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improvement in fibrosis by one stage or
more with no worsening of NASH)
usually after 12-18 months’ treatment,
with longer term clinical endpoints
needed for full registration.

Several drugs are currently in phase III
trials. Obeticholic acid, a farnesoid X
receptor agonist, demonstrated an
improvement in fibrosis in patients with
NASH and significant fibrosis.35 However,
51% of patients reported pruritus, in 28%
this was of severe intensity, and raised
LDL cholesterol, with many patients
starting statins. Lanifibranor, a pan-
peroxisome proliferator-activated
receptor (pan-PPAR) agonist, led to an
improvement of NASH.36 Semaglutide, a
glucagon-like peptide-1 (GLP-1) receptor
agonist demonstrated 12.5% weight loss
at the highest dose compared with < 1%
weight loss in the placebo group, which
corresponded to 59% vs 17% resolution
of NASH, but without any significant
improvement in fibrosis.37

Bariatric surgery
Weight loss following bariatric surgery
leads to reduced steatosis, steatohepatitis
and fibrosis. There have been several
uncontrolled studies demonstrating
potential benefit, however the lack of
RCTs precluded a Cochrane review
concluding this is a validated strategy
(though studies are ongoing).38

The optimum technique is still
unknown and there remains a lack of
long-term data. Early concerns about
worsening fibrosis do not appear to
have been borne out. Bariatric surgery
should not be carried out in patients
with advanced cirrhosis and portal
hypertension. Gastric bypass and sleeve
gastrectomy have led to weight loss and
improvement in obesity-related
comorbidities in Child-Pugh A cirrhosis.39

CONCLUSIONS
NAFLD has a substantial interpatient
variability in prognosis with most
patients never developing clinically
significant liver disease. Careful
management of cardiovascular risk is
key as cardiovascular disease remains
the primary cause of death in NAFLD.
Diet and lifestyle modification to aid
sustained weight loss is the mainstay of
therapy.

Bariatric surgery appears to improve
NASH, but RCT evidence is lacking.
There are no drugs licensed for NASH,
although several drugs are currently 
in advanced phase trials. Effective
therapies are thus a research priority 
to reduce the anticipated burden of 
liver disease. 
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Non-alcoholic fatty liver disease (NAFLD) is estimated to
affect up to one in five people in the UK. Between 10 and 30%
of NAFLD patients will develop non-alcoholic steatohepatitis
(NASH) and some will progress to cirrhosis. Most people living
with NAFLD are thought to remain undiagnosed and many
are asymptomatic. Obesity, hypertension, type 2 diabetes and
hyperlipidaemia are risk factors for NAFLD, and NAFLD is
considered to be the liver component of metabolic syndrome.
NASH is associated with a more than 10-fold increased risk of
liver-related death and a doubling of cardiovascular risk. 

At diagnosis up to a third of patients with NASH will 
have advanced fibrosis which in some cases will have
progressed to cirrhosis. In those with advanced fibrosis at
presentation, complications of cirrhosis are the third most
common cause of death, following cardiovascular events
and non-hepatic malignancies. In patients with NASH and
fibrosis at presentation although approximately 21% of
patients will have some regression of fibrosis, 38% will
progress over five years’ follow-up. 

NAFLD is often detected on routine abdominal
ultrasound or blood testing carried out for other reasons,
which may reveal mild increases in serum aminotransferases.
Occasionally, hepatomegaly may be detectable clinically,
but the most common associated clinical findings are
obesity or type 2 diabetes and a diagnosis of NAFLD
should be considered in these populations.

In those suspected of, or diagnosed with, NAFLD history
and clinical examination should focus on detecting features
of metabolic syndrome e.g. hypertension, type 2 diabetes
and hyperlipidaemia. An alcohol history is mandatory to
exclude alcohol-related liver disease. Patients should
undergo liver screening blood tests to exclude other
causes of liver disease and an ultrasound.  

The liver fibrosis stage is the key predictor for NAFLD
progression and poor outcomes. The enhanced liver
fibrosis (ELF) test can be used in patients diagnosed with
NAFLD to detect advanced liver fibrosis. In patients
referred to secondary or tertiary centres, assessment of
hepatic stiffness may be carried out using transient
elastography. Those with an ELF score ≥ 10.51 or a transient
elastography score  ≥ 9, are highly likely to have significant
fibrosis and must be referred to a specialist in hepatology. 

NAFLD is a risk factor for type 2 diabetes, hypertension, 
chronic kidney disease, atrial fibrillation, MI, ischaemic stroke
and death from cardiovascular causes. Cardiovascular risk
should be stratified for all NAFLD patients and any
cardiovascular risk factors managed aggressively. Patients
should be given lifestyle advice aimed at weight loss and
increased physical activity. Weight loss of 5% is associated
with improvement in liver fat and liver enzymes, and weight
loss ≥7%, and particularly ≥ 10%, is associated with NASH
resolution and improvement in fibrosis. 


