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Table 1 Effect of KW- 4679, ketotifen and terfenadine on antigen- induced
Evans blue (EB) dye extravasation (ng mg™’ tissue)
in passively sensitized rat airways
Dose EB dye extravasation (ng mg~' tissue)
Treatment (mg/kg, po) .~ - = ‘
rachea Main bronchus
Unchallenged 49.0+ 2.3 79.4+ 5.8
Control 205.14 8.0# 287.3+ 9.9#
KW-4679 0.3 190.3+13.9 (9.5) 225.7+£14.6 (29.6)
129.1411.3*(48.7) 155.1+ 7.2*(63.6)
3 173.8411.9 (20.1) 206.3+12.9%(39.0)
10 128.9+22.7*(48.8) 153.3+10.9%(64.5)
Ketotifen 1 202.5+16.6 (1.7) 263.5+12.9 (11.4)
3 210.7+17.4 (~3.6) 244.0+£12.0 (20.8)
10 129.2-+19.8*(48.6) 178.3x11.0%(52.4)
30 126.2+11.2*(50.5) 195.4+£10.4*(44.2)
Terfenadine 10 223.3+18.4 (-11.7) 256.7+23.1 (14.7)
30 162.9418.0 (27.0) 190.8+18.9*(46.4)
100 131.74£15.3*(47.0) 201.14+10.9*(41.5)

Rats were passively sensitized with monoclonal anti- TNP- BSA IgE antibody
and were challenged with inhalation of aerosol antigen for 10min. Drugs were
administered orally one hour before antigen challenge. Each value represents the
mean=+S.E. of nine rats. Numbers in parentheses indicate inhibition percent vs
the control. # indicates significant difference at p <0.01 from unchallenged group
(Unpaired t- test). *
(Scheffe’s multiple- range test).

indicates significant difference at p <(.05 from control group
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EFFECT OF KW-4679, AN ANTIALLERGIC DRUG, ON ANTIGEN-INDUCED AIRWAY
MICROVASCULAR LEAKAGE IN RATS PASSIVELY SENSITIZED
WITH MOUSE MONOCLONAL IgE ANTIBODY

Kenji Ohmori, Hidee Ishii and Yasuo Sasaki
Pharmaceutical Research Laboratories, Kyowa Hakko Kogyo Co., Ltd. Shizuoka

We studied the effect of KW-4679, an antiallergic drug, on inhaled antigen-induced airway microvas-
cular leakage in rats passively sensitized with mouse monoclonal IgE antibody. Inhaled antigen increased
extravasation of Evans blue dye content in tracheal and main bronchus tissues. KW-4679 (0.3-10 mg/kg,
p.0.) reduced antigen-induced microvascular leakage in trachea with an ED,, value of 4.9 mg/kg. KW-
4679 also reduced antigen-induced microvascular leakage in main bronchus with an ED,, value of 0.47
mg/kg. The inhibitory effect of KW-4679 was more potent than those of ketotifen and terfenadine. These
results suggest that KW-4679 clearly reduces airway microvascular leakage mediated by antigen-
antibody reaction.
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