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Abstract: Autoimmune liver diseases, mainly represented by autoimmune hepatitis (AIH), 
primary biliary cholangitis/cirrhosis (PBC), and primary sclerosing cholangitis 
may be challenging in clinical practice. The simultaneous presence of more than 
one autoimmune disease, a.k.a. overlapping syndromes, complicates the diag-
nostic process. We present four clinical cases of patients with suspected auto-
immune liver diseases, who underwent clinical, instrumental and laboratory in-
vestigations. Furthermore, we immunologically assessed the patients' sera for 
the presence of antibodies against anti-smooth muscle (ASMA), anti-nuclear 
(ANA), anti-mitochondrial (AMA) and anti-liver-kidney-microsome (LKM) anti-
bodies by Indirect Immunofluorescence (IIF), as well as by immunoblot for some 
of the patients. The first case represents a 52-year-old woman with prutitus, fa-
tigue, splenomegaly, esophageal varices, elevated aminotransferases and cho-
lestatic enzymes. Along with the biopsy proven PBC, the immunological investi-
gation revealed anti-LKM (1:320) antibodies along with normal levels of serum 
immunoglobulins which points to PBC-AIH type 2 overlap syndrome. The sec-
ond and the third cases concern 48- and 60-year old women both with severe 
fatigue syndrome. The former presents with liver steatosis and immunological 
constellation of higher IgA, ANA (1:320), ASMA (1:160), anti-SLA/LP positive 
antibodies and normal aminotransferases which leads to the diagnosis of AIH 
type 1 overlapped with steatohepatitis. The latter was found positive for anti-
HCV with elevated aminotransferases, total and direct bilirubin and serum im-
munoglobulins, notably IgG, as well as high titers of ANA and ASMA, establish-
ing the diagnosis of AIH type 1 overlapping with HCV chronic hepatitis. The last 
case is about a 29-year woman with AIH overlapped with mesangioproliferative 
glomerulonephritis, idiopathic pulmonary hypertension, gout, positive for ANA 
(1:1280), ASMA, anti-dsDNA together with elevated serum IgG and IgM. When 
the differential diagnosis is challenging, a specialized immunological analysis 
may provide benefits in the diagnosing, subclassification and follow up the pa-
tients with overlapping liver autoimmune diseases. 
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