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W) Check for updates

Short-Acting B>-Agonist Use Could Be a Confounding
Factor for Interpreting Increased IL-6

To the Editor:

The proinflammatory cytokine IL-6 is upregulated approximately
threefold during naturally occurring asthmatic attacks (1).
Importantly, in relation to overuse of (3,-agonists in the context of
asthma exacerbations, IL-6 induction by rhinovirus was further
augmented by 3,-agonists (2). In vitro studies on bronchial
epithelial cells demonstrated that IL-6 is upregulated by
[3,-agonists (3).

SARP (Severe Asthma Research Program) enrollment procedures
determined that participants maintained medications for asthma as
prescribed by their care provider (4). I could not find details on the
asthma medications use in the SARP III trials (4, 5). Peters and
colleagues (5) did not address the possibility that (3,-agonist use might be
confounding the association between plasma IL-6 and higher asthma
exacerbation rates. Knowledge about the asthma medication and ideally
about the blood levels of 3,-agonists is needed to exclude any influence
of 3,-agonists on the increment of IL-6 increase before adopting it as an
exacerbation-prone biomarker.

Jevnikar and colleagues (6) recently described a subset of patients with
asthma and high IL-6TS. This subset constitutes a novel asthma
phenotype associated with frequent exacerbations, eosinophilia, airway
inflammation, remodeling, and impaired epithelial integrity. It was noted
that 86% of the patients of U-BIOPRED (Unbiased Biomarkers in
Prediction of Respiratory Disease Outcomes) cohorts used short-acting
[3,-agonists and that 98% of the patients used long-acting 3,-agonists (7),
but the authors did not take into account this probable confounding factor.

I would like to alert the authors of both studies that IL-6 could
be upregulated by overuse of B,-agonists.

8This article is open access and distributed under the terms of the Creative
Commons Attribution Non-Commercial No Derivatives License 4.0
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To the Editor:

We read with interest the findings of Peters and colleagues in patients
with severe asthma who reported that an increase in baseline circulating
IL-6 levels of 1 pg/ul was associated with a 10% increased risk of an
exacerbation over 3 years and was 14% when excluding patients on
oral corticosteroids (1). Elevated levels of IL-6 in induced sputum in
patients with asthma are related to impaired lung function (2, 3).
IL-6 is also a key component of the cytokine response in viral illness.
For example, in hospitalized patients with severe coronavirus disease
(COVID-19), circulating levels of IL-6 are the strongest predictor of the
need for mechanical ventilation. In the in vitro murine model of acute lung
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