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Table 1

Causes of cirrhosis 

Common causes
•Alcohol
•Hepatitis B ± D
•Hepatitis C
•Non-alcoholic fatty liver disease
(NAFLD)

Other causes
•Primary biliary cholangitis
•Secondary biliary cirrhosis
•Autoimmune hepatitis
•Hereditary haemochromatosis
•Hepatic venous congestion
•Budd-Chiari syndrome
•Wilson's disease
•Drugs (e.g. methotrexate)
•Alpha-1 antitrypsin deficiency
•Cystic fibrosis
•Galactosaemia
•Glycogen storage disease
•Veno-occlusive disease
• Idiopathic (cryptogenic)

Table 2

Useful blood and urine tests in the investigation of liver cirrhosis

Test
Antimitochondrial antibody

Antinuclear, smooth muscle (actin), 
liver/kidney microsomal antibody

Raised serum immunoglobulins:
• IgG                                                   
• IgG4                                                                         

• IgM                

Viral markers

Alpha-fetoprotein

Serum iron, transferrin saturation, 
serum ferritin

Serum and urinary copper, 
serum caeruloplasmin

Alpha-1 antitrypsin

Antinuclear cytoplasmic antibodies 
(ANCA)

Enhanced liver fibrosis test (ELF)
– serological marker of liver fibrosis

Genetic analyses

EXAMINATION AND ASSESSMENT
Physical examination is often normal.
However, there are a number of clinical
signs that may be present, as discussed
below.

The skin 
The chest and upper body may show
spider naevi. These are telangiectases
that consist of a central arteriole with
radiating small vessels (resembling a
spider's legs). They are found in the
distribution of the superior vena cava
and more than five are a strong pointer
to cirrhosis. They may also occur in
pregnancy. 

In haemochromatosis the skin may
have a slate grey appearance. The
hands may show palmar erythema,
indicative of a hyperdynamic
circulation. Palmar erythema is also
seen in pregnancy, thyrotoxicosis and
rheumatoid arthritis. 

Clubbing occasionally occurs, and a
Dupuytren’s contracture is often seen in
alcoholic cirrhosis, though the association
is with alcohol consumption rather than
liver disease itself. 

Xanthomas (cholesterol deposits) are
seen in the palmar creases or above the
eyes in primary biliary cholangitis. 

Jaundice (icterus) is detectable
clinically when the serum bilirubin is 
> 50 μmol/L.

The abdomen
Initial hepatomegaly will be followed by
a small liver in well established cirrhosis.

Splenomegaly occurs with portal
hypertension. Ascites and peripheral
oedema occur in very advanced
cirrhosis, sadly many patients will
present for the first time in this manner.

The endocrine system
Gynaecomastia, occasionally unilateral,
and testicular atrophy may be found in
males. It probably relates to altered
oestrogen metabolism, often combined
with spironolactone treatment.

As patients with cirrhosis are often
asymptomatic, many will first be
identified as having liver disease
following liver blood test abnormalities.
In particular, an AST:ALT ratio > 1 and
low platelet count are suggestive of
cirrhosis in the context of confirmed or
strongly suspected liver disease,5
although these can occur in alcohol
misuse without cirrhosis. 

Furthermore, cirrhosis may be
detected following imaging of the
abdomen for another reason such as
pain or gastrointestinal symptoms.

DIAGNOSIS 
Investigations aim to assess the severity
and type of liver disease.

Assessing disease severity
Liver function: Serum albumin and INR
are the best indicators of liver function;
the outlook is poor if serum albumin is 
< 28 g/L. The degree to which the INR 
is prolonged correlates with disease
severity.
Liver biochemistry: This may be normal,
depending on the severity of cirrhosis.
In most cases, there is a slight elevation
in the serum ALP and aminotransferases.
In decompensated cirrhosis, all
biochemistry indices are deranged.
Serum electrolytes: A low sodium level
in the presence of cirrhosis and ascites
indicates severe liver disease due to a
defect in free water clearance or excess
diuretic therapy. Coexistent renal
dysfunction e.g. creatinine > 130 µmol/L
is a marker of poor prognosis.
Biomarkers: The enhanced liver fibrosis
(ELF) test score is derived from
quantitative serum concentration

Disease
Primary biliary cholangitis

Autoimmune hepatitis                                                                  

Autoimmune hepatitis
Autoimmune hepatitis/cholangiopathy 
and pancreatitis
Primary biliary cholangitis

Hepatitis A, B and C 

Hepatocellular carcinoma

Hereditary haemochromatosis

Wilson’s disease

Alpha-1 antitrypsin deficiency 

Primary sclerosing cholangitis

All

HFE gene (hereditary haemochromatosis)
Alpha-1 antitrypsin deficiency


