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INTRODUCTION

%epatic involvement in different connective tissue
diseases is not un common. It may present either
as clinical hepatic dysfunction (jaundice, nausea, vomiting
...etc) or as laboratory disturbance in liver functions specially
elevated liver enzymes, alanine aminotransferase (ALT),
aspartate aminotransferase (AST). Accordingly, hepatocyte
metabolism integrates a vast array of differentially regulated
biochemical pathways and is highly responsive to changes in
portal blood composition (Dardevet et al., 2006).

A variety of autoimmune rheumatic diseases
including Systemic Lupus Erythematosus (SLE),
Rheumatoid Arthritis (RA), Sjogren's syndrome (SS),
Myositis, Vasculitis, Antiphospholipid Syndrome (APS),
Behcet's syndrome and Systemic Sclerosis (SSc), have
been associated with different hepatic manifestations. The
pattern of liver involvement, the prevalence, significance
and the specific hepatic pathology varies in each of them
(Walker and Zurier, 2002).

There are some reasons, direct, indirect (hepatoxicity)
and fortuitous (occult viral infection and associated
autoimmune or metabolic co-morbidities) for predicting a
reasonable incidence of hepatic fibrosis in patients with
SSc (Tarantino et al., 2011).
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The frequency of hepatic involvement in SLE is
about 8-23 % consisting of several pathophysiological
features and emerging with clinical signs including
hepatomegaly (39%), splenomegaly (6%), jaundice (24%)
and in 21% elevation of liver enzymes or abnormal liver
histology (Iwai et al., 2003).

APS is characterized by a state of Hypercoagulability
potentially resulting in thrombosis in any segment of the
vascular bed (Khamashta et al., 2004). Hepatic vein
thrombosis i.e Budd chiary syndrome (BCS) may be the
first clinical manifestation of APS with or without SLE.
Therefore, this syndrome should be considered in the
differential diagnosis of hepatic vein thrombosis and
measurement of lupus anticoagulant (LA), anticardiolipin
(aCL) antibodies (IgG and IgM) and anti b2glycoproteinl
levels should be routinely carried out in these patients
(Espinosa et al., 2001).

Hemophagocytic syndrome has been reported as
acomplication of various connective tissue diseases, such as
systemic juvenile idiopathic arthritis, adult-onset Still's
diseases (AOSD), scleroderma, dermatomyositis, and SLE.
Hemophagocytic syndrome developed in active SLE
patients without evidences of other underlying causes of

Hemophagocytic syndrome, (infections or malignancies)
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has been called acute lupus hemophagocytic syndrome
(ALHYS) (Carlos-Botelho et al., 2010).

The occurrence of ALHS and its cytopenias was
closely related to the presence of high titers of antinuclear
antibodies and hypocomplementemia, indicating that the
immune complex-mediated mechanisms might be responsible
for the pathogenesis of ALHS. Common manifestations
include high fever, pancytopenia, hepatosplenomegaly,
jaundice, elevated liver enzymes, weight loss and
lymphadenopathy (Carlos-Botelho et al., 2010).

Safety 1s a common concern among rheumatologists
when using non- and biologic-disease modifying anti
rheumatic drugs (DMARDs) for treatment of RA. Previous
randomized controlled trials have documented that
methotrexate or leflunomide monotherapy may be
associated with a significantly increased incidence of liver
enzymes elevation: ALT and/or AST (Cohen et al., 2001).
These are predominantly asymptomatic; however, persistent
elevations have been shown to correlate with histopathologic
changes of fibrosis assessed by liver biopsy with chronic and

prolonged use of methotrexate (Kremer et al., 2002).

Tumour necrosis factor-a blocking agents (anti-TNF-
a agents) are used for treating conditions such as Crohn’s

disease, ankylosing spondylitis (AS) and RA.
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Commercially available anti-TNF-o agents include
etanercept, infliximab and  adalimumab.  Minor
abnormalities in liver function tests (LFTs) results are
relatively common with the use of anti-TNF-a agents.
Severe hepatic reactions are much less common. These
may include jaundice, hepatitis, cholestasis, autoimmune
hepatitis (AIH), and acute liver failure (Leonardi et al.,
2003). Infliximab is thought to contribute to development
of AIH in predisposed patients by triggering development
of autoantibodies these include antinuclear antibody (ANA)
and anti- double stranded DNA (anti-dsDNA) (Eriksson et
al., 2005).

It has been estimated that the cumulative risk of
developing nodular regenerative hyperplasia (NRH) when
receiving purine analogues such as azathioprine for 5 years
is approximately (0.5-5%) NRH i1s defined as a diffuse
distribution of hepatocellular nodules in the absence of

fibrous septae (Vernier-Massouille et al., 2007).




