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Helicobacter pylori
H. pylori prevalence in gastric cancer is
estimated to be 90%.4 Given that the
prevalence of infection is very high
worldwide it has been estimated that
H. pylori accounts for > 50% of all new
cases of gastric cancer5 and its
presence carries a relative risk of 2.56
for gastric cancer in western Europe.6
H. pylori eradication trials in high-risk
areas have shown a subsequent
reduced risk of gastric cancer over 
4-10 years from 1.7% to 1.1%.7 This has
led to recommended population
screening and antibiotic treatment of
H. pylori in high-risk countries.8 

As yet there has been no benefit
shown for H. pylori eradication in lower
risk areas such as North America and
the UK. The National Screening
Committee found that overall, the
potential psychological harm
outweighed the potential benefits of a
national H. pylori and stomach cancer
screening programme in the UK where
the incidence of stomach cancer is
low.9 A further analysis showed a
possible cost benefit from H. pylori
screening but concluded that before
screening can be recommended
further evidence is required on the
effectiveness of H. pylori eradication
on reducing risk of gastric cancer in
low-risk populations.10

Smoking
Smoking is associated with a 60%
increased risk of stomach cancer. The
risk ratio in current smokers is 1.6 and
in previous smokers 1.2.11 It has been
estimated that smoking is responsible

for more than 10-15% of all cases but if
smokers quit the additional risk
recedes after ten years.11,12 The recent
decline in smoking prevalence in men
from developed countries may
account in part for the fall in gastric
cancer rates.13

Alcohol and diet
A heavy alcohol intake (50-60 g/day
or 6-7 units/day) has been shown to
have an increased risk of gastric cancer,
OR 1.2-1.65, with no excess risk
demonstrated with moderate or mild
alcohol intake.14,15 

A high salt intake has a definite role.
It has been shown that compared with
people who consumed less than 10 g
of salt per day, those who consumed
more than 16 g per day have a relative
risk of 2.98 of developing gastric
cancer.16 There is evidence in mice that
a high-salt diet increases the chance of
H. pylori colonisation and also may
potentiate gastric cancer risk by
causing changes such as glandular
atrophy and crypt hyperplasia in the
gastric mucosa.17

An increased fruit and vegetable
intake can result in a 44% reduction in
the incidence of gastric cancer.18
Increased use of refrigeration,
availability of fresh fruit and
vegetables, and a reduction in the
reliance on salted or preserved foods is
a further explanation for the decrease
in gastric cancer incidence.19

Pernicious anaemia
The overall relative risk for gastric
cancer in pernicious anaemia is 6.8.20

However, despite this high risk
surveillance evidence is lacking. The
American Society for Gastrointestinal
Endoscopy recommends a single
endoscopic evaluation, but does not
recommend routine follow-up
surveillance thereafter.21 In comparison,
the European guideline recommends
follow-up every three years for
patients with extensive gastric
atrophy.22 National UK guidelines
recommend endoscopy if dyspepsia
develops even without alarm
symptoms, see table 1, above.

Therefore given the lack of agreement
in pernicious anaemia guidelines, all
patients with pernicious anaemia
should be offered a gastroscopy and
gastric biopsy to check for gastric
atrophy severity if not done at
diagnosis. A single gastroenterology
review can then be performed and a
decision made with the patient
regarding future surveillance benefits. 

Genetic syndromes
Hereditary diffuse gastric cancer is a
rare autosomal dominant condition
usually presenting under the age of
40. The condition is associated with 
a CDH1 gene mutation and carries a
cumulative risk of gastric cancer of
67% in men and 83% in women.
Affected individuals should be offered
total gastrectomy as screening is not
thought to be effective.23

In hereditary non-polyposis
colorectal cancer gastroscopy
surveillance is recommended every
two years from the age of 50 to 75
because of the increased risk of gastric
cancer (standardised incidence ratio
3.4).24 However, there is no evidence
that this approach reduces mortality.25

PRESENTATION 
Alarm symptoms
Specific at-risk or alarm symptoms for
oesophago-gastric cancer have been
highlighted in guidelines by NICE,26

SIGN,27 and the British Surgical and
Gastroenterological Societies.28 These
guidelines specify the symptoms that
should prompt urgent referral and
investigation, see table 1, above left. 

The presence of alarm symptoms
and dyspepsia has a low positive
predictive value (4%) but a high
negative predictive value (98%) with
respect to gastric cancer. 29 A study
based on alarm symptoms for rapid
access endoscopy showed dysphagia,
weight loss and age over 55 years
were significant predictors of cancer
(finding 92% of cancer patients), but
uncomplicated dyspepsia in patients 
over 55 years was not helpful.30

Therefore it is accepted that alarm
symptoms have a low predictive value,
but it is recommended that they
should be used in dyspepsia
management for predicting gastric
cancer until better approaches
emerge.28

It has recently been demonstrated
that the use of alarm symptoms alone
to select patients for endoscopy
results in patients with localised
disease being overlooked.31 Hence,
patients with at-risk conditions who

Table 1

Upper gastrointestinal cancer alarm symptoms that
should prompt referral and investigation26-28

Alarm symptoms
• Chronic gastrointestinal bleeding
• Dysphagia 
• Progressive unintentional weight loss 
• Persistent vomiting 
• Iron deficiency anaemia
• Epigastric mass
• Suspicious barium meal result 
• Unexplained upper abdominal pain and weight loss, with
or without back pain
• Obstructive jaundice 

In patients with unexplained worsening of their dyspepsia
and known cancer risk factors: 
• Barrett's oesophagus
• Atrophic gastritis or intestinal metaplasia
• Peptic ulcer surgery more than 20 years ago

‘Smoking is
associated 
with a 60%
increased risk of 
stomach cancer’


