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Figure 1. Compound A, incorporating a secondary amine on the right-hand ring,
shows substantially 100% inhibition of platelet aggregation (0 ohms of signal) for
24 hours in an ex-vive cynomolgus monkey model after oral administration of 0.1
mg/Kg of the drug.
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Figure 2. Compound B, Incorparating a tertiary amine on the right-hand ring,
shows poor irhibition of platelet aggregation in the ex-vivo cynomolgus monkey
model after oral administration of 0.5 mg/Kg of the drug. Note that Compound A
of Figure 1 was dosed at anly 0.1 mg/Kg.
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Figure 3, Compound C shows substantially 100% inhibition of platelet aggregation
for 24 hours in the ex-vivo cynomolgus monkey model after oral administration of
0.1 mg/Kg of the drug. This study demonstrates that the position and choics of
phenyl substituents can be varied simultaneously withaut significant loss of platalet
aggregation (ortho-cyano for Compound C in lieu of meta-flucro for Compound A).
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Figure 4, Compound D shows short term near 100% inhibition of platelet
aggregation for 24 hours in the ex-vivo cynomolgus monkey madel after oral
administration of 0.1 mg/Kg of the drug.



'
~

515

4Q

!I
L
— -NTav'
vormp 4ED
E 30- 0.1mp A g
=
&
g i
~ 20
< N
=) SCH 581073
2.
5 10
<
.\
(s} .\.—‘_o .0 ~— —-a
0 6 12 18 24

Time (hr)

Figure 5. Compound E shows substantially 100% inhibition of platelet aggregation
for 24 hours in the ex-vive cynomolgus monkey model after oral administration of
0.1 mg/Kg of the drug.



