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Platelet-leukocyte interactions mediated by P-selectin have been implicated in atherothrombosis. Upon stimulation, P-selectin is rapidly translocated from the Weibel-Palade bodies of the endothelial cells and the alpha-granules of platelets. A high affinity binding can occur with PSGL-1 (P-selectin glycoprotein 1), the constitutive natural ligand for P-selectin on leukocytes leading to rolling, thetering and cellular interactions with platelets and endothelial cells. These interactions may be of clinical importance in ischemia-reperfusion and in spontaneous or induced vascular injury. A recombinant P-selectin antagonist (rPSGL-Ig) in conjunction with thrombolytic therapy (tPA) has been demonstrated in pre-clinical studies to accelerate thrombolysis, reduce reperfusion injury, and reduce reocclusion. A multicenter, randomized trial was performed using rPSGL-Ig in combination with tPA in patients with AMI to determine if P-selectin antagonism can improve ST segment resolution and reduce infarct size.

Patients (n=598) who presented with ST elevation and chest pain <6 hours, and who were eligible for thrombolytic therapy were included in this trial. Three (3) doses of rPSGL-Ig were compared with placebo. Continuous 12-lead ST-monitoring was performed for the first 24 hours.  Infarct size and ejection fraction were determined by sestamibi-SPECT on day 7 and MUGA on day 30.  Clinical outcome was monitored for 6 months.




No differences were observed in baseline characteristics (age, sex, diabetes, MI location, time to tPA).
	rPSGL-Ig Dose
	0 mg
	5 mg
	25 mg
	75 mg
	p-value*

	N
	144
	148
	151
	155
	

	Time to ST Resolution (hr)#@
	2.0
	2.0
	2.2
	2.5
	0.008

	Infarct Size anterior (%LV)#
	26
	35
	37
	26
	NS

	Infarct Size other (%LV)#
	13
	9
	16
	13
	NS

	Ejection Fraction (%)#@
	52
	50
	51
	51
	NS

	Death/MI Day 30 (%)
	7
	2
	5
	7
	NS

	Death/MI Month 6 (%)
	8
	11
	10
	10
	NS

	Stroke (%)
	3.5
	2.0
	2.0
	1.3
	NS


  * Trend test. # time to tPA and @ MI location used as covariates.

 Conclusions: Although experimental research suggested a benefit of  P-selectin antagonism to improve thrombolysis and reduce infarct size, a randomized, dose-ranging trial, did not significantly improve ST resolution, infarct size or clinical outcomes. 

