process.
The first “hit” includes accumulation of fat in liver cells, the second “hit”
causes hepatocyte inflammation and necrosis which lead to cirrhosis and
fibrosis. (Papandreou et al., 2007)

Since the term NASH was first coined by Ludwig et al. in 1980 the
prevalence of NAFLD has risen rapidly in parallel with the dramatic rise in
population levels of obesity and diabetes, NAFLD now representing the most
common cause of liver disease in the Western world.

The prevalence of NAFLD is estimated to be between 20% and 30% in
Western adults, rising to 90% in the morbidly obese. NASH, the more
advanced and clinically important form of NAFLD is less common, with an
estimated prevalence of 2-3% in the general population16 and 37% in the
morbidly obese. (Dowman et al., 2011)

Most subjects with NAFLD are clinically silent and asymptomatic.
Ultrasonography still represents the first-line diagnostic tool for simple liver
steatosis.

(Wong et al., 2010)

Liver biopsy is still the gold standard in diagnosis of NASH. (Abdel kader
and Ashmawy, 2015)

Knowledge of whether a patient has simple steatosis or NASH is very
important prognostically.
With increasing liver fibrosis the ALT typically falls and the AST remains
stable or rises.

Staging fibrosis is essential in all patients with NAFLD to identify subjects
with advanced fibrosis . ( Dyson et al., 2013)

The NAFLD fibrosis score (NFS) is a panel comprising six variables of age,
hyperglycaemia, BMI, platelet count, aloumin and AST/ALT ratio, which
was constructed using a large panel of 733 biopsy-proven NAFLD patients
across several centres worldwide. (J k et al., 2010)
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—1.675+0.037xage (years)+0.094xBMI (ka/m2)+1.13xIFG or diabetes
(yes=1, no=0)+0.99xAST/ALT ratio—0.013xplatelet (x109/L)—
0.66xalbumin (g/dL)

Advanced fibrosis can be reliably excluded (NPV 93%) using the low cut-off
score (<—1.455) and diagnosed with high accuracy (PPV 90%) using the high
cut-off score (>0.676) . ( Dyson et al., 2013)

IL-6 is a proinflammatory pleiotropic cytokine produced by adipocytes,
hepatocytes, immune and endothelial cells

Wieckowska et al.demonstrated a markedly increased IL-6 expression in liver
tissue of patients with NASH as compared to simple steatosis or normal liver.
(Sanja et al., 2014)

Aim of work

To predict nonalcholic steatohepatitis in patient with NAFLD through
measurement of interleukin 6 to predict progression of the disease into liver
cirrhosis through early diagnosis .

Methods and patients

Type of study: Case control study

Patients will be selected from EI Demerdash Hospital outpatient clinic of
liver.

We will select:

- 40 cases of simple steatosis (u/s showing changes of fatty liver and ALT,
AST within normal ranges with no advanced fibrosis by NAFLD fibrosis
score )

- 30 patients of NASH (u/s showing changes of fatty liver with elevated ALT,
AST)

- 20 healthy control with normal u/s and normal ALT, AST .

Exclusion criteria

1. Liver cirrhosis by u/s.

2. Alcoholic

3. Hepatitis B or C positive .

4. Any cause of elevated liver enzymes as Wilson disease ,Autoimmune
hepatitis Hemochromatosis ,drugs etc..
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5.BMI >40

All cases and controls will be tested for interleukin 6 using an enzyme-linked
immunosorbent assay kit after taking an informed consent.

This thesis will include:
¢ Introduction

* aim of the work.

* Review of literature .

* Subject and methods .

* Results.

* Discussion.

* Summary and conclusion .
» References .

* Arabic summary.
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