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Effects of the Angiotensinll AT, Receptor Antagonist SK-1080 on
Ischemia/reperfusion in Isolated Rat Hearts and on Platelet
Aggregation and Coagulation in Human Blood
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Abstract — SK-1080 is one of the newly developed orally active nonpeptide angiotensinll AT;-receptor
antagonist that selectively acts at AT, receptor with high affinity. The cardiac effect on ischemia/reperfusion
injury of SK-1080 was compared with those of losartan, a prototype of this class, in isolated rat hearts. Iso-
lated perfused rat heart was pretreated with drug for 10 min and then subjected to global ischemia for 30
min followed by reperfusion with- or without drug for 30 min. The possible additive effect of SK-1080 on
the platelet aggregation and coagulation in human blood was also studied. We investigated whether SK-
1080 effects the platelet aggregation induced by ADE a platelet agonist partially dependent on
thromboxaneA,. The clotting times in the prothrombin time (PT) and activated partial thromboplastin time
(APTT) were also examined in human plasma in vitro as coagulation screening test. SK-1080 improved
reperfusion function (LVDP, left ventricular developed pressure; PRE rate-pressure product) in a dose-
dependent manner. SK-1080 reduced ADP-induced platelet aggregation compared with vehicle but less
than losartan, and did not affect clotting times.

Keywords [] Angiotensinll, AT,-receptor antagonist, SK-1080, ischemia/reperfusion injury, platelet
aggregation, clotting time.
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Fig. 1 -The experimental protocol.
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Fig. 2 — Effects of infusion (10 minutes) of SK-1080 and
losartan on LVDP in isolated perfused rat hearts.
Each point and vertical bar represent mean =+
S.D. (n=5). *p<0.05, **p<0.01 versus vehicle
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Fig. 3 —Effects of infusion (10 minutes) of SK-1080 and
losartan on RPP in isolated perfused rat hearts.
Each point and vertical bar represent mean *
S.D. (n=5). *p<0.05, **p<0.01 versus vehicle
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Fig. 4 — Effects of infusion (10 minutes) of SK-1080 and
losartan on coronary flow in isolated perfused rat

hearts. Each point and vertical bar represent
mean £ S.D. (n=5).
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Fig. 5 — Effects of infusion (10 minutes) followed by re-
perfusion with- or without SK-1080 for 30 min on
LVDP in isolated perfused rat hearts. Each point
and vertical bar represent mean + S.D. (n=5).
*p<0.05 versus two groups
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Fig. 6 — Effects of increased concentration of SK-1080 or
losartan on ADP (6M)-induced human platelet
activation. Each point and vertical bar represent
mean £ SEM. (n=7) *p<0.01 versus vehicle.
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A A el UArk(Table ). &=l wh&
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1 38 A A ol LVDP FE-&2 SK-1080
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2. RPP= SK-10802 s%7F 1, 10, 100, 1000
nMO & 7155 RPP A% A9 YA F713t
20w (p<0.05) SK-10800] 10, 100, 1000 nMS} &
o)A losartan®th Z2; 2.86, 1.77, 2434 =LA 1}
Epsitt.

3. ABFA W} EFFE T5 YA ST
S BEFA ke o FRoME FoA e
FEE vAA] W3t

4. SK-1080% 3¥ A 102 E<+ Agslgls o

Table I - Effects of SK-1080 or losartan on prothrombin time (PT) and activated partial thromboplastin time (APTT) in

human plasma(mean + S.E.M.)

SK-1080 losartan
PT (sec) APTT (sec) PT (sec) APTT (sec)
vehicle 13.9 £ 0.5 304 £ 1.0 13.9 £ 0.5 394 £ 1.0
0.1 uM 129 £ 0.9 39112 134 £ 0.5 395 * 0.9
1 uM 13.4 £ 0.8 385 £ 09 14.2 £ 0.2 37 £0.7
10 uM 139 = 0.6 379 £ 13 140 £ 05 389 £ 0.8
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