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(Fl1—1)

[ 8. A method of treating a patient suffering from ischemia or
hypoperfusion in an internal organ as a result of trauma, insult or
hemorrhagic shock comprising the intravenous administration to the
patient of about 10 to about 3000 w g/kg, based on patient body
weight, of nalmefene in an injectable vehicle subsequent to the
onset of ischemia or hypoperfusion in the organ.

14. A method according to Claim 8 wherein the internal organ is a
kidnc;z, small bowel, |iver or lung. ] (k18 ~14)

(BR30)
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(Fl1—2)
FEXAMPLE 1

Hepatic (Splanchnic) Ischemia

FFKIE8IZEHEHD

Sprague-Dawley rats (ten per dosage group) weighing 250-300 grams,
were subjected to 40 minutes of warm ischemia after cross—clamping
of the hepatic hilum (hepatic artery and portal vein, respectively)
. Each animal received an intravenous injection of vehicle (for
control) , naloxone or nalmefene immediately after release of the
vascular clamps. Intravenous fluids based on Ringer's lactate (15
ml/kg) were given. The animals were followed for 24 hours and
survival evaluated. The 24-hour survival data for each dosage group
is set forth in Table 1 below. Survival of animals at 48 and 72
hours post ischemia was identical to 24-hour results, i.e. no

additional animals died.

TABLE 1
% Survival (24 hr post ischemig
50 10
DOSE (ug/kg) 100 50
Control 50 gg ig
Naloxone 60 o -+
Nalmefene 80%*
*p < 0.05
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[EXAMPLE 3

Renal Ischemia

The methodology of Example 1 was followed, but the animals were
subjected to 60 minutes of warm ischemia after clamping of the renal
artery and vein. 10 animals per dosage group subsequently received
either 50, 100 or 200 ug/kg of vehicle, naloxone or nalmefene. The
survival rates, evaluated 72 hours after reperfusion, are set forth
in Table 4.

TABLE 4




DOSE  (rg/kg) 50 109 =20

Control 30 :g gg
Naloxone 30 o 0%
Nalmefene 50

*Significant relative to control (p <0.05)
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