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Clostridium difficile (C. difficile) as a gram-
positive bacillus is the main cause of diarrhea leading 
to hospital admission. The term “difficult clostridium” 
is properly referred to the difficult approach in 
successful bacterial culture. Unfortunately, there is a 
great problem in hospitals in the case of unrecognized 
outbreaks caused by C. difficile (1-5). Several reports 
have shown a rapid increase in both the incidence and 
prevalence of C. difficile infection in many developing 
and developed countries (4,6,7). Thus, a concern of 
better policy toward this mysterious bacillus is logical 
and should be considered. Many guidelines have been 
released to improve the management of gastroduodenal 
disorders including C. difficile-linked disorders (8,9). In 
other words, relatively high mortality and morbidity 
rates have made this microorganism the focus of 
many studies (10). Infection with this problematic 
bacillus seems exacerbating the severity of digestive 
disorders such as colitis and self-limited diarrhea (11-
13). Meanwhile, the increased epidemiology of C. 
difficile infection (CDI) in the current century is an 
alarming situation for all related diseases worldwide. 
In other hands, there is a general agreement that 
many factors affect the conditions of gastrointestinal 
biota including microbial colonization (14). As some 
primary studies showed significant improvement in 
the treatment of specific diseases using proton pump 
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inhibitors (PPIs), we have increased recommendations 
to prescribe them as empiric therapy. Due to the 
intrinsic characters of PPIs, they have major effects 
on human microbiota (15), a complex interaction that 
never discussed. By now, there is no clear conclusion 
on the related consequences, but it has been predicted 
that uncontrolled prescription of PPIs can change the 
human microbiota ending in some severe digestive 
disorders. For example, wide-spread use of PPIs can 
inactivate H+/K+-ATPases resulting in achlorydria 
(16). Unfortunately, the misuse of PPIs in treating 
many gastroduodenal-related diseases can worry 
decision-makers to rethink or even restrict future 
recommendations of these universal drugs. Our main 
concerns about increasing use of PPIs are about recent 
increased outbreaks of CDI, both in hospitals and 
community (17). Epidemiological evidence shows that 
PPI-consumption is high in those patients colonized 
with C. difficile (18,19). Moreover, as there is a body 
of evidence on reasonable link between CDI and PPI 
consumption, this risk factor should be under intense 
attention by gastroenterologists and microbiologists. 
At least for patients who are admitted to hospitals 
for more than 7 days and may undergo a surgery or 
invasive test, computed tomography (CT) imaging is 
highly recommended because it is i) a non-invasive 
screening test and ii) it gives the opportunity to start 
appropriate antibiotic therapy. In conclusion, careful 
evaluation of the patients receiving PPIs admitted 
to hospitals who complain about signs like diarrhea 
regardless of their hospitalization can be a novel 
suggestion in current century. Fecal microbiota 
transplantation (FMT) can be a likely alternative 
treatment in improving the treatment level for those 
patients. However, this topic has not been discussed 
in guidelines and there is definitely a need to be 
elaborated in near future. Current knowledge about 
the impact of PPIs on human microbiota is deficient 
and needs further experiments in both animal and 
human models. The only necessary indication of PPIs 
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use can be in patients with high risk of contamination 
with C. difficile. Meanwhile, several risk factors include 
dysbiosis and overgrowth by CDI should be considered 
in treatment of patients with gastroduodenal disorders. 
It seems necessary that the use of PPIs in patients 
colonized with C. difficile as a novel strategy should be 
propagated in clinical settings.
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