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To the Editor:

We thank Professor Hahn' for his interest and comments on our
article,” which raise several important issues. Clearly childhood
asthma is an important clinical problem that may be induced by
specific exposures in early life. Webley et al® have shown that
chlamydial lung infections are associated with severe pediatric
asthma, and experimental studies indicate that infection may in-
duce sensitization.* Importantly, as Professor Hahn appreciates,
we now show that chlamydial infection in early life may promote
the development of more severe asthma by permanently modulat-
ing the host immune response and altering lung function and
structure. Infection alone altered lung structure and reduced
lung function in the absence of allergic sensitization and chal-
lenge. As we and others have previously highlighted, chlamydial
infections are also potentially important in adult-onset asthma, in
asthma exacerbations, and in modifying the phenotype of asthma
(eg, neutrophilic asthma).® Indeed, Wark et al’ showed that
chlamydial infection is associated with enhanced neutrophilic
inflammation in the airways of exacerbating adults with asthma.
Significantly, in a forthcoming publication we show that chla-
mydial infection during allergen sensitization suppresses Ty2
responses and eosinophilic inflammation. However, infection
was associated with neutrophilic inflammation and Tyl/Ty17
responses during subsequent allergen exposure in an experimen-
tal model of allergic asthma in adult mice.® This study further em-
phasizes the potential importance of nonallergic mechanisms that
may contribute to Chlamydia-associated asthma. Collectively, the
studies described here show that the specific effects and nature of
the association between chlamydial respiratory infection and
asthma are likely to be determined by the age of infection and/
or the timing of infection relative to allergen exposure. These
studies highlight the requirement for research to elucidate the
mechanisms that underpin the associations of chlamydial infec-
tions and asthma.

Many epidemiologic studies of the link between chlamydial
infections and asthma have been performed. The majority used
serology,” which have produced contradictory results and led to
confusion of the role of Chlamydia in asthma. We also agree
with Professor Hahn that more detailed longitudinal and prospec-
tive epidemiologic studies are required to clarify the role of chla-
mydial infection. What is needed now is for such studies to be
performed using effective, standardized methods for the detection
of Chlamydia. Such studies would further elucidate the nature of

the association of chlamydial infection and the induction, exacer-

bation, altered phenotype, and increased severity of asthma in all

age groups. Furthermore, more basic studies are required to un-

ravel the mechanisms that underpin these associations. Only after

these studies have been conducted will we realize the potential for

the identification of effective strategies that prevent and treat in-

fection, which may have beneficial effects for asthma, as well

as the sequelae of infection (eg, altered lung structure and reduced
lung function).”®
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