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To the Editor:

We would like to comment on the interesting report by SPARREMAN MIKUS et al. [1] from the U-BIOPRED
Group and the BIOAIR Consortium. The study identified 10 plasma proteins associated with severe asthma
present in both the discovery (U-BIOPRED) and validation (BIOAIR) cohorts. These proteins included
inflammatory cytokines, growth factors and chitinases, and also sphingolipid pathway, complement
cascade and mast cell-related proteins. Notably, these associations were reported to be independent of
steroid treatment, and unrelated to type-2 inflammation. We note that all these protein categories can be
linked to pathogenesis of the infectious agents previously associated with asthma (rhinovirus, respiratory
syncytial virus, adenovirus, Mycoplasma pneumoniae, Chlamydia pneumoniae and Chlamydia
trachomatis) [2–4]. We acknowledge that acute respiratory viral infections are major causes for acute
asthma exacerbations that are associated with lung function impairment, an important component of severe
asthma. We wish to emphasise the possibility that chronic atypical infections (C. pneumoniae and
M. pneumoniae), that are associated with asthma initiation [5] and chronicity [6], may be responsible for a
majority of the U-BIOPRED/BIOAIR findings. The space limitation for this correspondence precludes a
full accounting here of the pathogenetic relationships between all 10 proteins identified by SPARREMAN

MIKUS et al. [1] and asthma-associated atypical pathogens. The following examples are a sampling of the
evidence for their production by the pathogens enumerated above. We recognise that the U-BIOPRED/
BIOAIR proteins may be produced by non-microbial as well as microbial antigenic stimulation. We
believe that infectious hypotheses are under-represented in asthma research and we advocate that asthma
researchers include infection biomarkers in the design and conduct of their future research.
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