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Functional dyspepsia (FD) is a chronic gastrointestinal disorder
defined by upper abdominal symptoms considered to originate from
the gastroduodenal region with no structural disease on routine
investigation, including upper gastrointestinal endoscopy.1 A metaanalysis using a broad definition reported that the global prevalence
of uninvestigated dyspepsia is 21.0%, with a higher prevalence in
women, smokers, users of NSAIDs, and in those with Helicobacter
pylori infection.2 In a Korean telephone survey of 5000 subjects
who completed the Rome III questionnaire, 7.7% of respondents
had dyspepsia symptoms.3 It is frequently accompanied by gastroesophageal reflux disease or irritable bowel syndrome. Because of
the multifactorial nature and heterogeneity of symptoms in FD, the
condition’s underlying pathophysiology remains unclear. Mechanisms of FD include delayed gastric emptying, disorder of gastric
accommodation, hypersensitivity of gastric acid, H. pylori infection,
inflammation of the duodenum, environmental factors such as spicy
food and psychological factors.4
Reflux of duodenal contents to the stomach and then to the
esophagus is a short-term physiological event rarely leading to
symptoms.5 Excessive duodenogastric reflux (DGR) occurs very
commonly in adults secondary to partial gastrectomy, pyloroplasty,

and cholecystectomy.6 The role of DGR of bile in the pathogenesis
of FD was investigated in a few studies. One study comparing patients with FD and healthy subjects using bilirubin concentration
monitoring (Bilitec 2000, Medtronic) revealed that significant longer periods of bilirubin exposure are observed in patients with FD
and the total number of reflux and the number of reflux episode,
lasting over 5 minutes were also higher.7 However, there are few
studies on the association of bile reflux, FD, severity of symptoms,
and response to treatment in FD patients undergoing cholecystectomy.
In this issue of the Journal of Neurogastroenterology and
Motility , Lake et al8 investigated the association of bile reflux
gastropathy and FD and identified the predisposing factors in a
retrospective study. Patients with dyspepsia who fulfilled the Rome
III criteria were included and underwent esophagogastroduodenoscopy and gastric biopsies. A total of 262 patients were included in
the study and were stratified into 3 cohorts: bile gastropathy (BG)
group (n = 90), non-bile gastropathy (NBG) group (n = 121),
and no gastropathy (NG; n = 51). Patients with BG reported significantly more severe abdominal pain than patients with NBG or
NG group (P < 0.05), and had significantly higher prevalence of
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cholecystectomy (68.0%) than patients with NBG (35.0%) or NG
(22.0%) groups. BG patients has significantly higher prevalence of
gastric erythema than NBG patients (88.9% vs 63.6%; P < 0.01)
in endoscopic examination and showed an increase in the prevalence of gastritis (37.8% vs 7.4%), edema (30.0% vs 0.8%), and
chronic active inflammation (7.8% vs 1.7%) than the NBG group
on pathological examination. According to multivariate regression
modeling comparing the BG group (n = 90) vs NBG + NG
group (n = 172), cholecystectomy was significantly associated with
BG (OR, 6.60; 95% CI, 1.87-23.30; P = 0.003). Cholecystectomy
was also significantly associated with severe abdominal pain (OR,
2.049; 95% CI, 1.09-3.86; P = 0.026) and chronic prescription
narcotics than those without cholecystectomy (30.0% vs 14.0%;
P = 0.003).
This study has limitations because it is retrospective study
and has referral bias because this study was conducted in a tertiary
center. In addition, since there was no data for H. pylori , one of the
important causes of FD, there was a possibility that the adjustment
for this confounding factor in multivariate analysis was not sufficient. Also, although a small study, contrary to this study, one study
reported that FD patients who underwent cholecystectomy were
not different from those of FD patient without the surgery history
in gastric motility, DGR, and symptom scores.9 Therefore, further
studies are needed on the severity of symptoms and response to
treatment in FD patients who underwent cholecystectomy.
For the treatment of dyspepsia with DGR, both sucralfate and
rabeprazole therapies are known to be effective treatment options
for the dyspeptic symptoms and histologic improvement compared
with placebo.10 Domperidone can also significantly decrease the
nocturnal duodenogastric bile reflux compared with placebo in
patients with nocturnal dyspeptic symptoms and increased duodenogastric bile reflux time (intragastric bilirubin absorbance >
0.14).11 Although the treatment options of patients with DGR are
not thought to be different from the general FD treatment, in this
study, a high rate of taking narcotics in patients who had undergone cholecystectomy was reported. Therefore, when treating FD
patients with DGR, it is necessary to consider the possibility of patients not responding well to general FD treatments such as proton

pump inhibitors, prokinetics, and mucoprotectives. In order for bile
reflux to be recognized as one of the important causes of FD, more
studies on pathophysiology and effective therapeutics are needed in
the future.
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