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comparing the most to the least
deprived quintiles. Urban areas had
higher alcohol-related mortality rates
than rural areas.2,4

COMMON CAUSES OF
CHRONIC LIVER DISEASE
The causes of chronic liver disease in
adults are wide ranging. Common
causes include alcohol, non-alcoholic
fatty liver disease and chronic viral

hepatitis (B and C). Less common
causes include autoimmune liver
diseases e.g. autoimmune hepatitis,
primary biliary cirrhosis or primary
sclerosing cholangitis, genetic
conditions e.g. α–1 antitrypsin disease
and Wilson’s disease, secondary biliary
cirrhosis, Budd–Chiari syndrome or
veno-occlusive disease, prolonged
exposure to certain toxins or drugs e.g.
amiodarone, isoniazid, methotrexate,
and chronic right-sided heart failure,
see table 1, left.

PRESENTATION 
Nearly half of patients with cirrhosis
are asymptomatic.5 As a result the
condition may only be discovered
incidentally as a result of abnormalities
in liver function tests or imaging of the
abdomen, performed for other reasons. 

Alternatively patients may present
with signs and symptoms of the
complications of cirrhosis e.g. jaundice,
ascites, variceal bleeding, hepatic
encephalopathy or hepatocellular
carcinoma (see below) or non-specific
symptoms of chronic disease e.g.
fatigue or weight loss. 

Detecting patients with cirrhosis in
primary care usually relies on
identifying common risk factors that
are associated with the development
of cirrhosis. In the UK, the most
common risk factors include excess

alcohol consumption and obesity.2
Worldwide, most cases of cirrhosis are
caused by chronic viral hepatitis (B or C).6

There is marked geographical
variation in the frequency of risk
factors for cirrhosis in the UK. The NHS
Atlas of Variation in Healthcare for
People with Liver Disease found that
the highest rates of hospital admission
for end-stage liver disease caused by
chronic hepatitis C virus were in central
London and the North West of
England. Admissions for alcohol-
related liver disease were also most
common in the North West.7

Assessment
Currently, there are no standard
criteria for the investigation of patients
with suspected cirrhosis and
significant variation exists between
different clinical commissioning

‘Liver function
tests correlate
poorly with 
the presence 
of liver fibrosis 
or cirrhosis’

Table 1

Causes of cirrhosis in adults37

Common 
•Excess alcohol consumption 
•Hepatitis B (± delta)
•Hepatitis C
•Non-alcoholic fatty liver disease

Less common 
•Autoimmune hepatitis
•Primary biliary cirrhosis
•Secondary biliary cirrhosis
•Primary sclerosing cholangitis
•Haemochromatosis
•Wilson’s disease
•Alpha-1–antitrypsin deficiency
•Cystic fibrosis
•Drugs: methotrexate, isoniazid and amiodarone
•Right-sided heart failure, tricuspid regurgitation, pericarditis
•Veno-occlusive disease: Budd-Chiari syndrome

Table 2

Common non-invasive serum markers of fibrosis

Serum marker panels of fibrosis 
Enhanced liver fibrosis 
(ELF) test39,40 

FIBROSpect II14

FibroTest/FibroSure41

Fib-442

Serum hyaluronic acid level, 
serum AST and albumin level 
(SHASTA) index15

Aspartate aminotransferase 
to platelet ratio index (APRI)43

NAFLD fibrosis score44,45

Hepascore46

BARD score47

Key: HCV = hepatitis C virus; HBV = hepatitis B virus; ALD = alcoholic liver disease; NAFLD = non-alcoholic fatty liver disease; PBC = primary biliary
cirrhosis; HIV = human immunodeficiency virus; F2 = fibrosis ± septal growth of most portal areas on liver biopsy (see table 5, p18)

Test components
Hyaluronic acid, N-terminal propeptide of type III
collagen, tissue inhibitors of matrix
metalloproteinase-1 
Hyaluronic acid, tissue inhibitors of matrix
metalloproteinase-1, alpha 2-macroglobulin
γ2-macroglobulin, γ2-globulin, γ-globulin,
apolipoprotein A1, γ glutamyl transferase, total
bilirubin
(Age x AST)/((platelet count) x (ALT)1/2)
Hyaluronic acid, AST, albumin

(AST elevation/platelet count) x 100

Age, body mass index, blood glucose levels,
aminotransferase levels, platelet count, and
albumin
Age, gender, bilirubin, GGT, hyaluronic acid, 
γ2-macroglobulin
BMI, AST:ALT ratio, type 2 diabetes

Conditions in which
test has been applied
HCV, HBV
ALD, NAFLD
PBC
HCV
NAFLD
HCV

NAFLD, HCV ± HIV
HCV
HIV+HCV

HCV, HCV+HIV
NAFLD
NAFLD

HCV
ALD
NAFLD

Sensitivity 
(> F2)
87-90% 

70–83% 

75%

70%
100%

76%

77%

63%

85%

Specificity 
(> F2)
27-77%

66–79%

85%

97%
52%

72%

71%

89%

67%
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