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We read with interest the article by
Albogami et al. (1) on the association of
glucagon-like peptide 1 receptor ago-
nists (GLP-1RAs) and respiratory exacer-
bations among patients with asthma
and/or chronic obstructive respiratory
disease (COPD). In particular, the main
conclusion that GLP-1RA initiation may
be associated with a subsequent decrease
in respiratory exacerbations echoes our
findings recently published in the Ameri-
can Journal of Respiratory and Critical
Care Medicine (2). Using electronic health
records (EHR) of patients with asthma
and comorbid type 2 diabetes, we found
new initiators of GLP-1RAs had fewer
asthma exacerbations than initiators of
alternative step-up diabetes therapies in
the 6 months following drug initiation.
Albogami et al. extend these findings
(compared to dipeptidyl peptidase 4 inhib-
itors and sulfonylureas) to 12 months of
follow-up and additionally examine a
COPD population, broadening the clinical
relevance of GLP-1RAs to respiratory disease.
While our study did not examine a

COPD-only population, our findings
were consistent among patients with
moderate and severe asthma, including
asthma and comorbid COPD, a population

included in the study by Albogami et al.
but not examined in the stratified analysis.
It is unsurprising that, for the primary
outcome (hospitalizations) among the
asthma-only population, results did not
reach statistical significance. Hospitaliza-
tions for asthma are relatively rare, par-
ticularly in a population with a mild
asthma phenotype and with the advent
of biologics. We would, however, expect
to see a more significant effect for the
study’s secondary outcome (e.g., corti-
costeroid prescriptions) and were won-
dering if this outcome was examined in
a stratified analysis by the authors.

As Albogami et al. discuss, claims
data are limited by the lack of obesity
data as well as access to relevant labo-
ratory values; these variables are pre-
sent in the EHR. We found that even
when accounting for baseline HbA1c,
baseline BMI, and changes in both
parameters over the study period, GLP-
1RAs were associated with fewer exac-
erbations than comparator drugs. This
aligns with the authors’ efforts to adjust
for obesity in their sensitivity analyses
and supports their findings. Conversely,
a strength of claims data is pharmacy
fill confirmation, which the EHR lacks.

The findings by Albogami et al. increase
our confidence in the strength of the
observed associations between GLP-
1RA initiation and the range of different
respiratory-related outcomes in both
studies.

Finally, a growing body of preclinical
data demonstrates GLP-1RA impact on
allergic airway inflammation (3), specifi-
cally type 2 biomarkers of airway
inflammation, including the interleukin-
13 pathway in mice and humans (4).
Therefore, agonizing the GLP-1 receptor
may have both direct and indirect
actions on airway smooth muscle via
inflammatory pathways, uniquely impact-
ing airway inflammation in asthma ver-
sus COPD. Similarly, obesity and
metabolic dysfunction may have distinct
impacts on asthma and COPD pheno-
types. Future studies of GLP-1RAs in
COPD should include assessments of air-
way inflammation (i.e., eosinophil counts),
spirometry, and BMI.

We welcome the addition of the
findings by Albogami et al. and believe
that, together with our previously pub-
lished work, they present a convincing
case for prospective examination of GLP-
1RA use in patients with comorbid type
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2 diabetes and obstructive respiratory
disease, a population in great need of
novel approaches to intervention (5).

Funding. K.N.C. was funded by National Insti-
tute of Allergy and Infectious Diseases grant
K23AI118804.

The funders had no role in the design of
the manuscript, in the collection, analyses, or
interpretation of data discussed in this manu-
script, in the writing of the manuscript, or in
the decision to publish.
Duality of Interest. K.N.C. has served as an
advisory board member for TEVA, Regeneron,

Novartis, Optinose, GlaxoSmithKline, Sanofi-
Pasteur, Genentech, and Blueprint Medicines
and reports personal fees from Novartis,
Third Harmonic, and Ribo Therapeutics,
unrelated to this work. No other potential
conflicts of interest relevant to this article
were reported.

References
1. Albogami Y, Cusi K, Daniels MJ, Wei Y-JJ,
Winterstein AG. Glucagon-like peptide 1 receptor
agonists and chronic lower respiratory disease
exacerbations among patients with type 2
diabetes. Diabetes Care 2021;44:1344–1352
2. Foer D, Beeler PE, Cui J, Karlson EW, Bates
DW, Cahill KN. Asthma exacerbations in patients

with type 2 diabetes and asthma on glucagon-like
peptide-1 receptor agonists. Am J Respir Crit Care
Med 2021;203:831–840
3. Toki S, Goleniewska K, Reiss S, et al. Glucagon-
like peptide 1 signaling inhibits allergen-induced
lung IL-33 release and reduces group 2 innate
lymphoid cell cytokine production in vivo. J
Allergy Clin Immunol 2018;142:1515–1528.e8
4. Foer D, Beeler PE, Cui J, et al. Glucagon-like
peptide-1 receptor agonists decrease systemic
Th2 inflammation in asthmatics. J Allergy Clin
Immunol 2020;145(Supplement):AB241
5. Zhang P, Lopez R, Attaway AH, et al. Diabetes
mellitus is associated with worse outcome in
patients hospitalized for asthma. J Allergy Clin
Immunol Pract 2021;9:1562–1569.e1

e166 Comment Diabetes Care Volume 44, August 2021


