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gl 9 2 A : current treatments for myocardial infarction that initiate

reperfusion of the ischemic myocardium with oxygenated blood are
beneficial but cause cardiovascular dysfunctions and increase the risk of
mortality during the early reperfusion periiod. Antagonist -of the
inflammatory mediator (PAF) have been shown to reduce cardiovascular
dysfundtions during the reperfusion period when administered prior to
myocardial infarction. Objective is to investigate the protectiveveffects
of a specific PAF receptor antagonist TCV-309 on cardiovascular function
when administered at a clinically relevant 45 min after onset of ischemia

in a swine model.

HlYl ;. seventeen female domestic swine (25-30kg) were randomly assigned
to one of three groups (treated, untreated, sham) Treated (n=7) and
untreated (n=7) groups were both subjected to 60 minutes of regional
ischemia by ligation of distal LAD coronary artery, followed by 8 days of
reperfusion

23 _: In the group treated with TCV-309, six of seven animals survived
to eight days post-ischemia. The one death occurred during the
postoperative period. Comparatively, two of seven animals in the
untreated groupsurvived to eight days post-ischemia. Two animals in this
group died at 45 minutes ischemia, one died at 15 minutes reperfusion and
two died postoperatively.

ZE 3 _ A single dose of PAF antagonist, TCV-309 protects against
dysrrhythmias, hemodynamic instability and myocardial depression in the
time period ‘immediately following onset of reperfusion. Introduction of a
PAF antagonist in the clinical management of myocardial infarction may
improve cardiovascular function and reduce mortality, particularly within
the first 24 hours after the onset of reperfusion.
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