Introduction

Hepatitis C virus (HCV) is a small, single-stranded, positive-sense,
RNA virus that belongs to the Hepacivirus genus of the Flaviviridae family.
To date, 6 major genotypes and about 30 subtypes have been identified,
Genotype 4 is found primarily in the Middle East and sub-Saharan Africa.
HCV currently infects about 170 million people worldwide, and a further
3—4 million individuals are infected every year (Antonelli et al., 2009).

Almost 80% of all infected patients develop chronic hepatitis,
followed by cirrhosis in 10-20% of cases, and hepatocellular carcinoma
could be a compication in 1-4% of cases (Kasper et al., 2005).

HCV is also involved in the pathogenesis of various autoimmune and
rheumatic disorders e.g. mixed cryoglobulinemia, arthritis,vasculitis, sicca

syndrome, porphyria cutanea tarda, lichen planus, nephropathy,and lung
fibrosis (Galossi et al.,2007).

In addition,an increased prevalence of endocrine disease has been
observed in large series of patients infected with HCV.The most frequent
endocrine disorders that can be encountered in HCV positive patients are
Thyroid disorders,type 2 diabetes mellitus and also gonadal dysfunction
(Ferri and Sansonno, 2007).

The mechanism of autoreactive manifestations of HCV may be due to
B-cell activation threshold,in directly infected lymphocytes and in induced
self reaction through a mechansim of molecular mimicry (Ferri et al.,2008).

Many studies have attempted to evaluate the prevalence of autoimmune
thyroid disease (AITD) in HCV-positive patients.A review of the literature
identified 17 controlled studies (Pateron et al., 1992),12 of which reported
a positive association between HCV infection and AITD and/or thyroid
dysfunction (Antonelli et al., 2004).

The frequency of abnormally high levels of antithyroid antibodies in
HCV-positive patients varies markedly, from 8% to 48% (Paziena et al.,
2007).The prevalence of various thyroid disorders and serum antithyroid
antibodies was generally higher in patients with chronic type C hepatitis
disease than in those with type B hepatitis, type D hepatitis or a control
series of uninfected individuals (Antonelli et al., 2006).Moreover A higher



risk of Thyroid Papillary carcinoma as a complication of HCV positive
related hepatitis was reported (Antonelli et al., 1999).

Antonelli et al., 2004 found that patients with chronic type C hepatitis
were more likely to have hypothyroidism (13%), antithyroglobulin
antibodies (TgAb, 17%) and antithyroperoxidase antibodies (TPOAb, 21%)
than individuals in any of control groups.

Thyroid dysfunction (predominantly hypothyroidism) was observed in
20% of HCV-positive patients with severe hepatic fibrosis (Rodriguez —
Torres et al., 1998).

Overall, 83% of HCV-positive patients with papillary thyroid cancer
had evidence of AITD. These data suggest a high prevalence of papillary
thyroid cancer in HCV-positive patients, particularly in those with AITD
(Giordano et al., 2007).

Furthermore, a high prevalence of thyroid cancer was reported in
individuals with a history of transfusion and/or liver disease, which
indirectly supports a link between HCV and thyroid cancer (Antonelli et al.,
2007).



Aim of the Work

QOur aim 1s to:

1- Evaluate the levels of thyroid Antibodies in compensated and
decompensated HCV positive patients.

2-Correlate between the levels of TSH and antithyroid antibodies in HCV
positive patients.



Subjects and Methods

This case control study will include 50 patient, all will be admitted to
the Tropical medicine department during the period from June 2009 till May
2010 and 25 age and sex matched healthy subjects of the same local
population will be included as a control group. Consent will be taken from
all participating subjects.

The patients will be classified into:

25 compensated HCV positive patients (Child A and early B
according to child classification) (Albers et al.,1989)

25 decompensated HCV positive patients (Late B and Child C
according to child classification)

Exclusion criteria
1- Combined HCV with HBV.
2- History of Antiviral TTT.

3-Autoimmune hepatitis.

4- Symptoms suggestive of Thyroid dysfunction
5- Residents in Iodine deficincy areas.

6-Other Liver diseases e.g.Primary Biliary cirrhosis or any metabolic
cause of Liver cirrhosis.

/-Patients with Hepatocellular carcinoma proved by Alphafetoprotien
and/or triphasic pelvi-abdominal CT.

All included subjects will be subjected to:

1- Full medical history taking with stress on symptoms suggestive of
thyroid disorders.

2- Thorough clinical examination.

3- Investigations e.g.



1- Hepatitis Viral markers(HCVAb and HBsAg).

2- Liver function tests including:

a- Total and direct Bilirubin

b- Serum Albumin

c- PT,PTT,INR

d- Liver enzymes (ALT, AST, Alkaline phosphatase)

3-Complete blood picture and ESR.

4-Kidney function tests including:

a- S.creatinine and BUN
b- Serum Na and K

5-Abdominal Ultrasound.

4-Specific investigations includes:
a- TSH, if abnormal freeT3 and free T4 will be done.
b- Antithyroglobulin Antibodies (TgAb).
c- Antithyroperoxidase Antibodies (TPOAD).

All will be done using ELISA technique.
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Many studies have attempted to evaluate the prevalence of
autoimmune thyroid disease (AITD) in HCV-positive
patients.A review of the literature identified 17 controlled
studies (Pateron et al., 1992), 12 of which reported a positive
association between HCV infection and AITD and/or thyroid
dysfunction (Antonelli et al., 2004).
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prevalence of papillary thyroid cancer in HCV-positive
patients, particularly in those with AITD (Giordano et al.,

2007).

Furthermore,a high prevalence of thyroid cancer was
reported in individuals with a history of transfusion and/or liver
disease, which indirectly supports a link between HCV and
thyroid cancer (Antonelli et al., 2007).
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Aim of the Work

Our aim 1is to:

1. Evaluate the levels of thyroid Antibodies in compensated

and decompensated HCV positive patients.

2. Correlate between the levels of TSH and antithyroid

antibodies in HCV positive patients.




