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ABSTRACT: The distribution of responses in study populations provides a novel
method of comparing the benefit of two treatments. This 6-week, randomised, placebo-
controlled, double-blind study compared the effectiveness of oral montelukast with
inhaled beclomethasone in chronic asthma by assessing the distribution and overlap of
patient responses to therapy, as measured by a clinical outcome (asthma control days).
A total of 730 adult patients with asthma, age 15–65 yrs, with a forced expiratory

volume in one second (FEV1) at baseline of 50–85% of predicted and o15%
improvement in FEV1 after inhaled b-agonist were enrolled. After a 2–week placebo
run-in period, patients were randomly allocated to receive montelukast (10 mg once
daily), inhaled beclomethasone (200 mg twice daily) or placebo. The primary end-point
(per cent of asthma control days) was compared between treatments as the overlap in
the response distributions.
The overlap of the distribution of responses between the montelukast and

beclomethasone groups was 89% for per cent asthma control days and 96% for
change from baseline in FEV1. The mean (¡SD) per cent asthma control days in the
montelukast and beclomethasone groups was significantly higher than that in the
placebo group (placebo 40.0¡35.8, montelukast 50.7¡37.1, beclomethasone 57.9¡36.1).
The mean differences between montelukast and placebo, beclomethasone and placebo,
and montelukast and beclomethasone were significant. The mean per cent change
(¡SD) from baseline in FEV1 was 12.1¡18.7 and 13.9¡20.8 in the montelukast and
beclomethasone groups, respectively, and significantly greater than that in the placebo
group (6.4¡20.1); there was no significant difference between the montelukast and
beclomethasone groups in mean values or response distribution. There was also no
difference among treatment groups in the frequency of adverse experiences.
A comparison of the response distribution is an important approach to comparing

therapies; montelukast and beclomethasone provided similar response distributions for
the end-point of per cent asthma control days over a 6-week treatment period.
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Although the incidence of asthma has increased
substantially over the last two decades in children and
adults [1], major advances have also been made in
understanding the pathophysiology of this chronic
inflammatory disease. Cysteinyl leukotrienes, the pro-
ducts of inflammatory cells such as eosinophils and
mast cells, are inflammatory mediators that play an
important role in the pathophysiology of asthma
[2–5]. Antileukotriene agents, including montelukast,
zafirlukast, pranlukast and the 5-lipoxygenase inhibi-
tor zileuton, act by blocking the effects of the cysteinyl
leukotrienes. Montelukast is an orally active, potent
and specific cysteinyl leukotriene receptor antagonist
that has been shown to improve the signs and symp-
toms of asthma in several placebo-controlled trials of
patients with chronic asthma o2 yrs of age [6–9].

National and international consensus guidelines for
treating asthma recommend daily controller therapy
for patients with persistent asthma [10, 11]. Inhaled
corticosteroids are widely used as an initial controller
therapy and antileukotriene agents are currently
recommended as an alternative controller therapy.
However, there are limited data directly comparing
inhaled corticosteroids with antileukotrienes [8].

According to treatment guidelines, the aim of long-
term therapy for asthma is to minimise symptoms,
avoid asthma exacerbations and maintain normal
physical activity [10, 11]. However, therapeutic effi-
cacy in most clinical trials is assessed by changes in
surrogate end-points, such as spirometry and home
peak flow monitoring. Instead, measures of more
clinically relevant, patient-oriented outcomes, such as
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symptoms, need for rescue medication, and incidence
of asthma exacerbations, may better reflect asthma
control as defined by treatment guidelines [10, 11].
Additionally, most analysis of clinical trials rely on
comparisons of mean values. Such data, however, fre-
quently fail to reflect important clinical information
present in the variability around the mean response,
otherwise known as the distribution of response in the
population. The overlap in response distributions can
frequently provide a more complete determination of
clinical comparability because the range of response to
therapy of individuals in the study population is taken
into account [12].

The purpose of this study was to compare the
effectiveness of montelukast and inhaled beclometha-
sone in the treatment of adult patients with asthma by
evaluating the response distributions for both con-
ventional measurements such as airway function, as
well as an outcome measure (the asthma control day)
that incorporates symptoms, rescue medication use,
and incidence of asthma attacks. The primary hypo-
thesis of the study was that the overlap of patient
response in the percentage of asthma control days
between montelukast and beclomethasone would be
o80%. This value was chosen because it represents the
commonly used level of assessing bioequivalence [13].

Patients and methods

Patients

Male and female patients aged o15 yrs with o1-yr
history of asthma symptoms were enrolled in the
study. Patients were eligible for enrollment if they had
a forced expiratory volume in one second (FEV1) at
baseline of 50–85% of the predicted value, with o15%
improvement in FEV1 after inhaled b-agonist and
average daily use of more than two puffs of b-agonist
during the run-in period. Eligible patients had a
smoking history of f7 pack-yrs and were nonsmokers
for o1 yr. A total of 730 patients were randomised
into the study.

During the study, patients continued to take a
short-acting inhaled b-agonist as necessary to control
asthma symptoms. Use of oral, intravenous and intra-
muscular corticosteroids was not permitted within
1 month of the start of the placebo run-in period. In
addition, patients were excluded from the study if they
had received inhaled corticosteroids within 2 weeks,
astemizole within 3 months or xanthine derivatives,
oral or long-acting inhaled b-agonists, cromolyn
sodium or nedocromil, inhaled anticholinergic agents,
oral leukotriene receptor antagonists or leukotriene
synthesis inhibitors within 1 week before the start of
the placebo run-in period. Patients could receive
immunotherapy if it had started w6 months before
the start of the placebo run-in period and if the dosage
was expected to remain the same during the study.
Females of childbearing potential were required to
have a negative pregnancy test (serum b-human cho-
rionic gonadotropin) prior to the start of the placebo
run-in period. The study protocol was approved by
local ethics review committees and all enrolled patients

gave written informed consent to participate in the
study.

Study design

This multicentre, double-blind, randomised, placebo-
and active-controlled, parallel-group study was con-
ducted at 16 centres in eight countries (Canada, Brazil,
Chile, Peru, Venezuela, Mexico, Costa Rica and
Guatemala). There was a 2-week, single-blind, pla-
cebo (baseline) run-in period followed by a 6-week,
double-blind active treatment period. Eligible patients
were randomly assigned (in a 3:3:1 ratio of montelu-
kast:beclomethasone:placebo), according to a computer-
generated allocation schedule, to receive oral
montelukast (10 mg once daily), inhaled beclometha-
sone (200 mg (four puffs) twice daily) or placebo for 6
weeks. Study medications were administered using a
double-dummy regimen: montelukast or matching
placebo was taken once daily at bedtime (irrespective
of food) and beclomethasone or matching placebo
inhaler was administered twice daily (spacer devices
were permitted, but not required). Patients were
evaluated every 2 weeks.

Spirometry was conducted between 06:00 and
10:00 h at each clinic visit using a standard spirometer
(Model PB 100; Puritan-Bennett, Lenexa, KS, USA)
in accordance with the reproducibility and accept-
ability criteria of the American Thoracic Society [14]
and a standard quality control system [15]. The largest
FEV1 and forced vital capacity from the three best
acceptable manoeuvres were recorded.

A daily asthma diary card was completed by each
patient. This diary card contained a daytime section
that captured the total puffs of salbutamol taken
since arising and a night-time section that captured
nocturnal awakenings because of asthma and total
puffs of salbutamol taken since bedtime. Daytime
asthma symptoms were not recorded. The nocturnal
awakening question has been shown to have accept-
able measurement [16].

At the final study visit or at discontinuation, pati-
ents and physicians independently evaluated the change
in the patients9 asthma condition by selecting the
most appropriate response from a seven-point global
evaluation scale, ranging from very much better
(score 0) to unchanged (score 3) to very much worse
(score 6). When completing the physician global eva-
luation, the investigator was blinded to all study data
except for the following items from the final visit:
patients9 oral history, vital signs, physical examination
and spirometry results.

Statistical analysis

The primary end-point was the percentage of
asthma control days during the study, analysed as
the percentage overlap in the response distribution.
Consistent with previous use of this end-point [17], an
asthma control day was defined as a day when the
patient used less than or equal to two puffs of
inhaled salbutamol, had no nocturnal awakenings
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and experienced no asthma attack. An asthma attack
occurred when a patient required unscheduled asthma-
related medical care or initiated use of oral cortico-
steroid rescue medication. Additional end-points
included FEV1 (calculated as the change in absolute
FEV1 from baseline), average daily inhaled short-
acting b-agonist use, patient and physician global eva-
luations and incidence of asthma attacks.

An intention-to-treat approach was followed in the
analysis of efficacy data. All patients with a baseline
and at least one postrandomisation measurement were
included in the analysis according to the group to
which they were randomised. All randomised patients
were included in the analysis of safety. The analysis of
per cent overlap for the end-points of asthma control
days and FEV1 was based on a standard non-
parametric statistical method (Mann-Whitney U statis-
tical version of the Wilcoxon rank test) that permits
comparison of each individual in the beclomethasone
group to each individual in the montelukast group;
it was thus a patient-based rather than a population-
based measure [18–21]. The standardised Mann-
Whitney U statistic and its corresponding variance
were used to calculate a 95% confidence interval (CI)
for the true probability that a randomly chosen patient
in the beclomethasone group experienced a greater per-
centage of asthma control days than a randomly
chosen patient in the montelukast group. Equivalence
between the treatment groups would result in a value
of 0.5 (i.e. a 50% probability). To facilitate the inter-
pretation of results in terms of overlap in the distri-
bution of percentage of asthma control days and thus
the treatment difference, estimates and 95% CI limits
were transformed to a percentage overlap scale (ran-
ging from 0–100%), with 100% corresponding to a
U statistic of 0.5). In addition, analysis of variance
(ANOVA) was performed to corroborate the results.

For the end-points of FEV1 and average daily
b-agonist use, change (or per cent change) from pre-
randomisation baseline was analysed. An ANOVA
was used to compare the treatment means for all end-
points except the percentage of patients with asthma
attacks, which was compared by logistical regression.

Compliance to study medication was assessed from
patient-reported daily diary cards and represents the
average of tablet (montelukast or placebo) and inhaler
(beclomethasone or placebo) compliance.

Power

The sample size of this study, with 267 patients per
active treatment group, was chosen so that the study
had 95% probability to demonstrate an overlap of
o80%, with a lower limit of the 95% CI (in the dis-
tribution of patient responses for asthma control day)
w70%.

Results

Patients

A total of 730 randomly allocated patients (479
females and 251 males) were randomised into the
study (table 1).

Of these patients, 679 (93%) completed the study.
Altogether, 51 patients discontinued the study prema-
turely (9.7, 7.0 and 6.1% in the placebo, montelukast
and beclomethasone groups, respectively), six because
of a clinical adverse experience (three each in the
placebo and beclomethasone groups), three because of
a laboratory adverse experience (one in the montelu-
kast and two in the beclomethasone groups) and 42
because of other reasons, such as protocol deviation,
lost to follow-up, or withdrawal of consent (7, 21 and
14 patients in the placebo, montelukast and beclo-
methasone groups, respectively). The per cent patient
compliance (mean¡SD) for placebo, montelukast and
beclomethasone was 98.0¡3.4, 98.4¡3.8 and 98.1¡3.5,
respectively.

Efficacy results

The overlap in per cent asthma control days
between the montelukast and beclomethasone treat-
ment groups was 89% (95% CI: 80.1–98.3); fig. 1).

Mean per cent of asthma control days are shown in
table 2. The mean per cent of asthma control days in
both the montelukast (50.7) and beclomethasone (57.9)
groups was significantly higher (pv0.05) than that in

Table 1. – Patient characteristics at baseline

Characteristic Placebo Montelukast Beclomethasone

Subjects n 103 313 314
Age yrs 35.5¡14.6 35.9¡14.9 35.5¡15.0
Duration of

asthma yrs
18.7¡13.1 19.0¡12.2 18.2¡12.4

FEV1 L 2.15¡0.64 2.20¡0.66 2.25¡0.65
FEV1 % pred 68¡12 69¡12 68¡11
Daily b-agonist

use puffs?day-1
5.5¡3.9 5.2¡3.7 5.1¡3.3

Data are presented as mean¡SD; FEV1: forced expiratory
volume in one second.
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Fig. 1. – Overlap of distribution of % of asthma control days
among patients receiving montelukast (h) 10 mg orally once daily
at bedtime or inhaled beclomethasone (p) 200 mg twice daily.
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the placebo group (placebo 40.0, montelukast-placebo
difference 10.7, beclomethasone-placebo difference 17.9).
The mean difference in per cent asthma control
days favoured beclomethasone over montelukast (dif-
ference 7.2, pv0.05).

Mean baseline values of FEV1 were comparable
among the three treatment groups (table 1). The over-
lap in patient response for change from baseline in
FEV1 (L) between montelukast and beclomethasone
was 96% (95% CI: 86.6–100.0) (fig. 2).

There was no significant difference between the active
treatment groups in per cent change from baseline in
FEV1 (table 2). Both treatments produced significantly
(pv0.05) greater improvement in FEV1 when com-
pared to placebo: the mean difference in change from
baseline between placebo and montelukast was 0.11 L
and between placebo and beclomethasone was 0.16 L.

The per cent asthma control days (mean¡SD) for
patients with a baseline % pred FEV1 of f60% were
30.3¡33.6, 39.9¡37.2 and 45.3¡35.1 for the placebo,
montelukast and beclomethasone groups, respectively.
The pairwise differences in means in per cent asthma
control days between treatment groups (and the cor-
responding 95% CIs) were: montelukast placebo 9.6%
(-6.5–25.7); beclomethasone placebo 14.9% (-1.0–30.8)
and montelukast beclomethasone -5.3% (-17.3–6.7).
The per cent asthma control days for patients with a
baseline % pred FEV1 of 60–80% were 45.0¡34.3,
51.8¡37.0 and 60.1¡36.3. The pairwise differences
in means in per cent asthma control days between
treatment groups (and the corresponding 95% CIs)
were: montelukast placebo 6.8% (-4.02–17.6); beclo-
methasone placebo 15.1% (4.2–25.9) and montelukast
beclomethasone -8.3% (-15.6–-1.0). The per cent
asthma control days for patients with a baseline %
pred FEV1 of o80% were 39.1¡41.8, 60.2¡35.0 and
67.5¡32.5. The pairwise differences in means in per
cent asthma control days between treatment groups
(and the corresponding 95% CIs) were: montelukast
placebo 21.0% (2.2–39.9); beclomethasone placebo

28.4% (9.5–47.3) and montelukast beclomethasone
-7.4% (-21.1–6.3).

Mean daily b-agonist use was comparable at
baseline among the three treatment groups (table 1).
During the study, the reduction in mean daily
b-agonist use as per cent change from baseline
was significantly greater for beclomethasone-treated
patients than for montelukast-treated patients (mean
difference 10.0%, pv0.05). Reductions in mean daily
b-agonist use were significantly greater in both the
montelukast and beclomethasone groups than in the
placebo group (table 2). The overlap in the per cent of
days between montelukast and beclomethasone in
salbutamol use (f2 puffs per day) was 88.4%
(95% CI: 79.3–97.5).

Improvements in both the montelukast and beclo-
methasone groups were significantly greater (pv0.05)
than in the placebo group in patient and physician
global assessments (table 2). Although the beclo-
methasone group showed a larger improvement in
mean scores for the patient global evaluation than the
montelukast group, there was no significant difference
in mean scores for the physician global evaluation
between the two groups.

There were 15 out of 101 (15%), 17 out of 308 (6%)
and 12 out of 308 (4%) patients in the placebo, mon-
telukast and beclomethasone groups, respectively,
who experienced at least one asthma attack (table 2).
There was no significant difference between the mon-
telukast and beclomethasone groups in the per cent of
patients suffering an asthma attack. The per cent of
patients experiencing an attack in the montelukast
and beclomethasone groups was significantly lower
(pv0.05) than that in the placebo group.

Safety results

Adverse experiences were observed more frequently
in patients on placebo (54%) than those taking either

Table 2. – Results for efficacy end-points

End-point Placebo Montelukast Beclomethasone

Asthma control
days %

40.0¡35.8 50.7¡37.1# 57.9¡36.1*,}

FEV1 % change
from baseline

6.4¡20.1 12.1¡18.7# 13.9¡20.8}

Daily b-agonist
use % change
from baseline

-15.7¡50.0 -35.7¡42.6# -45.7¡41.6*,}

Patient global
evaluation

1.5¡1.53 1.1¡1.19# 0.9¡1.00*,}

Physician global
evaluation

1.9¡1.47 1.3¡1.20# 1.2¡1.08}

Asthma attack %
patientsz

14.9¡35.1 5.5¡22.8# 3.9¡19.3}

Data are presented as mean¡SD. FEV1: forced expiratory volume
in one second. *: pv0.05 for montelukast-beclomethasone
comparison; #: pv0.05 for placebo-montelukast comparison;
}: pv0.05 for placebo-beclomethasone comparison; z: n values
for placebo, montelukast and beclomethasone were 101, 308
and 308, respectively.
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Fig. 2. – Overlap of distribution of change from baseline in forced
expiratory volume in one second (FEV1) L among patients
receiving montelukast (h) 10 mg orally once daily at bedtime or
inhaled beclomethasone (p) 200 mg twice daily.
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montelukast (39%) or beclomethasone (42%). The most
frequently reported adverse experiences were head-
ache (17, 10 and 11% in the placebo, montelukast and
beclomethasone groups, respectively), upper respira-
tory infection (7, 7 and 10%, respectively), and asthma
exacerbations (18, 7 and 4%, respectively). A higher
percentage of patients discontinued because of adverse
experiences in the placebo group (2.9%) compared
with the montelukast (0%) and beclomethasone groups
(1%). Laboratory adverse experiences were rare and
similar in frequency among treatment groups. Alanine
aminotransferase elevations were the most frequent
adverse experience, which occurred in none of the
patients in the placebo group and one (0.3%) and four
(1.3%) of the patients in the montelukast and beclo-
methasone groups, respectively. The only discontinua-
tions due to laboratory adverse experiences were
positive serum pregnancy tests (three patients).

Discussion

The intent of this study was to investigate asthma
control achieved by two different therapies on a
clinically relevant end-point, the asthma control day,
and to compare the response distribution between
groups. The definition of an asthma control day in this
study combined four parameters that are commonly
measured in studies of asthma therapy, namely, daily
use of b-agonist, night-time awakenings, use of
oral corticosteroid rescue and need for unscheduled
asthma-related medical care. This definition is similar
to that of the episode-free day proposed by SCULPHER

and BUXTON [17] as a composite effectiveness measure
for use in a cost-effectiveness analysis. An episode-free
day was defined as one during which there is an
absence of asthma attack, need for rescue medication,
sleep disturbance caused by asthma or adverse event.
This end-point represents the desired goal of con-
sensus guidelines for treating asthma [10, 11]: a day
when asthma symptoms are minimal and there is
limited or no need for the use of rescue medication.

For the asthma control day end-point, the pre-
specified primary analysis in this study was the per
cent overlap in the distribution of patient responses
between the montelukast and beclomethasone treat-
ment groups. This approach was specifically chosen
to obtain new and relevant clinical information not
available from comparisons of mean or median res-
ponses. The overlap analysis allows for a more com-
plete determination of clinical comparability because
the response range to therapy of the entire popula-
tion is taken into account. Thus, a comparison of the
relative effects requires the entire range of patient
response, and therefore the use of individual patient
responses, to be included in the analysis [12].

It was found that treatment for 6 weeks with either
oral montelukast or inhaled beclomethasone pro-
duced a distribution of patient response to treatment
that was similar in the montelukast and beclometha-
sone groups for both the percentage of asthma control
days and FEV1. The mean per cent of asthma control
days was significantly higher among patients treated
with beclomethasone (57.9%) than with those treated

with montelukast (50.7%); however, values for FEV1

(mean per cent change from baseline) were similar
between the montelukast and beclomethasone groups
(12.1 and 13.9%, respectively). Both therapies showed
significantly greater improvement than placebo in
multiple parameters of asthma control.

Comparisons of the response distribution have been
previously applied in other areas of clinical research,
such as pharmacokinetics and vaccine efficacy, as well
as in other areas of investigation. GASTWIRTH [20]
noted that examination of distribution data leads to
conclusions different from those derived from median
values; for example, in evaluating the earnings dif-
ferential between males and females, an improvement
(decrease) in sex-based income discrepancy was
identified when evaluating median data but showed
that the discrepancy was in fact increasing on the basis
of the overlap of distribution. It was concluded that
the median data tended to overestimate the effect.
Similarly, in the present study, there was a clinically
important degree of overlap (w85%) in the response of
patients treated with either active therapy despite a
difference in mean percentage of asthma control days
that favoured inhaled beclomethasone.

The distribution plot also provides valuable infor-
mation about the variability and the range of indi-
vidual patient responses. In this study, both active
therapies produced a similar range of responses for
FEV1 as well as for percentage of asthma control
days, a finding that suggests these drugs are similar in
effect in this regard.

Both montelukast and beclomethasone were gen-
erally well tolerated and the incidence and types
of adverse experiences were similar in the two
groups. The overall incidence of clinical and labora-
tory adverse events in these two groups was lower
than that in the placebo group. Asthma exacerbations
occurred more frequently in the placebo group (18, 7
and 4% of patients affected in the placebo, montelu-
kast and beclomethasone groups, respectively).

Study medications were administered at a constant
dosage throughout the treatment period and were
allowed to be administered either with or without a
spacer device according to the wishes of the patient
and physician. This was done to simulate real world
conditions and to provide a comparison of treatments
as they are used in practice [22]. A dose of beclo-
methasone (200 mg twice daily) that is within the
recommended starting-dose range (200–500 mg) of the
Global Initiative for Asthma guidelines was chosen
[11]. In addition, CHANEZ et al. [23] showed that both
high (800 mg) and standard (200 mg) initial doses of
budesonide were equally effective in controlling
symptoms and improving lung function in mild-
to-moderate asthma. The dose of montelukast is the
labelled dose for adults (10 mg once daily), as estab-
lished in dose-ranging studies [24, 25, 26]. In patients
approximating GINA guidelines for mild patients,
montelukast has demonstrated treatment benefit [27].

In conclusion, the distribution and overlap of
patient responses (as assessed by asthma control
days and change from baseline in forced expiratory
volume in one second) indicate that during 6 weeks of
therapy there is a generally similar distribution of
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response seen with montelukast and inhaled beclo-
methasone as administered in the trial and that the
approach utilising overlap distributions to compare
treatments is clinically useful and deserves wider
application in the context of clinical trials.
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