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Bullone and co-workers show that neutrophilic asthma is a subtype in which the IL-17 pathway seems
to be operational. It can be recognised by quantitative immunostaining of bronchial biopsy specimens
and may be amenable to specific targeted therapies. http://bit.ly/2llj6Fr
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What is the immunopathology of neutrophilic asthma, and how can it be recognised? These are important
questions, because the answers may pave the way for targeted treatment in this key asthma subtype.
Characterising the immunopathology of T2 eosinophilic asthma has led to important therapeutic advances
with a range of monoclonal antibodies (mAbs) available for therapy. The close association between
sputum and blood eosinophils allows easy recognition of the T2-eosinophilic subtype. But what about the
rest? We now know that non-eosinophilic asthma is heterogeneous [1] and so we need to characterise
in detail the molecular and cellular nature of these non-T2 subtypes in order to progress development of
new therapeutics.
Things are not so simple with neutrophilic asthma. Often its very existence as a subtype is questioned [2]:
individuals believe it is COPD and not asthma, dismiss it as a marker of tobacco smoking or corticosteroid
exposure (since corticosteroids promote neutrophil survival) [3], suggest it is an artefact of sputum
sampling, or believe that it is not relevant in asthma pathogenesis [4]. To further compound the situation,
the limited number of treatment trials targeting regulatory aspects of neutrophilia in asthma have been
negative [5, 6].
Against this background, BULLONE et al. [7] sought to characterise the immunopathology of neutrophilic
asthma and identify potential clinical markers for this subtype. To gain insights, bronchial biopsies were
obtained to sample the lamina propria of the airway at several different levels (lobar, segmental and
subsegmental) in 70 patients with a range of asthma severity from mild to severe disease. Subsequent
analysis identified a “high neutrophil” subtype, where there was a significant airway wall neutrophilia
throughout the bronchial tree. The prevalence of this subtype was 30%, which is consistent with the
prevalence of neutrophilic asthma identified using induced sputum [1]. They then used a range of
immunostains to characterise the immunopathology of neutrophilic asthma. The most consistent finding was
evidence for presence of the interleukin (IL)-17 pathway. Neutrophil-high patients had a 3-fold increase in
cells staining positive for IL-17F+ (also known as the innate T2 cytokine IL-25), which correlated with
airway neutrophil numbers. Once smokers were excluded, an increase in IL-17A+ and IL-22+ cells was also
revealed. The findings are significant because there were important clinical associations between IL-17F+
cells and exacerbations, increased frequency of oral corticosteroid use, as well as incompletely reversible
airflow obstruction. Neutrophilic asthma has previously been shown to be associated with incompletely
reversible airflow obstruction [8], which further validates the clinical significance of the findings.
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The IL-17 pathway is linked to the regulation of neutrophils during infections of the lung; however, it is
also associated with severe asthma [9–11]. Furthermore, in experimental models, this pathway regulates
key pathogenic features of disease, which are often resistant to steroid therapy [9, 11]. During infections,
IL-23 provides a critical signal for the out-growth of CD4 T-helper 17 (Th17) cells, which may also
produce IL-22. The study by BULLONE et al. [7] now demonstrates in defined neutrophilic asthma cohorts
that the expression of IL-23, IL-17A, IL-17F, and IL-22 are increased.
Significantly, this helps identify the neutrophilic asthma subgroup and suggests that this axis plays a
pathogenic role. However which cells (only T-cells?) are expressing these cytokines? Are they co-expressed
within a given cell? What factors are responsible for driving both the accumulation of neutrophils and
eosinophils? For example, Th17 cells have been shown to regulate eosinophil infiltrates in non-Th2 neutrophildominated diseases, such as ulcerative colitis, by granulocyte macrophage colony stimulating factor [12].
Furthermore, in asthma, Th17 cells may also take on a mixed Th2/Th17 phenotype driving both the
neutrophilic and T2 arms of the inflammatory cascade [9, 11]. In addition, Th17 cells do not always express
IL-22 and there is also a distinct lineage of IL-22 producing T-helper cells (that do not express IL-17) [13].
Interestingly, the neutrophilic patients also had eosinophils present in the lamina propria, elevated serum
IgE, and most were atopic. The high prevalence of atopy parallels what is seen in neutrophilic asthma
identified by induced sputum [1]. This raises the question as to the origin of airway disease and relevant
pathogenic pathways. Are these individuals initially T2 and then over time through exposure to specific
infections and allergens become a dominant neutrophilic phenotype with pathways that can drive
neutrophilia and eosinophilia? Or are these individuals a distinct Th17 endotype? IgE can activate B-cells,
which results in increased cytokine production from Th2 cells through an antigen-specific process and this
mechanism of T-helper cell activation may operate for Th17 cells in neutrophilic asthma. In children with
asthma, neutrophilic asthma is a very uncommon subtype, whereas it emerges in adults with asthma [14].
These findings suggest that neutrophilic asthma may evolve with life exposure, and if so, it may also
regress, possibly with therapy. Further characterisation of the types of T-helper cells and cytokine levels in
these NA patients will be invaluable. As such, the observations of BULLONE et al. [7] are very interesting
and defining.
What does this mean for targeted therapy of neutrophilic asthma? Brodalumab is a human anti-IL-17
receptor A mAb that inhibits IL-17A and IL-17F [15]. It is effective in psoriasis, but a trial in asthma was
negative [5]. This trial did not select patients for presence of the IL-17 pathway. This is reminiscent of the
early clinical use of anti-IL-5 mAbs, where selecting patients with an active eosinophilic pathway was
crucial to demonstrating efficacy. Is finding a treatment for neutrophilic asthma a case of “déjà vu, all over
again”? The work from BULLONE et al. [7] shows that not all asthmatics exhibit an IL-17 phenotype, and
shows us that bronchial biopsy can be used to recognise this pathway in asthma. It is now a simple step to
apply inhibition of IL-17 to a subgroup of asthma patients showing activity of this pathway.
Given the IgE results and the co-identification of eosinophils and neutrophils in the lamina propria of
patients with neutrophilic asthma, is there a place for T2 (mAb) therapy in these patients? This is a really
interesting possibility. It would be possible to assess changes in the IL-17 pathway using bronchial biopsy
in patients treated with T2 mAbs to gain some insight into this question. At least 50% of the
neutrophil-high patients had blood eosinophils of 3% or greater [7], meaning they could qualify for T2
mAb therapy.
Neutrophilic asthma is an asthma subtype where the IL-17 pathway seems to be operational. It can be
recognised by quantitative immunostaining of bronchial biopsy specimens, and may be amenable to
specific targeted therapies. Testing these therapies on unselected patients may not identify their clinical
efficiency because of the low prevalence of neutrophilic asthma, and risks premature discontinuation of
the development of new asthma drugs. There are now clear directions for research to characterise the
mechanisms of neutrophilic asthma, to develop simpler ways to identify IL-17 asthma, and to test
therapies for this pathway in patients who have IL-17 driven asthma.
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