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Helicobacter pylori, a gram-negative bacterium that specifically colonizes gastric mucosa,
is one of the most widespread infectious diseases in the world. More than half of the world
population (estimated at more than four billion in 2015) are infected and an estimated
30 million people worldwide receive eradication therapy to treat Helicobacter pylori [1]. The
vast majority receive empirical treatment: either triple proton pump inhibitor therapy plus
amoxicillin–clarithromycin (or quadruple therapy when combined with metronidazole), or
quadruple proton pump inhibitor therapy plus metronidazole–tetracycline combined with
bismuth salts [2]. Due to the high prevalence of resistance to clarithromycin (the key antibiotic
in eradication treatments), which is responsible for the therapeutic failures of triple therapy, it
is now recommended, in the many countries where the prevalence of primary resistance to
clarithromycin exceeds 15%, to abandon empirical treatments in favor of guided therapy [3,4].
The latter is guided by phenotypic antibiotic susceptibility testing or genotypic molecular
biology (PCR targeting clarithromycin resistance mutations) [2,5–7]. Guided therapy is widely
recognized as a more effective and efficient strategy than empirical therapy insofar as it prevents
the spread of resistance and preserves patients’ digestive microbiota [8,9].

While the cure for H. pylori after treatment can be assessed using the 13C-urea breath
test (UBT) or stool antigen test at least 4 weeks after treatment, until recently, guided
therapy necessitated endoscopic diagnosis with biopsy-based methods that required the
intervention of gastroenterologists [10]. The recent development and excellent performance
of several real-time PCR techniques to detect Helicobacter pylori infection and clarithromycin
resistance mutations in non-invasive samples (patient stool) provide general practitioners
with a tool that can be used in routine diagnostic situations [11]. Indeed, as these tests
now enable the efficient screening and diagnosis of Helicobacter pylori infections in their
patients, they remove a barrier to the implementation of a guided treatment strategy and
eliminate the need for routine referral to a gastroenterologist. The non-invasive nature of
these tests is conducive to self-sampling at home. Moreover, transport media allow the
preservation of nucleic acids at room temperature during the several days necessary for the
postal transport of the sample, before analysis in a specialized laboratory. This approach
has demonstrated its effectiveness in getting patients to adhere to the procedure [12].

Already used to analyze patients with indications for Helicobacter pylori screening and
eradication, this test will limit the referral of non-Helicobacter pylori infected patients to a
gastroenterologist [2,7,13]. Only patients older than 45 years and/or with a specific request
for pre-cancerous histological lesions (e.g., personal history of symptoms suggestive of
Helicobacter pylori, and/or family history of neoplasia) should be referred for endoscopy.
Reduction in inappropriate referrals will help achieve the goal of five biopsies performed,
as recommended.
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After the implementation of this innovative test, primary care physicians will be able
to manage their patients more comprehensively and effectively by prescribing the investi-
gation and eradication of Helicobacter pylori infection. In such a procedure, UBT remains
of major interest to assess the efficacy of eradication therapy (serology remains positive
long after infection and cure, and PCR may be falsely positive, due to persistent DNA and
non-infectious strains) [14]. Furthermore, to optimize the cost-effectiveness of the proce-
dure, and given the relatively high cost of molecular biology, a two-step approach could be
imagined, based on initial screening by serology, after which only positive patients would be
tested by molecular biology in the stool. In this Special Issue of the Journal of Clinical Medicine,
entitled “Helicobacter pylori Infection and Other Bacterial Infectious Diseases: Complications,
Diagnosis and Therapeutic Management”, we described the protocol of an ongoing French
multicenter study, which aims to evaluate the performance of different approaches to improve
the efficacy of Helicobacter pylori eradication therapy [15]. We plan to compare usual patient
management, including referral to a gastroenterologist, versus an innovative approach
in which general family practitioners lead the whole process, from the diagnosis through
to the introduction of a guided treatment to eradication control. Secondary objectives
will consist of confirmation, in the context of routine disease management by the family
practitioner, of the different biological tests (i.e., serology, stool PCR and UBT) [12].

Finally, it is important to remember that, compared to targeted biopsies, stool diagnosis,
whether or not by molecular biology, is not only non-invasive, but also has a major benefit
with regard to antibiotic resistance. Indeed, even if the infecting populations are still
present in all the antrum and fundus samples of infected patients (as described by Pichon
et al. [16]), the minority subpopulations are not uniformly distributed in this mucosa (some
develop preferentially in the antral part of the mucosa, while others are in the fundic part), which
underlines a risk of false negative research of resistant populations (manuscript in preparation).

In conclusion, thanks to the performances achieved, in the context of pauci-symptomatic
and pre-neoplastic disease caused by Helicobacter pylori, primary care physicians are in the front
line to establish the indications for the search and eradication of Helicobacter pylori. In France, it
has been estimated that they see the entire population at least once a year. This approach would
benefit from strong adherence in the general population and could receive as strong an adherence
as cryptic hemorrhages caused by colorectal neoplasia. The golden age of general medicine
should therefore make us rethink the global management of patients infected or suspected
to be infected by Helicobacter pylori, the objective being to significantly decrease the dramatic
number of deaths caused by gastric cancer in France, and, after standardization to adapt to
other countries according to their specificities, eventually, in countries worldwide, following
the issuance of global recommendations. Has the time come to publish new Maastricht
recommendations that include the general practitioner as the management leader?
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