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To the Editor:
To describe the cytokines induced by diesel exhaust particle

(DEP) exposure (IL-1b, IL-6, TNF-a), we used the term
proinflammatory, which has historically been associated with
these cytokines. We agree with Inoue et al1 that the role of IL-6 in
allergic inflammation remains controversial because experiments
using IL-6–deficient mice suggest a protective role in a murine
asthma model whereas in a similar OVA model anti-IL6R anti-
body treatment decreased bronchoalveolar lavage fluid TH2 cyto-
kines and airway hyperresponsivenss.2 The role of IL-6 in asthma
has been recently reviewed elsewhere.3 In light of the importance
of IL-6 in TH17 differentiation and the association between
IL-17A and severe asthma, a reassessment of the role of IL-6
(and IL-1b) in asthma, especially severe asthma, is warranted.

We characterized the TH17 cells in the lungs following expo-
sure to DEP,4 and we fully expect these TH17 cells to be RORgt
positive. We have started to assess the ability of DEP-pulsed
bone marrow–derived dendritic cells to induce TH17 differentia-
tion of highly purified naive CD41CD62L1CD442 cells and
found that by itself DEP did not enable bone marrow–derived
dendritic cells to promote TH17 differentiation of naive CD41

T cells (data not shown). We are actively pursuing experiments
to understand the mechanism by which in vivo DEP exposure
results in TH17 accumulation in the lung.

In our study, we confirmed that co-exposure of DEP and an
allergen (in our case, house dust mite) markedly increased airway
resistance, bronchoalveolar lavage fluid eosinophilia, TH2 cyto-
kines, and allergen sensitization.4 Similar findings were made
by numerous groups, including by Inoue et al, using different al-
lergens, particles, and mouse strains, underscoring the important
contribution of pollution-associated particles to experimental
asthma exacerbation.5 We have recently confirmed our findings
in young 3- to 6-week-old BALB/c mice using 2 different doses
of DEP.6

Estimates of DEP exposure were derived from a previously
developed land-use regression model.7 The modeled pollutant,
elemental carbon attributable to traffic, was initially derived at
ambient monitoring stations in the Cincinnati airshed using
detailed receptor model analyses and is a surrogate marker of
traffic-related air pollution primarily derived from diesel
exhaust.8 Thus, concentrations of elemental carbon attributable
to traffic are not analogous to particulate matter less than
2.5 mm in diameter but, rather, represent the estimated DEP frac-
tion of particulate matter less than 2.5 mm in diameter.
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