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Fig. 1. Effects of endothelin-1 (ET-1) on the guinea pig tracheal strips after an ana-
phylactic reaction. A : 10-°M of ET-1 was added into the bath after an anaphylactic reaction.
B: ET-1 was added into the bath cumulatively after an anaphylactic reaction induced by

~ovalbumin (OA). Each number represents -log [ET-1] (M).
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Fig. 2. Effects of ET-1, ET-2 and ET-3 on the
guinea pig tracheal strips after an anaphylactic
reaction. Columns (Hl) (1) and (NY) represent
the responses to 10°M of ET-1, ET-2, and ET-3,
respectively. Relaxing responses are expressed as
the percentages of maximal relaxation induced by
2X10°M isoproterenol. Data are shown as
means+S.EM. ** ! p<0.01 (n=9).

Table 1 Effects of indomethacin and ONO RS-082
(a phospholipase A, inhibitor) on ET-1 induced
relaxation of guinea pig trachea

% Maximal relaxation
16.0+1.3(n=16)

15.8+3.5(n="6)
5.9+2.8(n=5)**

Control
Indomethacin (10-*M)
ONO-RS-082 (10-M)

Responses are expressed as the percentages of maxi-
mal relaxation induced by 2X10-®* M isoproterenol.
Values are means+S.E.M.

**$<0.01, compared with the control value.
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Fig. 3. Effect of epithelium on ET-1 induced
relaxation of guinea pig trachea. Epi (+): Intact
tracheal strips, Epi (—) : Epithelium-denuded tra-
cheal strips. Data are shown as mean+S.E.M.
**: p<0.01 (n=6).
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ENDOTHELIN-1 INDUCED RELAXATION OF GUINEA PIG TRACHEA AFTER
AN ANAPHYLACTIC REACTION

Mikio Saotome, Hiroki Ninomiya, Akihiro Nomura, Hirotaka Ohse, Takeo Endoh and Shizuo Hasegawa
Division of Pulmonary Medicine, Institute of Clinical Medicine, University of Tsukuba, Ibaraki, Japan

Yoshiyuki Uchida

Department of Pharmaceutical Sciences, Wayne State University, Michigan, USA

Endothelin-1 (ET-1), one of the most potent constrictors of airway smooth muscles, is reported to act on such
inflammatory cells as mast cells and release several chemical mediators. We observed a transient relaxation
response to ET-1 after an anaphylactic constriction of guinea pig tracheal smooth muscle. The guinea pig was
actively sensitized with ovalbumin, and the tracheal strip was challenged with ovalbumin in vitro. ET-1 induced a
transient relaxation followed by a constriction of the tracheal strip. The potency of the relaxation induced by 10-°
M of ET-1 was 16.0 £+ 1.3%, compared to the response to isoproterenol (2 X 10-5 M), and the duration of the
relaxation was 7.2 £ 0.7 minutes. Indomethacin (10~ M) had no effect on the response, indicated that
prostaglandins have no relation. Mechanical denudation of the tracheal epithelium did not reduce the relaxation,
but rather augmented it.
These results indicate that ET-1 induces a relaxation, associated with a relaxation factor from non-epithelial

tissue.
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