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Complement Activation but not Neutrophil Accumulation is Critical to the
Development of Airway Hyperresponsiveness Following Acute Ozone Exposure
Yonsei Univ and National Jewish Medical and Research Center:

J-W. Park, C-S Hong, P. Giclas, V.M. Holer and E.W. Gelfand

Ozone is well known to aggravate asthma and can induce airway hyperresponsiveness
(AHR) and neutrophilic inflammation. We evaluated the role of complement in acute Ozone
exposed mice. Mice were exposed to ozone at 2 ppm for 3hrs. Complement was depleted
or inhibited by intraperitoneal injection of Cobra venom factor (CVF) and Crry-Ig, a potent
C3 convertase inhibitor, and neutrophils were depleted by monoclonal antibody (mAb).
Depletion or inhibition of complements markedly attenuated the development of AHR, BAL
fluid total protein and BAL fluid neutrophilia by ozone. Ozone increases the level of
TNF-alpha, IL-1beta, keratinocyte chemoattractant (KC), and MIP-2 in lung and Crry-Ig
down regulates the production of them. In contrast to the effects of complement inhibition
and depletion, depletion of BAL neutrophil counts by more than 90% with the mAb did not
affect the development of AHR following ozone exposure.

Activation of the complement system is important to the development of AHR induced
by acute ozone exposure. Although acute O3exposure triggers an early and marked
neutrophil response, this does not appear critical to the development of AHR.
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23 phosphorothicate(PS) CpG-ODN S0iZ0IAM HAUZZol vish &S0l 1gGa HH0l Solst2 J|=sHF
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