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From the authors:

We thank W.C. Webley and D.L. Hahn for their correspondence
regarding our article [1]. In our study, we hypothesised that
Chlamydophyla pneumoniae infection may be an aetiological agent
for noneosinophilic forms of asthma and sought to test this
hypothesis using a sensitive and validated PCR for C.
pneumoniae. We did not detect C. pneumoniae and concluded
that C. pneumoniae infection was unlikely to be the cause of
noneosinophilic asthma. We stand by these results because we
studied a large number of subjects, who were carefully classified
into inflammatory asthma phenotypes and who were assessed
using valid methods. Induced sputum samples material from
the lower airways, as evidenced by the recovery of pulmonary
macrophages in the sample. It is a useful technique for assessing
lower respiratory tract infection, and widely used for this
purpose [2]. In particular, induced sputum can detect C.
pneumoniae infection when it is present [3]. A recent multicentre
study, which used bronchoscopic biopsy, reported a similar rate
of C. pneumoniae detection to ours (one out of 92 samples) [4].

W.C. Webley and D.L. Hahn propose that C. pneumoniae may
preferentially reside in lower airway cells that are out of the
sampling range of induced sputum. This hypothesis could be
directly tested by a study comparing induced sputum to
bronchoalveolar lavage samples for C. pneumoniae detection.
However, we think this is biologically implausible based on
other published data [3, 4]. Furthermore, how does C.
pneumoniae infection cause inflammation and asthma in airways
(e.g. large airways, for example) in which it is not present, and
yet it does not cause an inflammatory reaction in parts of the
lung where it is proposed to be present (e.g. alveoli)?

Defining the role of C. pneumoniae in airway diseases such as
asthma and chronic obstructive pulmonary disease is an
important issue. Research in this area has been held back by the
inability to reliably and reproducibly detect C. pneumoniae in
airway samples, and the inconsistent results of treatment studies.
PCR has now been able to overcome many of these technical

limitations [3, 4]. If C. pneumoniae is indeed relevant to chronic
inflammatory airway disease, we may need to consider different
mechanisms other than the simple chronic infection hypothesis.
For example, the timing of C. pneumoniae infection and the
resulting immune reprogramming may influence the develop-
ment and phenotypic expression of asthma. Based on our recent
modelling work, C. pneumoniae infection during active sensitisa-
tion may induce a neutrophilic asthma phenotype through
immune reprogramming and does not require chronic C.
pneumoniae infection for the expression of neutrophilic asthma
[5]. Our recently published data are consistent with this
hypothesis [1], and this may also explain why studies of treatment
directed at C. pneumoniae are not clearly positive in asthma. In
childhood asthma, the timing of C. pneumoniae infection in early
life may induce immune reprogramming and subsequent asthma
[6]. These mechanisms might also explain the associations
between C. pneumoniae antibody (immune) responses that are
linked with asthma, often in the absence of detectable organisms.

We think it is time to accept that the published data do not
support chronic infection as the main mechanism in the
modulation of asthma through C. pneumoniae. There are other
possibilities, which focus on the timing of infection and
subsequent immune reprogramming; our efforts could be put to
use designing studies that test for these effects in human asthma.
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