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WEFE Rk B O 2 (9€3C) : Interleukin-13 (IL-13) is one of the central mediators for
development of airway hyperresponsiveness in asthma. However, its effect on bronchial
smooth muscle (BSM) is not well known. Recent studies revealed an involvement of
RhoA/Rho-kinase in BSM contraction and this pathway has now been proposed as a new
target for asthma therapy. The current study demonstrated that IL-13 caused both an
augmented BSM contractility and an upregulation of RhoA in BSMs. Thus, IL-13 signaling
is critical for development of BSM hyperresponsiveness and that agents that specifically
inhibit this pathway in BSM may provide a novel strategy for treatment of asthma.
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o o Figure 1. Characteristics of murine
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A Whole lungs B Main bronchi Figure 3. Antigen-induced activation of signal transducer
and activator of transcription 6 (STAT6) in lungs and
PSTATE - .- - PSTATE S bronchial tissues of sersitized mice. (4) Time-course
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Figure 2. Efects of IL-
13 on RhoA expression
o cultured  human
bronchial smooth mus-
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Figure 4. Inhibitory effects of AS on the antigen-induced up-regulation
of RhoA in bronchial tissues of sensitized mice. Male BALB/c mice were
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Animals also received intraperito-
10 mg/kg) or its vehicle (AS [0]; 20% DMSO
in saline) 1 hour before each OVA Twenty-four hours after
the last OVA challenge, the RhoA pr jon levels in bronchial
tissues were determined by immu: presentative blots for
RNoA and GAPDH are shown in the upper panels. The bands were
analyzed by a densitometer and the data are summarized in the lower
panel. Each column represents the mean = SEM from four to six
independent experiments. SC, sensitized control; AC, antigen-challenged
groups. *P < 0.05 and **P < 0.01 versus SC-AS (0) group and *P <
0.05 versus AC-AS (0) group by Bonferroni/Dunn’s test.
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Figure 5. Inhibitory effects of AS on the antigen-induced bronchial
smooth muscle (BSM) hyperresponsiveness in mice. Male BALB/c mice
were actively sensitized and repeatedly challenged with OVA antigen as
described in Martais a0 Minwoos. Animals also received intraperito-
neal Injection of AS (10 ma/kg) or its vehicle (Veh; 20% DMSO in
saline) 1 hour before each OVA challenge. Twenty-four hours after the
last OVA challenge, the BSM responsiveness to acetylcholine (ACh;
upper panel) and isotoric high K* (lower pane)) were measured. Each
point represents the mean =+ SEM from six independent experiments
SC, sensitized control; AC, antigen-challenged groups. *P < 0.05
versus SC-Veh group and ***P < 0.001 versus AC-AS group by

Bonferroni/Dunn’s test
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