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Asthma paradoxes: time for a new
approach across the spectrum of
asthma severity

To the Editor:

I read with interest the editorial from BEastey ef al. [1]; in part, because we are proud to declare ourselves
the first short-acting B,-agonist (SABA) free asthma department.

I see the necessity of including one outstanding paradox from the Global Initiative for Asthma (GINA)
[2]. SABA is the only single pharmacological agent that crosses horizontally all the treatment steps; and
the reference is an anonymous review [3]. SABA is used in asthma based on customs and traditions,
rather than by evidence A (ie. top level scientific support). This review [3] was classified by GINA as
evidence A (refer to GINA report [2], p. 46, line 4).

The first paradox is that SABA overreliance link behaviour developed at the expense of inhaled
corticosteroid (ICS) treatment [4]. That means that poor adherence to ICS and overreliance on SABA are
both faces of the same coin. Not only should SABA not be used as monotherapy, but also not as a reliever
with ICS therapy [5].

The second paradox is that there is strong evidence that maintenance ICS with concomitant SABA reliever
therapy results in superior efficacy [6]. However, regular SABA therapy showed more severe exacerbations
than placebo or salmeterol despite simultaneous ICS treatment [7].

SABA could also be replaced in the emergency room setting, as well as during hospitalisation. ICS was
included in a guideline for acute asthma exacerbation due to its non-genomic bronchodilator action [8].
Formoterol had similar performance when compared with SABA in an acute setting [9].

In our Pulmonary Section, we only use SABA for other obstructive lung diseases different from asthma.
Further, we are planning to replace SABA for spirometry.

Before incorporating long-acting muscarinic antagonist (LAMA) as a third controller at step 4,
replacement of SABA with ICS/SABA or ICS/fast-onset long-acting B,-agonist (LABA) demonstrated a
greater reduction in asthma exacerbation than the addition of tiotropium (21% reduction [10] versus 28%
reduction with budesonide/formoterol [11]).

Regarding potential limitations: a high ICS dose is always preferred instead of systemic corticosteroids. High
doses of fast-onset LABA have adverse effects that are similar to high doses of SABA. Strong consideration
should be given to ICS/fast-onset B-agonist reliever therapy replacing the current advice for SABA reliever
therapy across the range of asthma severity. By the way, it is better defined as anti-inflammatory reliever
strategy.
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From the authors:

We appreciated the letter from L.J. Nannini, which further highlights the paradoxes of short-acting
B,-agonist (SABA) treatment in asthma, the requirement for guidelines to be revised in accordance with
available evidence, and the proof of concept initiative to eliminate SABA therapy altogether in their
asthma department.

The proposition of replacement of SABA use with inhaled corticosteroid (ICS)/fast-onset B-agonist use in
the emergency room (ER) or inpatient setting, as well as for self-administration in the community, is
raised. This treatment approach is supported by the evidence that repeat doses of ICS in the setting of
acute severe asthma in the ER markedly reduces the risk of hospital admission (odds ratio 0.44, 95% CI
0.31-0.62) [1]. Furthermore, in patients treated with systemic steroids, repeat doses of ICS also reduce the
risk of hospital admission (odds ratio 0.54, 95% CI 0.36-0.81).

Based on this evidence, it is likely that the administration of repeat doses of ICS delivered as a
combination ICS/fast-onset B-agonist would have greater efficacy than repeat doses of SABA when
administered for acute severe asthma in both the ER and community setting, both with and without
concomitant systemic steroid use. This would be consistent with studies which have shown that the
self-administration of ICS/formoterol as a reliever therapy, either with [2, 3] or without [4] maintenance
ICS/long-acting B,-agonist (LABA) therapy, markedly reduces the risk of severe exacerbations compared
with SABA reliever therapy. This approach encompasses the treatment concept of “rescue” as well as
“reliever” therapy.

L.J. Nannini also raises the important issue that a distinct terminology is required to define the ICS/
fast-onset B-agonist reliever therapy regimen, and proposes the term “anti-inflammatory reliever therapy”.
The term anti-inflammatory reliever therapy would apply to both ICS/SABA and ICS/fast-onset LABA
reliever therapy, either alone or together with maintenance therapy, and represent both “reliever” and
“rescue” use, either self-administered by patients in the community or administered by health professionals
in the setting of a severe exacerbation. The term may help focus the attention of the prescriber to the
desirable attributes of this treatment, namely relief of symptoms and suppression of airways inflammation
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with the resulting reduction in severe exacerbation risk. We support the use of this terminology, with the
aim of anti-inflammatory reliever therapy replacing the current use of SABA reliever therapy across the
range of asthma severity.
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