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Summary

Gastroesophageal reflux disease (GERD) may cause lar-
yngopharyngeal reflux, which results in mucosal exposure of the
pharynx, larynx, or pulmonary system to the different compo-
nents of the gastric refluxate, and so provokes symptoms includ-
ing throat discomfort, hoarseness, globus pharyngeus and chron-
ic cough. Chronic cough, defined as a cough lasting more than 8
weeks, is a common problem in primary care. The most common
etiology of chronic cough in adults is upper airway cough syn-
drome secondary to postnasal drip, asthma, or GERD.'

Kahrilas etal’ has recently reported a systemic review regard-
ing response of chronic cough to acid suppressive therapy in pa-
tients with GERD.” A systemic search of Pubmed and Embase
was conducted, which included placebo-controlled clinical trials
reporting data on the effect of acid suppressive therapy on chron-
ic cough in patients with GERD or laryngopharyngeal reflux by
objective measures and/or reflux symptoms. Finally, they re-
viewed nine randomized controlled trials that treated patients
with acid suppression. Among them, 8 trials used proton pump
inhibitors (PPIs; daily or bid for 8-16 weeks),while 1 trial used
ranitidine. Therapeutic gain was greater in patients with patho-

logic esophageal acid exposure (mean 21.5%; range, 12.5-35.8%)
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than in those without pathologic esophageal acid exposure
(range, 0.0-8.6%). Patients with heartburn were excluded from
the 2 studies which included patients without acid exposure. The
mean placebo response rate was 13.8%. Although study design
and subjective outcomes were variable in each study, the authors
concluded that a therapeutic benefit for acid suppressive therapy
in patients with chronic cough cannot be dismissed. It would be
much more effective in selective patients who are favorable to

therapy based on symptoms or reflux testing.

Comment

There is paucity of evidence that acid suppressive therapy
would improve reflux-associated cough. There are several diffi-
culties, which are small patient’s number, variety of study design
and cough outcome measures, in interpreting whether it would be
appropriate. In addition, there is no gold standard for establish-
ing the association between GERD and atypical symptoms of
GERD because many of them may have a variety of etiologies. In
patients with chronic cough who have prominent upper gastro-
intestinal symptoms consistent with GERD, an empiric trial of
medical acid suppressive therapy is recommended according to
ACCP guideline.” In Cochrane database review, they analyzed
nine adult studies comparing PPI (2 to 3 months) to placebo for
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various outcomes in the meta-analysis. However, there was in-
sufficient evidence to conclude definitely that GERD treatment
with PPI is universally beneficial for cough associated with
GERD." Recent 2 studies which were conducted in dou-
ble-blind, placebo-controlled manner supported that PPI did not
improve cough symptoms. Esomeprazole of 40 mg twice daily for
12 weeks was not effective for patients with chronic cough.
However, they did not include patients who had heartburn symp-
toms greater than 2 times per month.” Another study showed that
esomeprazole 20 mg twice daily for 8 weeks did not lead to a sig-
nificant clinical effect.’

Kahrilas et al’ tried to compare the response of chronic cough
to acid suppressive therapy between 2 groups based on with and
without objective measures of GERD.” Acid suppressive therapy
was much more effective in patients with pathologic esophageal
acid exposure than in those without acid exposure. They, how-
ever, pointed out that a therapeutic benefit of acid suppression,
even in patients with pathologic esophageal acid exposure,
seemed not to be satisfactory. First, hypersensitivity of the cough
reflux would explain the poorer response than expected. Smith et
al” suggested reflux could temporally associate with cough irre-
spective of possible underlying cause. That is, in addition to re-
flux potentially inducing cough, cough could also provoke reflux
by increasing transient lower esophageal sphincter relaxations.
Increased cough reflex sensitivity may be facilitating reflux-in-
duced cough and cough-induced reflux. Hence, it may be possi-
ble to have a self-perpetuating cycle in some patients with chronic
cough. These results may partly explain why many patients with
chronic cough are comparatively refractory to PPI therapy com-
pared to patients with typical reflux symptoms, such as heartburn
and regurgitation. Second, acid reflux induced by coughing may
cause many patients with chronic cough to have pathologic
esophageal acid exposure. Third, there is potential for weekly
acidic reflux resulting from acid suppressive therapy to provoke
perpetuating cough.

To diminish the failure of acid suppressive therapy, the strict
patient selection should be taken into account. Recent study
pointed out the importance of history taking in the assessment of
patients since the symptoms were indicative of the underlying
cause of cough.” In other words, acid taste and heartburn symp-
tom were positive markers predicting good response. However,
43% of patients with chronic cough did not have GERD
symptoms.’ Therefore, dyspeptic symptoms are frequently absent
in spite of reflux related cough. The presence of having patho-

logic acid exposure by reflux symptoms and/or objective meas-

Acid Suppressive Therapy for Chronic Cough

ures may be a valuable sign to predict the response to acid sup-
pressive therapy in patients with chronic cough. Lack of response
to empirical therapy should not be followed by increasing treat-
ment duration and dosage in real clinical field. Instead, other
causes such as allergy, sinus and pulmonary disease should be
searched."’ Kahrilas et al’ also suggested some guideline for fu-
ture clinical trials. Crossover design should be avoided. Cough
outcome measure and objective evidence of reflux should be
verified. Acoustic cough-monitoring device would be an ideal di-
agnostic test which may more precisely predict the responsiveness
to acid suppressive therapy in patients with chronic cough. With
regard to trial duration, 8 weeks would be optimal, however, it
was contended a longer acid suppression for at least 4 months
should be warranted in patients with chronic cough." Based on
Asia-Pacific consensus on the management of GERD, patients
with chronic cough and typical GERD symptoms should be of-
fered twice daily PPI therapy after exclusion of non-GERD
etiologies.

Although this study describes that the effectiveness of acid
suppressive therapy could be limited in patients with chronic
cough even in whom with pathologic esophageal acid exposure,
other causes should be considered when the response outcome is

disappointing after 2 to 4 months of PPI therapy.
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