strongly associated with GC progression than the complete
type [5].

Hp-induced inflammation, demonstrated in both mice
(Houghton’s theory) and humans, triggers the migration of
bone-marrow-derived stem cells to the gastric mucosa. There,
these cells undergo metaplastic and dysplastic changes that can
lead to GC, in line with Correa’s cascade [6].

Areas exhibiting severe inflammation, IM, atrophy, and
GC also show increased mast cell density, correlated with Hp-
induced gastritis [7]. The CagA and VacA cytotoxins of Hp
play central roles in promoting oncogenesis, consistently with
Correa’s model.

The absence of such features in cases of IM suggests a more
favorable prognosis. For example, Hwang et al [8] reported that
IM disappeared =5 years after Hp eradication. Hp eradication
protects against GC in patients with IM or dysplasia (follow-
up range: 2-26.5 years), and may reverse these conditions
Furthermore, incomplete IM regresses within 10 years
following Hp eradication [5].

Notably, radiofrequency ablation can eradicate incomplete
IM [9], and endoscopic grading of IM, as a valuable surveillance
tool, reduces the need for routine biopsy sampling [10].

References

1. Kouvaras SN, Koumarianos IG, Ekmektzoglou K, et al. Prevalence
of Helicobacter pylori infection and gastric intestinal metaplasia in
Greek patients. Ann Gastroenterol 2025;38:604-609.

2. Doulberis M, Tsilimpotis D, Polyzos SA, et al. Unraveling the
pathogenetic overlap of Helicobacter pylori and metabolic
syndrome-related Porphyromonas gingivalis: gingipains at
the crossroads and as common denominator. Microbiol Res
2025;299:128255.

3. Zha T, Ding Y, Xu X, et al. The oral-gut axis in chronic atrophic
gastritis: current perspectives and integrated strategies. Front
Immunol 2025;16:1699501.

4. Mufioz-Medel M, Pinto MP, Goralsky L, et al. Porphyromonas
gingivalis, a bridge between oral health and immune evasion in
gastric cancer. Front Oncol 2024;14:1403089.

5. Wada Y, Kodama M, Mizukami K, et al. Differences in regression
patterns of complete and incomplete intestinal metaplasia at
ten years after Helicobacter pylori eradication. Acta Histochem
Cytochem 2021;54:185-194.

6. Kountouras J, Zavos C, Chatzopoulos D, Katsinelos P. New aspects
of Helicobacter pylori infection involvement in gastric oncogenesis.
J Surg Res 2008;146:149-158.

7. Kazakos EI, Petinaki E, Liatsos C, Papanikolaou IS, Anastasiadou K,
Kountouras J. The potential role of Helicobacter pylori-related
mast cell activation in the progression from gastroesophageal
reflux to Barretts esophagus and esophageal adenocarcinoma.
Microorganisms 2025;13:1883.

8. Hwang Y], Kim N, Lee HS, et al. Reversibility of atrophic gastritis
and intestinal metaplasia after Helicobacter pylori eradication - a
prospective study for up to 10 years. Aliment Pharmacol Ther
2018;47:380-390.

9. Pittayanon R, Tiankanon K, Faknak N, et al. Efficacy of
radiofrequency ablation as a treatment for high-risk gastric
intestinal metaplasia: a randomized, self-control study.
] Gastroenterol Hepatol 2025;40:891-899.

10. Lyu D, Zhao J, Jin HE Lyu B. The role of endoscopic grading of

© 2026 Hellenic Society of Gastroenterology

Annals of Gastroenterology (2026) 39, 279-280

gastric intestinal metaplasia (EGGIM) in assessing the extent
and degree of gastric intestinal metaplasia. J Dig Dis 2025;26:
129-134.

“Department of Medicine, Second Medical Clinic, Aristotle University
of Thessaloniki, Ippokration Hospital, Thessaloniki, Macedonia, Greece
(Jannis Kountouras, Stergios A. Polyzos, Ioannis S. Papanikolaou,
Michael Doulberis, Christos Liatsos, Elisabeth Vardaka); *First
Laboratory of Pharmacology, School of Medicine, Aristotle University
of Thessaloniki, Thessaloniki, Macedonia, Greece (Stergios A. Polyzos);
‘Hepatogastroenterology Unit, Second Department of Internal
Medicine-Propaedeutic, Medical School, National and Kapodistrian
University of Athens, Athens, Greece (Ioannis S. Papanikolaou);
dDepartment of Gastroenterology & Hepatology, University Hospital
Zurich, University of Zurich, Zurich, Switzerland (Michael Doulberis);
*Division of Gastroenterology and Hepatology, Medical University
Department, Kantonsspital Aarau, Aarau, Switzerland (Michael
Doulberis); ‘Department of Gastroenterology, 401 General Military
Hospital of Athens, Athens, Greece (Christos Liatsos); eDepartment

of Nutritional Sciences and Dietetics, School of Health Sciences,
International Hellenic University, Thessaloniki, Greece (Elisabeth
Vardaka)

Conlflict of Interest: None

Correspondence to: Jannis Kountouras, MD, PhD, Professor of
Medicine, Gastroenterologist, 8 Fanariou St, Byzantio, 551 33,
Thessaloniki, Macedonia, Greece, e-mail: jannis@auth.gr,
ancoratus2010@gmail.com

Received 30 January 2026; accepted 14 February 2026;
published online 25 February 2026

DOI: https://doi.org/10.20524/a0g.2026.1049

This is an open access journal, and articles are distributed under

the terms of the Creative Commons Attribution-NonCommercial-
ShareAlike 4.0 License, which allows others to remix, tweak, and build
upon the work non-commercially, as long as appropriate credit is given
and the new creations are licensed under the identical terms

Authors’reply

Stergios N. Kouvaras®®, loannis G. Koumarianos?,
Konstantinos Ekmektzoglou®, George A. Kounis®,
Charikleia Spiliadi4, Sotirios D. Georgopoulos¢,
Theodoros Rokkas"

Private Endoscopy Clinic; Henry Dunant Hospital,
Athens; Statistical Analysis; Athens Medical Group; GI
Dept Athens Medical, Paleo Faliron Hospital

The comments raised in the letter by Prof. Kountouras
et al [1] are fully consistent with the findings of our
study [2]. Nevertheless, several issues discussed in that letter
were beyond the scope of our investigation. In this context, 3
points merit attention:

1. In addition to the inflammation induced by Helicobacter
pylori (H. pylori), other bacteria—such as Porphyromonas
gingivalis (Pg)—have been reported to accelerate the
progression of the Correa cascade. In our study, the presence
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of Pg in the gastric mucosa was not investigated. However,
this possible coexistence does not diminish the primary role
of H. pylori as an etiopathogenic factor in the evolution of
the Correa cascade. In our cohort, a strong correlation was
observed between H. pylori infection and the development
of gastric intestinal metaplasia (GIM), both complete and
incomplete types (P<0.001). Our data also support the
presence of bile salts in the gastric lumen as an additional
pathogenic mechanism contributing to GIM [2-4].

2. Both the CagA and VacA cytotoxins of H. pylori play
a central role in driving the inflammatory process that
promotes gastric carcinogenesis, in accordance with
Correa’s model [5]. However, the aim of our study was
to assess the prevalence of H. pylori infection and GIM,
rather than to determine the proportion of H. pylori strains
expressing CagA or VacA.

3. Several studies have shown regression of GIM in the gastric
body and antrum 3 to 5 years after successful eradication
therapy [6]. The objective of our study, however, was to
evaluate the prevalence of GIM in our population. The
impact of H. pylori eradication on the epidemiology of GIM
was not examined.
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