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Fig. 1.

Infiltration of eosinophils in the tracheal wall following antigen inhala-

tion challenge in passively-sensitized and actively-sensitized guinea pigs.
Each point represents the mean +SEM of 6 separate experiments for passively-
sensitized and of 8 speparate experiments for actively-sensitized animals.
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Fig. 2. Effects of CV-6209 and Cyclosporin A on antigen-induced eosinophil
accumulation in tracheal walls. CV-6209, 3mg/kg was injected 10 min before and
12 hrs after inhalation challenge of ovalbumin. For the treatment with Cyclospor-
in A, each guinea pig was administered 50mg/kg of Cyclosporin A through a
stomach tube every other day from the 1lst day of immunization. Olive oil alone
was administered in a similar manner to control guinea pigs. Each histogram is

the mean of 8 separate experiments.
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ANTIGEN-INDUCED BIPHASIC EOSINOPHIL INFILTRATION IN THE AIRWAYS OF
ACTIVELY SENSITIZED GUINEA PIGS AND ITS INHIBITION
BY PAF ANTAGONIST AND CYCLOSPORIN A

Takeshi Fukuda, Ikuo Akutsu, Masahiro Amagai, Toshio Numao, Shinji Motojima and Sohei Makino
Department of Medicine and Clinical Immunology, Dokkyo University School of Medicine

Bronchial eosinophilia is a characteristic of asthma. To elucidate the mechanisms of eosinophil accumulation
in the airways, the time course of eosinophil infiltration in the airway mucosa after antigen inhalation was
examined in actively sensitized and passively sensitized guinea pig models of asthma. The lungs and tracheae were
removed at intervals after antigen challenge, fixed and stained. The eosinophil infiltration was quantitated in the
tracheal walls by counting the number of cells per square millimeter. Guinea pigs sensitized by intraperitoneal
injection of ovalbumin (OA) responded to a single exposure to aerosolized OA with biphasic infiltration of
eosinophils in the tracheal walls; a striking early-phase which peaked at 6 hr and a delayed-phase which peaked at
24 hr and persisted for as long as 5 days. These kinetics were different from those observed with passively
sensitized animals which showed only early-phase infiltration. Administration of CV-6209, a specific PAF
antagonist, before and 12 hrs after antigen challenge significantly ($<<0.01) inhibited the early-phase but not the
delayed-phase eosinophil infiltration in actively sensitized animals. In contrast, when guinea pigs were treated with
Cyclosporin A, a T lymphocyte-selective immunosuppressive agent, throughout the immunization period, the
delayed-phase but not the early-phase infiltration was significantly ($<0.01) inhibited. These results suggest that
PAF may contribute to early-phase and T cell factor(s) may contribute to delayed-phase eosinophil infiltration of the
airways.
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