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Article: Atypical symptoms in patients with gastroesophageal reflux disease
Yi CH, Liu TT, Chen CL
(J Neurogastroenterol Motil 2012;18:278-283)

Gastroesophageal reflux disease (GERD) is a chronic and 
frequently occurring disease. Its prevalence has been found to be 
much higher in the Western world, where 20% of the adult pop-
ulation has the typical symptoms such as heartburn or acid regur-
gitation once or more per week.1 In the Eastern world, its preva-
lence has gradually increased. The prevalence of symptom-based 
GERD was found to be 5.2%-8.5% from 2005 to 2010 in 
Eastern Asia. In Southeast and Western Asia, it was 6.3%-18.3% 
after 2005. The prevalence of endoscopic reflux esophagitis in 
Eastern Asia was 4.3%-15.7% after 2005. The prevalence of ex-
traesophageal syndromes in Asia was higher in GERD group 
than in controls.2 GERD causes troublesome symptoms includ-
ing typical and extraesophageal symptoms.3 Besides, it has im-
pacts on the quality of life in terms of one’s physical state, emo-
tional state, social function and productivity.4 The quality of life 
associated with GERD may be more related to psychological fac-
tors (anxiety and depression) than to symptom severity.5 A variety 
of pulmonary and ENT symptoms and disorders may actually be 

manifestations of GERD. Symptoms of extraesophageal reflux 
could include cough, asthma, chronic laryngitis, hoarseness and 
sinusitis. Chronic cough is associated with GERD in 21%-41% 
of the cases on the basis of epidemiological data.6 Hoarseness 
caused by GERD occurs in an estimated 10% of all cases seen by 
ENT physicians. Persistent sore throat and chronic laryngitis are 
associated with GERD in as many as 60% of the patients while 
globus related to GERD is in up to 50% of them.7 Additionally, 
laryngeal cancer may be associated with GERD.8 Recent studies 
suggested that gastroesophageal reflux could play a role in chron-
ic cough, but the role of reflux in chronic laryngitis and asthma 
was uncertain.9,10 Laryngopharyngeal reflux (LPR) may be dif-
ferent from classic GERD in that LPR patients have head and 
neck symptoms, but heartburn is uncommon and most do not 
have esophagitis.11

There is no gold standard for establishing the association be-
tween GERD and extraesophageal manifestation of GERD be-
cause many of the extraesophageal manifestations may have a va-
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riety of etiologies. Although patients with the typical reflux syn-
drome or endoscopically reflux esophagitis are easy to recognize, 
not all patients have reflux complaints, and considerably less than 
50% have reflux esophagitis.12 Many patients with suspected ex-
traesophageal manifestations of GERD have no typical signs; es-
pecially the diagnostic yield of endoscopy seems to be low. Con-
comitant typical GERD symptoms of heartburn and regur-
gitation were present in nearly half the subjects. Esophageal mu-
cosal injury was present in only 18% of subjects.13 Data is scarce 
regarding its prevalence and clinical characteristics in patients 
with extraesophageal symptoms in Asia. In this issue of Journal of 
Neurogastroenterology and Motility, Yi et al14 described that 
atypical symptoms appeared to be associated with the presence of 
typical reflux symptoms irrespective of endoscopic and histo-
logical reflux esophagitis. In this study, they investigated the as-
sociation between typical symptoms and atypical symptoms 
among GERD patients which was divided into 2 groups, erosive 
reflux disease (ERD) and non-erosive reflux disease (NERD). 
They showed that atypical symptoms including non-cardiac chest 
pain, dysphagia, globus, cough, hiccup and belching were com-
mon in patients with ERD as well as NERD. This result was 
similar to another study which demonstrated 74% of GERD pa-
tients had atypical symptoms and their distribution was approx-
imately equal in those with ERD and with NERD.15 A peculiar 
observation is that the authors did the endoscopy with biopsy in 
order to find out the association of histological esophagitis and 
clinical manifestations in GERD patients. The presence of basal 
cell hyperplasia and papillary elongation is considered as a hall-
mark of reflux esophagitis and histology is an accurate and reli-
able tool for detecting microscopic inflammatory and regenera-
tive lesions in patients with GERD.16,17 The results showed that 
histological esophagitis was found in half of the patients in prox-
imal and distal esophagus, and occurred equally in patients with 
ERD and NERD. Neither histological nor endoscopic esoph-
agitis was related to the presence of atypical symptoms. 

Treatment benefit for extraesophageal manifestations of 
GERD is not satisfactory, since these conditions are multifacto-
rial in etiology. Meta-analysis showed that proton pump inhi-
bitors for cough associated GERD probably have some effect in 
some adults, though the effect is not universal.18 The predictors 
of pharyngeal acid reflux such as typical reflux symptoms, hiatal 
hernia and overweight were suggested in Taiwanese patients with 
suspected reflux laryngitis.19 Vaezi et al20 concluded that the 
twice-daily esomeprazole 40 mg therapy was of no therapeutic 
benefit on signs and symptoms associated with LPR compared 

with placebo for 16 weeks. However, this study excluded the sub-
jects with typical symptoms in their study. Another study showed 
opposite results. In a double blind, placebo controlled trials of 
suspected reflux laryngitis with typical symptoms, twice-daily es-
omeprazole 20 mg therapy was effective for symptoms and signs 
associated with LPR compared to placebo.21 Atypical GERD 
symptoms improved significantly as typical symptoms after lapa-
roscopic antireflux surgery.22 The potential benefit of anti-reflux 
surgery should be weighed against its potential morbidity.

In summary, as the incidence of GERD is increasing, atyp-
ical symptoms are considered to be increasing as well. This study 
can be used as an important data for understanding the clinical 
characteristics of atypical symptoms in GERD patients. Much 
more studies are needed regarding this field in Asia.
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