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All Asthma guidelines have traditionally recommended that the
first step for Asthma management is to treat the symptoms with a
Short Acting Beta Agonist (SABA). This also mirrors most asthmatics
first step in their asthma journey. The patient presents to their clinician
with shortness of breath, cough or wheeze and is given a blue inhaler
which makes them feel better, and that relationship is forged for life.
However, as we contemplate the fact that asthma outcomes are not
as we would like,' we recognize that one of the fundamental reasons
for this is the patients’ reliance on their SABA. A recent paper on the
Paradoxes of Asthma Care, highlighted the issue of SABA overreliance
and ICS underuse as the fundamental issue and breaks it down to five
areas. SABAs are given as the first line therapy, despite the fact that
most asthma is related to Th2, often eosinophilic, inflammation that
requires an anti-inflammatory such as inhaled corticosteroids (ICS)
to improve it. The patients rely on their SABA often to the exclusion
of the ICS, perceiving it as the medication giving them benefit. This
leads to the paradox regarding the issue of patient autonomy. As
patients control their own disease, in their mind, using SABA as they
feel necessary, they then follow up with the clinician who recognizes
that SABA use is a marker of disease activity and inflammation, so
then changes the therapy, adding an anti-inflammatory to reduce the
inflammation. These medications, however, are to be taken as per the
clinician instructions and therefore all patient autonomy is removed
from the decision process. Patients have clearly demonstrated that
they want control over their own disease,™ so this is going to be an
issue for many. There is also often a disconnect between the patients
understanding of asthma control, often feeling that means relief of
their symptoms when they have them compared with the clinicians
view on asthma control which means preventing symptoms, disability
and exacerbations.

The final paradox is one of safety concerns. The Salmeterol
Multicentre Asthma Research Trial,"V showed that long-acting beta
agonist (LABA) monotherapy is potentially dangerous and was
involved in the death of 19 young African American patients. This led
to a black box warning for LABAs and even LABA/ICS (which has
subsequently been removed after studies showed safety.") It is now
well recognized that LABA monotherapy in Asthma (not so in COPD)
is unsafe and should be avoided. Nobody, however, talks about the
safety of SABA monotherapy. Does it confer the same risk as LABA
monotherapy? I would suggest that it does based on the following
information.

In the laboratory, SABAs will resolve the immediate bronchospasm
of an allergic trigger, but it does not do anything for the delayed phase.
Furthermore, regular use of SABAs have been shown to worsen
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the delayed phase response,'! which could explain why regular use
of SABAs are actually pro-inflammatory. Recurrent SABA use is
associated also with beta cell desensitization."" Older studies have
shown clearly that while ICS raises the PD20 dose in bronchial hyper-
responsiveness testing, the use of SABA actually lowers the dose.V!"
Regular SABA increases hyper-responsiveness in the lung, leading to
greater sensitivity to triggers.”®

Clinically, we recognize from old Canadian data,* that increase
SABA use related directly and proportionately to the risk of
hospitalizations and death. UK data shows exacerbations occur
more often in those using more than three SABA per year,X! with
similar data in US studies.X" in the National Review of Asthma
deaths, the consistent theme shown was that of SABA overuse and
ICS underutilization for a variety of different reasons, but fatal
outcomes.*™

Patients become attached and use their SABAs for a variety of
reasons that need to be appreciated by the clinician if we ever hope to
change their behavior. They have good reasons to use them. They have
a longstanding relationship with their SABA, it works for them, and
may well be perceived as being less expensive than ICS containing
therapies. Stigma of chronic illness may also prevent them for being
on a regular controller treatment as denial is often an issue with any
chronic disease. As such, it takes repeated education and counseling
to explain the need of an anti-inflammatory therapy. Motivational
counseling to understand the patient’s reasons for their behaviors can
go a long way to ensuring that adherence is obtained X"
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As such, the concept is to align our treatments with patient
behaviors. We need to treat airway inflammation, but many of our
patients just do not take the anti-inflammatory therapies. What we
need is a different model of delivery of ICS in mild patients. Patients
with moderate to severe asthma need to be on sufficient regular ICS
containing therapy to obtain asthma control. That being said, it is clear
from multiple studies in patients with moderate to severe disease, that
changing the reliever from SABA to ICS/LABA,*V decreases the risk
of asthma exacerbations. Guidelines have clearly included the option
for an ICS/LABA as a reliever for moderate to severe asthma.*"!

What is new is how to deal with this issue in mild Asthma. Four
trials have clearly shown that ICS/LABA prn is at least as good as
regular low dose ICS VI XVILXIX XX if not even better™ at preventing
exacerbations, all at a fraction of the total dose of ICS. While there
is no question that regular ICS outperforms ICS/LABA prn*i, these
trials give us an option to use for those patients whose adherence is
less reliable. It is what we are looking for, a novel inhaled steroid
delivery mechanism. By treating the inflammation at the time it is
happening, we can get vastly superior outcomes than not using steroid
at all. Asthma is a variable disease and the level of inflammation does
change, which does allow us to treat symptomatically. In a real world
study xix, Fractionated Exhaled Nitric Oxide (FENO) a surrogate
measurement of airway inflammation was reduced equally in both the
regular ICS users compared with the ICS/LABA prn users compared
to those using SABA alone. Interestingly, the concept of an anti-
inflammatory reliever in mild asthma was shown to be effective in
a study in 2007 with an ICS/SABA (short acting bronchodilator) as
well XX

Exacerbations are important. They happen across the severity of
asthma from mild to severe. They increase the risk of unscheduled
visits, hospitalizations and mortality, as well as loss of long function
each time.**!" They are managed with the use of systemic steroids,
which are well known to have a myriad of serious side effects
including abnormalities in glucose metabolism, fluid retention,
weight gain, blood pressure elevation, peptic ulcer disease, avascular
hip necrosis, adrenal suppression, skin thinning, muscle weakness,
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depression, psychosis and immune deficiency.**" In an observational
study on outcomes post even short course ICS exposure, the risk in the
month following treatment of sepsis was increased 5.3 fold, venous
thromboembolism 3.33 fold and fracture 1.87 fold.**!V

The Global Initiative for Asthma Care (GINA) recommendations
done this year (2019),**V have adopted this principle, recommending
that the appropriate reliever across all severities of asthma would be
an ICS/LABA. Certainly, depending on the controller used, SABA
may be continued, especially when using a different LABA as safety
of combination of LABAs has not been established. However, they
were very clear that SABA monotherapy is NOT recommended. In
Step one (symptoms twice a month) or Step 2 (twice a week), the
recommendations for therapy initation are either regular ICS or ICS/
LABA prn. GINA made these recommendations for two important
reasons. First to help decrease exacerbations and second , to attempt
to keep our message of treating airway inflammation consistent and
central to asthma management.

Change is hard. We need to start from the beginning by not
initiating therapy with SABA monotherapy and therefore not establish
that relationship in the first place. Perhaps, it is time to remove most
SABA therapy from routine asthma management,xxvi (there will
always be exceptions which can include potentially neutrophilic
asthma and exercise induced bronchospasm (EIB) which may not have
Th2 inflammation as the central issue). Using an anti-inflammatory
reliever ICS/Formoterol allows this to happen. As the Sygma trials
did not go below the age of 12, there is no evidence currently to
support the use of ICS/formoterol as a reliever at these ages. However,
the GINA recommendations recognized this and in their statement on
children below the age of 12, they were consistent in their message of
an anti-inflammatory reliever by suggesting that whenever a SABA is
used, a dose of ICS should be given to accompany it.

Patients may want to hold on to their SABAS, but it is up to
us to ensure that they do not manage a disease in which airway
inflammation is the central theme with a treatment that does not deal
with this inflammation.
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