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Data in the Current Controlled Trials register 
(ISRCTN) refer to inclusion only and do not spec-
ify plans for monitoring and evaluation. Unfor-
tunately, there were no data available from Portu-
gal that would have justified the inclusion of those 
findings.
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Esomeprazole for Asthma

To the Editor: In their article on the use of 
esomeprazole in patients with poorly controlled 
asthma (April 9 issue),1 Mastronarde et al. conclude 
that treatment with proton-pump inhibitors does 
not improve asthma control in such patients. They 
also state that despite a high prevalence of asymp-
tomatic gastroesophageal reflux in these patients, 
the condition is not a likely cause of poorly con-
trolled asthma. In clinical practice, esophageal 
ref lux is usually confirmed by ambulatory pH 
monitoring with the use of an instrument that 
assesses reflux episodes in patients with acid re-
f lux but not in those with nonacid reflux.2,3 In 
addition, acid-reflux events that are identified by 
pH monitoring probably represent a subgroup of 
reflux events, and pH monitoring during treat-
ment has been considered to be a low-yield mea-
surement.4 The data reported by Mastronarde et al. 
show only that acid reflux is not a likely cause of 
poorly controlled asthma. In the subgroup analy-
ses, no significant interaction was found between 
gastroesophageal reflux and factors that are known 
to be associated with risk, including body-mass in-
dex, older age, sex, and former smoking status.5 
Thus, other possibilities should be explored to ex-
plain the high prevalence of asymptomatic gastro-
esophageal reflux in these patients.
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To the Editor: Mastronarde et al. conclude that 
asymptomatic gastroesophageal reflux may not be 
a frequent cause of poor asthma control. We dis-
agree, because although the use of proton-pump 
inhibitors diminishes the acidity of the refluxate, 
it does not reduce either the number or proximal 
extent of reflux events.1 Microaspiration and esoph-
ageal reflexes may still contribute to airway inflam-
mation in patients with asthma who are receiving 
a high-dose proton-pump inhibitor. Only trials that 
include a study group undergoing effective reflux 
control could possibly support the conclusion cit-
ed above. As the authors point out, asymptomatic 
reflux may be responsible for adverse health effects 
that are unrelated to asthma. Endoscopy with bi-
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opsy specimens obtained from the squamocolum-
nar junction or segments of columnar-lined esoph-
agus would be a more useful approach than pH 
monitoring for identifying asymptomatic patients 
who require treatment for gastroesophageal reflux 
disease (GERD) or surveillance.2
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To the Editor: Mastronarde et al. report that 
esomeprazole had no benefit in patients with poor-
ly controlled asthma and asymptomatic gastro-
esophageal reflux. An alternative explanation for 
the lack of efficacy is related to bacterial overgrowth 
in the stomach, promoted by acid suppression. 
A gastric pH of more than 4 favors the growth of 
predominantly gram-negative bacteria in the stom-
ach.1,2 Although proton-pump inhibitors reduce 
both the volume and acidity of gastric contents, 
they do not prevent pulmonary microaspiration. In 
large population studies, the use of acid-suppress-
ing drugs has been associated with the develop-
ment of community-acquired pneumonia.3,4 We 
suggest that recurrent microaspiration of bacteria-
enriched gastric contents might not have been 
sufficient to overwhelm pulmonary defense mech-
anisms but might have sustained lung inflamma-
tion in the group of patients with poorly controlled 
asthma evaluated by Mastronarde et al.
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The author replies: Both Hsu and Kao and 
Lenglinger and Riegler make the valid point that 
therapy with proton-pump inhibitors is effective 
only in reducing acid-reflux events. We agree that 
our study has not ruled out the possibility that 
nonacid reflux may contribute to asthma events. 
However, we know of no evidence that nonacid 
reflux can cause reflex bronchoconstriction in the 
same way as acid instillation into the esophagus 
or airways.

We do not address the question of whether 
body-mass index, age, smoking status, and sex 
differed in patients with reflux and in those with-
out reflux. We report only that there was no dif-
ference in treatment effect in these subgroups. We 
speculate that the high prevalence of reflux in pa-
tients with asthma is a consequence of the under-
lying disordered lung mechanics, since a similarly 
high prevalence of acid reflux is also found among 
patients with cystic fibrosis, those with chronic 
obstructive pulmonary disease, and those with 
interstitial fibrosis.1-3

Both the question of whether it is appropriate 
to screen asymptomatic patients who are at risk 
for GERD with endoscopy and biopsy and the 
question of whether asymptomatic patients with 
Barrett’s esophagus should be treated with proton-
pump inhibitors, as implied by Lenglinger and 
Riegler, are beyond the scope of our work and have 
been addressed by statements from other expert 
groups.4,5

Wise and colleagues present the interesting 
hypothesis that bacterial colonization of the gas-
tric contents and microaspiration in patients who 
are receiving proton-pump inhibitors might lead 
to worsening asthma. We did not find any con-
vincing evidence that the use of proton-pump in-
hibitors leads to an increase in the rate of pneu-
monia or worsening of asthma. However, it is 
possible that there was a balanced trade-off be-
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tween beneficial effects and harmful effects of 
acid suppression.
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Long-Acting Beta-Agonists in Asthma

To the Editor: In her Perspective article, Kramer 
(April 16 issue)1 succinctly summarizes the deci-
sions of the Food and Drug Administration (FDA) 
regarding the continued availability of single-agent 
long-acting beta-agonist (LABA) inhalers for use 
in patients with asthma. She further clarifies that 
these drugs would remain on the market for pa-
tients with chronic obstructive pulmonary disease 
(COPD), even if the asthma indication were re-
moved. 

As a practicing pulmonary physician, I have a 
different perspective to offer for debate. A not in-
significant number of patients that my colleagues 
and I see do not correctly differentiate between 
asthma and COPD, and therefore, it is quite pos-
sible that single-agent LABAs would end up being 
used in patients with asthma. Also, separate sin-
gle-agent LABAs and corticosteroid prescriptions 
can often be used separately in real life, either 
because of a misunderstanding or because the in-
haled corticosteroid runs out before the inhaled 
single-agent LABA does. Given the ready availabil-
ity of two combined LABA–corticosteroid agents, 
the absence of evidence that single-agent LABAs 
are superior to single-agent corticosteroid inhal-
ers in patients with asthma, and the well-defined 
risk of death from single-agent LABAs among 
patients with asthma, I submit that single-agent 
LABAs should be removed from the market as a 
public safety measure.
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To the Editor: We respectfully disagree with 
the implication in the editorial by Drazen and 
O’Byrne1 on the risks of LABAs in achieving 
asthma control that a large study on the safety of 
LABAs has not been performed because of finan-
cial considerations. GlaxoSmithKline has rigor-
ously explored the conduct of a study of mortality 
associated with LABAs in patients with asthma. 
However, such a study is not feasible. Because of 
the low rate of asthma-related deaths, a study 
designed to rule out a 20% increase in mortality 
(relative risk, 1.2) would require approximately 
700,000 subjects per group. If an appropriately 
powered mortality study had been feasible, we 
would have done it.

Recognizing that limitation, since the Salmeter
ol Multicenter Asthma Research Trial (SMART)2 
was completed, GlaxoSmithKline has sponsored 
important research on LABA safety, including a 
year-long study of asthma exacerbations in blacks,3 

the largest prospective study to date examining 
asthma genotype and response to salmeterol,4 and 
epidemiologic studies of more than 80,000 pa-
tients receiving salmeterol. None of these varied 
approaches showed an increased risk of asthma-
related death.5 At GlaxoSmithKline, patient safety 
is our highest priority. We continue to conduct 
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