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Endoscopic resection for mucosal gastric cancer removes

the tumor and surrounding mucosa. However, the remain-

ing mucosa is also exposed to H. pylori, and possible

carcinogens associated with metachronous gastric cancers

may often develop in areas other than the resected primary

tumor. Our first randomized study published in 2008 with

an observation period of 3 years found that H. pylori

eradication reduced the incidence of metachronous gastric

cancer among patients who had undergone endoscopic

resection of early gastric cancer [1]. Although a Korean

randomized study with a similar protocol design contra-

dicted our results [2], another Korean randomized study

with a long-term follow-up confirmed that H. pylori erad-

ication significantly inhibited occurrence of metachronous

gastric carcinoma [3]. Furthermore, the preventive effect of

gastric cancer development by H. pylori eradication was

confirmed by five meta-analysis, including Xiao’s manu-

script entitled, ‘‘Helicobacter pylori status and risks of

metachronous recurrence after endoscopic resection of

early gastric cancer: a systematic review and meta-analy-

sis’’ in this issue [4–8].

The mechanisms of the preventive effect of H. pylori

eradication include slowing or stopping the growth of the

latent cancers, and/or to shrink the cancers [9, 10]. Most

latent cancers are too small to be detected by endoscopy,

some of which have grown large enough to be diagnosed

during the follow-up. In addition, failure to detect syn-

chronous cancer in the initial endoscopic screening com-

plicates the number of metachronous cancers detected

following endoscopic resection. To clarify the preventive

effect of H. pylori eradication, a randomized study with a

large sample and long-term observation period is required.

Although a meta-analysis can alleviate the limitation in

statistical power, further research is necessary to determine

long-term progress. Choi IJ reported that metachronous

gastric cancer developed in 7.2% (14/194) of patients in the

eradication group and 13.4% (27/202) of patients in the

placebo group during a median follow-up of 5.9 years

(hazard ratio in the treatment group, 0.50; 95% confidence

interval, 0.26–0.94; P = 0.03) [3].

Our previous multicenter, open-label, randomized con-

trolled trial was based on 3 years of follow-up results

regarding metachronous gastric cancer incidence following

endoscopic resection of the primary cancer [1]. To evaluate

the incidence of metachronous 10 years after entry of the

first subject, 255 patients in the H. pylori eradication arm

and 250 patients in the control arm attended at least one

postrandomization were followed long term. The endpoint

was development of a metachronous gastric cancer among

the entire intention-to-treat (ITT) cohort using a logistic

regression model containing the 544 subjects allocated and

a modified ITT analysis with a proportional hazard model

using 505 subjects with follow-up. The mean follow-up

time was 4.96 years. Metachronous gastric cancer devel-

oped in 24 patients following eradication and in 43 con-

trols. For the cohort of 544 subjects, the odds ratio was 0.51

(95% confidence interval 0.30–0.87), favoring eradication.

In follow-up of 505 subjects, the hazard ratio was 0.54

(95% CI 0.33–0.90). We concluded that preventive effect
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of H. pylori eradication for incidence of metachronous

gastric cancer was sustained for a long term.

In Xiao’s work, the incidence of metachronous gastric

cancer was categorized according to three different H.

pylori status: (1) H. pylori persistent infection: patients

positive for H. pylori during follow-up regardless of

eradication; (2) H. pylori eradication: patients infected with

H. pylori at the time of endoscopic resection who received

eradication therapy and subsequently confirmed as nega-

tive; and (3) H. pylori negative: H. pylori not detected

during follow-up. Because gastric cancer occurring in

mucosa without the history of H. pylori infection is rare, H.

pylori negative cases include false negative or natural

disappearance of H. pylori infection caused by severe

atrophy and intestinal metaplasia. The risk of metachro-

nous cancer in the vicinity of patients with H. pylori per-

sistent infection or eradication has been unknown until this

meta-analysis. Xiao’s results showed no significant differ-

ence in recurrence risk between H. pylori negative and H.

pylori persistent positive patients. These data suggest that

carcinogenic effects of severe mucosal atrophic change

including intestinal metaplasia cannot be ignored, despite

the absence of H. pylori infection.
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