Early detection and risk
stratification of gastric cancer
are likely to be refined with
biopsies targeted through high-
resolution-enhanced imaging

We thank Dr Ghisa' and colleagues
for their kind interest in our recently
published BSG guidelines on the diagnosis
and management of patients at risk of
gastric adenocarcinoma.’

The introduction of advanced endo-
scopic imaging technologies has led to
a re-appreciation of the fact that the
progression of mucosal atrophy in the
chronically inflamed stomach over time
occurs in a patch-wise fashion.®> * In
particular, gastric intestinal metaplasia
arises as well delineated islands within
the gastric mucosa.’ These islands can be
visualised using high-definition endos-
copy and there is now good evidence
that endoscopy-lead risk stratification
correlates well with histology and oper-
ative link on gastric intestinal metaplasia
(OLGIM) stelges.6_8 These studies have
provided important impetus for us to
advance endoscopy-lead risk stratifica-
tion in our recently published guidelines.”

Ghisa writes that we have not suffi-
ciently acknowledged the available
evidence with regard to the clinical effi-
cacy of random biopsy staging of chronic
gastritis. Recent work by these authors
has evaluated outcome in over 7000
unselected patients undergoing upper
endoscopy and random biopsy oper-
ative link on gastric atrophy (OLGA)
staging. Over 90% of these patients
showed OLGA stages that would not
have necessitated follow-up (OLGA 0
and OLGA I). At the end of follow-up
(median 6.6years), 28 incident neopla-
sias had been detected and these were
strongly enriched in patients at higher
OLGA stages (III and IV), although a
minority (11%) of neoplasias were also
recorded in patients with lower OLGA
stages. The issue in evaluating the real-
world impact of these data is that they
suffer from ascertainment bias because
patients with higher OLGA stages were
offered endoscopic follow-up, whereas
patients with lower OLGA stages were
not. The predictive potential of OLGA
staging may be overestimated due to this
bias.® In addition, over half of all patients
re-evaluated at second endoscopy moved

between OLGA categories.” This could
be due to either disease regression,
between-pathologist variation, or, more
likely, random sampling variation.®

The mosaic mucosal changes in chronic
gastritis thus confound the interpretation
of random biopsies. The OLGA staging
protocol was developed on the back of
the Sydney staging protocol and borrows
from the hepatitis grading model.”
However, chronic hepatitis affects the
organ diffusively and homogeneously,
in stark contrast to the focal nature of
disease progression in chronic gastritis.
Chronic inflammation likely accelerates
the premalignant clonal selection and
expansion of precursor lineages in the
Helicobacter-infected stomach. Random
biopsy sampling will capture some of this
heterogeneity in patients with extensive
mucosal changes.

The question, however, is whether
random biopsies will bring us closer to
patient-tailored risk assessment going
forward? We feel that with the emer-
gence of advanced endoscopic-enhanced
imaging modalities, we have arrived at a
fork in the road with regard the use of risk
stratification strategies based on random
biopsies in chronic gastritis. Designing
an efficacious, cost-effective and patient-
tailored gastric cancer screening strategy
for use in low incidence countries will
likely depend on a rational tiered imple-
mentation of non-invasive markers, inva-
sive diagnostics and molecular studies.'’
There is now an urgent unmet need for
markers that intelligently sample the
evolutionary process driving progression
to cancer in the chronically inflamed
stomach. Recent studies have revealed
that as many as 7% of gastric cancers in
the UK are missed on routine endoscopy,
clearly highlighting that much remains
to be won with regard to upper gastro-
intestinal endoscopy quality control
standards.!’ We anticipate that targeted
biopsies, in combination with molecular
studies, will increase interest in quality
control, in turn refining early detection
efforts for gastric cancer. Effectively, we
may move to a situation wherein biopsies
are only required in high-risk patients
for confirmation of endoscopy staging.
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