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Gastric cancer risk in 
autoimmune gastritis: evidence 
versus opinion

We thank Waldum for his interest in our 
study on autoimmune gastritis, reflected 
in his letter ‘The conclusion that auto-
immune gastritis does not predispose to 
gastric cancer (GC) is unproven.’1 2

Science rarely allows conclusive state-
ments. However, some statements are 
supported by evidence, while others are 
opinions. This is a crucial epistemological 
distinction of which we should always be 
aware: arguments supported by evidence 
are a vital part of the scientific discourse, 
whereas opinions foster both adequate 
studies and unproductive diatribes that 
may erode the trust in science. We believe 
that our manuscript provides strong data 
that the hypothesis that autoimmune 
gastritis (AIG) itself leads to cancer should 
now be considered falsified.3

Solid evidence documents that epidemic 
GC mostly develops in a hypoacid micro-
environment, but the hypothesis that 
cancer promotion is ultimately the conse-
quence of any condition associated with 
increased gastric pH belongs to the realm 
of opinions. While hypoacidity creates 
a cancer- prone microenvironment, the 
hypoacid atrophic gastric cancerisation 
field results from a multifaced combina-
tion of known or unknown oncogenetic 
factors, but with a main impact attributed 
to mechanisms of chronic inflammation.4 5

We respectfully ask Waldum to look 
again at table 3D of our paper. Our inter-
pretation data are reflected in table 3D, 
which shows that at the last follow- up 
(T2) oxyntic atrophy involved 203/211 
(96%) of the AIG patients; extensive atro-
phic transformation (G2/G3) was present 
in 179 of the 211 patients.1 This high 
prevalence should speak for itself.

Regarding the other ‘weakness points’, 
as Waldum judgmentally defines some of 
the areas he finds contentious, we certainly 
agree that serology (pepsinogen I/II and 
gastrin 17) would have added value to our 
study. This information was only available 
for a subgroup of our patients, and we 
acknowledged in the paper as a limitation 
of our study. However, while serology 
and cobalamin levels can be consid-
ered complementary tests helpful in the 
follow- up of the histology- based atrophy 
assessment, there is no evidence that, in 

individual patients, a one- point serology is 
superior to the histological gold standard. 
Indeed, histological assessment is one of 
the pillars of a uniform and accurate diag-
nosis of AIG.6

Concerning the difference in AIG- 
related GC (4.9%) reported from a large 
German cohort of patients with GC, it 
needs to be stressed that in 50% of these 
patients with AIG and GC, either a coex-
isting or a previous Helicobacter pylori 
infection had been documented.7

The two conclusive paragraphs of 
Waldum’s letter refer to research settings 
that are outside the scope of our study, 
which was designed exclusively to assess 
GC risk in AIG H. pylori- negative naïve 
patients.

The patients in the study Waldum 
quotes in support of his views had 
received proton pump inhibitor and erad-
ication therapy for H. pylori, but there 
are no data on the gastritis stage in either 
patients or controls.8 Thus, the reader is 
left without information about the prev-
alence of antral atrophy lesions, which 
might have resulted from previous H. 
pylori infection. Dilaghi’s study differs 
substantially from ours in both aims and 
methods, and any comparison between 
the two may be problematic.

The available evidence in 2023 unequiv-
ocally supports the role of H. pylori as 
a first- class carcinogen, providing solid 
foundations for the WHO’s evidence- 
based scientific position.9 In contrast, the 
opinions expressed in Waldum’s letter 
are less firmly supported. Our scientific 
curiosity, however, prompts us to wait 
without preconceptions for any scientific 
validation that may promote opinions to 
an evidence- based level.10
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