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Reducing Asthma Treatment

To the Editor: The study by the American Lung 
Association Asthma Clinical Research Centers 
(May 17 issue)1 showed that for patients with mild 
persistent asthma who were receiving twice-daily 
fluticasone, switching to treatment with once-daily 
fluticasone plus salmeterol was as effective as con-
tinuing treatment with twice-daily f luticasone. 
Asthma control often worsens over time because 
compliance with a twice-daily medication regimen 
decreases, which is an impetus for once-daily treat-
ment. Since all participants used inhalers twice 
daily in this study, the findings do not allow one 
to determine whether once-daily treatment im-
proves compliance and leads to better control. To 
determine whether once-daily treatment with flu-
ticasone and salmeterol leads to better compliance 
and improved asthma control, we also need to un-
dertake randomized studies that are unblinded and 
in which participants are monitored less closely, 
even if this approach is not as objective as that of 
a double-blind, placebo-controlled trial.

Peter N. Black, M.B., Ch.B.
University of Auckland 
Auckland 1023, New Zealand 
pn.black@auckland.ac.nz

Dr. Black reports receiving payment from GlaxoSmithKline 
for undertaking contract research. No other potential conflict of 
interest relevant to this letter was reported.
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To the Editor: In the study by the American 
Lung Association Asthma Clinical Research Cen-
ters, the patients had asthma that was well con-
trolled with twice-daily inhaled fluticasone. Dur-
ing the run-in period, patients were treated with 
fluticasone twice daily; at the onset of randomized 
treatment, the dose of inhaled corticosteroids was 
sharply decreased in two of the three groups. This 
approach did not take into account the clinical de-
terioration that can occur after cessation or reduc-
tion of inhaled corticosteroids in patients with 
asthma, as reported in previous investigations,1,2 
which could have led to the remarkably higher cu-
mulative percentage of patients with treatment fail-
ure during the first 4 weeks in the montelukast 
group. In future studies, there should be a dose-
tapering interval between the run-in period and 
the double-blind treatment period.
Rui Chen, M.D.
Union Hospital  
Wuhan 430061, China 
unioncr@gmail.com
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To the Editor: The study by the American Lung 
Association Asthma Clinical Research Centers did 
not include an important treatment group. Al-
though the fluticasone dose was reduced in the 
group for which treatment with salmeterol was 
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added, the addition of salmeterol cannot be con-
sidered part of a step-down approach. Special at-
tention should be paid to the package warning 
— mandated by the Food and Drug Administra-
tion on the basis of study findings1,2 — that long-
acting β2-agonists should be used only in patients 
whose asthma is inadequately controlled with low-
dose or medium-dose inhaled corticosteroids.3 To 
evaluate a true step-down approach, the study 
should have included a treatment group that re-
ceived a low dose of a once-daily inhaled cortico-
steroid.
Myron J. Zitt, M.D.
Queens–Long Island Medical Group 
North Babylon, NY 11703 
myron.zitt@gmail.com
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The Authors Reply: Black correctly points out 
that our trial, like most randomized, double-dum-
my trials, examined the efficacy of three approach-
es to the treatment of mild, persistent asthma. We 
decided that blinding was more important for 
making a fair comparison of these treatments than 
was incorporating into the design the “added val-
ue” that once-daily treatment might confer in the 
fluticasone–salmeterol group. Our study popula-
tion was diverse, however, with an age range from 
6 to 76 years and nonwhite patients accounting 
for more than 30% of the participants, which en-
hances the generalizability of our results.

Chen suggests that our protocol should have 
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included an intermediate step-down in the twice-
daily dose of fluticasone (100 μg) before the ini-
tiation of either once-daily treatment with flutica
sone–salmeterol or montelukast, citing Haahtela 
et al.1 and Hawkins et al.2 Both of those studies 
involved patients with asthma of greater severity 
(defined on the basis of the forced expiratory vol-
ume in 1 second), and much higher doses of 
inhaled corticosteroids (1200 μg of budesonide 
per day and a mean of 1430 μg of beclometha
sone per day, respectively) before the therapy was 
stepped down. Those stepped-down doses were 
more similar to the dose of inhaled corticosteroids 
at which our patients documented good asthma 
control than to our stepped-down doses. There-
fore, we suggest that a step-down had already oc-
curred in our trial. A step-down approach like the 
one suggested by Chen is probably not necessary 
in a closely monitored study.

Zitt and Rachelefsky raise two important issues: 
whether changing therapy from twice-daily in-
haled corticosteroids to once-daily inhaled corti-
costeroids at one half the dose, with the addition 
of a long-acting beta-agonist, is really a “step 
down,” and whether our approach is a departure 
from current guidelines that recommend use of 
long-acting beta-agonists only in patients whose 
asthma is not adequately controlled by an inhaled 
corticosteroid alone. Whether a change from 
twice-daily fluticasone to once-daily fluticasone–
salmeterol represents a step across rather than a 
step down is a semantic issue we do not wish to 
debate; the once-daily therapy is certainly simpler 
and involves half the dose of inhaled corticoste-
roids used in the twice-daily regimen. Our goal 
was to evaluate alternatives to twice-daily flutica-
sone. Once-daily montelukast was an obvious 
choice, and combination treatment with flutica-
sone and salmeterol once daily was a reasonable 
choice, given the results of the Salmeterol Multi-
center Asthma Research Trial (SMART).3

We agree that our approach of using once-daily 
fluticasone–salmeterol is at odds with current rec-
ommendations. It is based on the firm scientific 
rationale that in persons with mild asthma, the 
bronchodilation produced by once-daily flutica-
sone–salmeterol lasts for at least 24 hours4 and 
involves an intervention that minimizes the need 
for the regular use of long-acting beta-agonists 
and should result in increased adherence. Further-
more, mounting evidence suggests that a reduced 
dose of inhaled corticosteroids may maintain con-
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trol in patients with mild asthma.5 A goal of clini-
cal investigation should be to provide new infor-
mation and a firm scientific rationale from which 
to devise the next set of guidelines.
Stephen P. Peters, M.D., Ph.D.
Wake Forest University 
Winston-Salem, NC 27157
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Beclomethasone and Albuterol in Mild Asthma

To the Editor: In the study of rescue use of bec-
lomethasone and albuterol in a single inhaler for 
mild asthma reported by Papi et al. (May 17 issue),1 
the morning peak expiratory flow rate (based on 
peak-flow diaries) was the primary end point, al-
though there is enough reason to doubt its clini-
cal relevance, its validity, and its physiological 
meaning in a disease that predominantly affects 
smaller airways. The peak expiratory flow rate re-
flects mainly central-airway mechanics2 and is in-
sensitive for the monitoring of peripheral-airway 
patency. Only because no Bonferroni correction 
was used, the morning peak expiratory flow rate 
— but not the evening peak expiratory flow rate 
or variability in peak expiratory flow rate — was 
marginally significantly different (P = 0.04) between 
the as-needed combination group and the as-need-
ed albuterol group, whereas the secondary end 
points of forced expiratory volume in 1 second and 
forced vital capacity (percent of the predicted val-
ue) proved to be much more sensitive in detecting 
a treatment effect. A similar situation was report-
ed previously,3 and the study by Papi et al. once 
again illustrates that measures of peak expiratory 
flow rate are insensitive and therefore, in my opin-
ion, do not reflect the disease adequately.

Peter J.F.M. Merkus, M.D., Ph.D.
Sophia Children’s Hospital 
3000CB Rotterdam, the Netherlands 
p.j.f.m.merkus@erasmusmc.nl
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To the Editor: The conclusions by Papi and col-
leagues with respect to the effectiveness and med-
ication-sparing capacity of inhaled beclometha-
sone–albuterol as intermittent therapy for mild 
persistent asthma are based on their study of 
adults. The application of this method to children 
requires proof of principle. Lung growth, which 
affects treatment outcomes over time in children, 
could obviously not be accounted for in their study.
Luigi Terracciano, M.D. 
Alessandro Fiocchi, M.D. 
Gabriel R. Bouygue, M.Sc.
University of Milan Medical School 
20129 Milan, Italy 
allerg@tin.it

The Authors Reply: Merkus is concerned that the 
use of the morning peak expiratory flow rate, based 
on peak-flow diaries, may be misleading because 
it is insensitive and may not reflect small-airway 
abnormalities. Measurement of the peak expiratory 
f low rate is still recommended in international 
guidelines1 for monitoring asthma. It is incorrect 
to state that the peak expiratory flow rate did not 
differ significantly between the groups in our 
study, since the morning peak expiratory flow rate 
was indeed sensitive enough to detect significant 
differences, in direct comparisons of the experi-
mental treatment (as-needed use of combination 
albuterol–beclomethasone and regular use of bec-
lomethasone) and the control treatment (as-needed 
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