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Background: For years, daily
anti-inflammatory therapy has
been recommended for all cases
of mild persistent asthma, yet
asthma patients commonly fail
to adhere to this daily regimen.
Whether intermittent use can
produce acceptable outcomes in
this population is unknown.

Design: This multicentre, ran-
domized, double-blind trial en-
rolled 225 adults with mild per-
sistent asthma (defined as a
forced expiratory volume in the
first second [FEV1] at least 70%
of the predicted value, plus 1 or
more of: as-needed β-agonist use
more than twice a week but not
daily; nocturnal awakening with
asthma more than twice a month
but not weekly; and variability in
diurnal peak expiratory flow
[PEF] of 20%–30%). Patients
received either budesonide, 200
µg inhaled twice daily; zafir-
lukast (a leukotriene inhibitor),
20 mg orally twice daily; or
placebo. All of the patients were
told to use a short-acting β-ago-
nist as needed and received a
written symptom-based action
plan providing explicit instruc-
tions to start open-label inhaled
budesonide therapy for 10 days
or oral prednisone therapy for 5
days if their asthma symptoms
worsened beyond specified clini-
cal thresholds. Patients were fol-
lowed for 1 year. The primary
outcome was change in morning
PEF. Secondary outcomes in-
cluded change in FEV1, fre-
quency of asthma exacerbations,
degree of asthma control, num-
ber of symptom-free days and
asthma-related quality of life.

Results: The morning PEF im-
proved by similar amounts in the
3 study groups (budesonide 8.3%,
zafirlukast, 7.9% and placebo
7.1%, p = 0.90). Compared with

daily zafirlukast therapy or inter-
mittent therapy (placebo group),
daily budesonide therapy resulted
in 26 additional symptom-free
days per year (95% confidence in-
terval 1.8–48.5, p = 0.03) and was
associated with better asthma
control, less airway reactivity and
greater decreases in inflammatory
markers. No significant differ-
ences were observed between the
groups in FEV1 after broncho-
dilator use, asthma exacerbations
or asthma-related quality of life.

Commentary: The study’s objec-
tive was not to redefine the best
therapy for mild persistent
asthma but, rather, to determine
whether a treatment strategy imi-
tating typical patient use pro-
duced acceptable outcomes. The
reluctance of many asthma pa-
tients to adhere to inhaled steroid
therapy, arising from concerns
such as cost, adverse effects and
inconvenience, is a reality of
practice. However, many other
patients would consider the addi-
tional symptom-free days and im-
proved asthma control to be im-
portant enough benefits to make
inhaled steroid therapy worth-
while. Although it is reassuring
that intermittent treatment may
not have serious consequences (at
least in the short term), satisfac-
tory outcomes must not be con-
fused with optimal ones.

Since previous randomized
trials have shown substantial
benefits with inhaled steroid use
in mild persistent asthma,1,2 in-
cluding a reduction in exacerba-
tions, why did the present study
find more modest effects? Most
likely patients in this study had
less severe asthma than patients
had in the previous studies. In
fact, the investigators selected
their cohort through rigorous
screening. Even so, 15% of the
enrolled patients were later ex-

cluded after being found to have
more severe asthma during the
run-in period. It thus seems un-
likely that sufficiently accurate
characterization of asthma se-
verity will be achieved in routine
practice, which raises concerns
about the generalizability of the
study’s findings. Also, all of the
patients received a written self-
management plan, another im-
portant difference from previous
studies. This probably enhanced
the ability of the patients to cope
with changes in symptoms and
may explain in part why all of the
groups had improved outcomes
regardless of treatment, which
consequently attenuates any ef-
fects of the study medications.

Practice implications: For pa-
tients with mild persistent
asthma who do not wish to take
inhaled steroid therapy daily, an
as-needed treatment strategy
may be acceptable, provided it is
accompanied by education and
an action plan with clear instruc-
tions about how and when to
increase medication use. Never-
theless, daily inhaled steroid
treatment remains the preferred
evidence-based therapy because
of its clinical benefits demon-
strated in this and prior studies.1,2
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Is daily inhaled steroid use necessary in the treatment
of mild persistent asthma?
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