Selective inhibition of CPU reduces microvascular thrombosis in
experimental rat stroke model
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Significant CPU generation upon ischemia induction AZD9684 administration results in complete inhibition of CPU activity
A B
CPU generation was observed in all saline treated animals (green) immediately after The clear CPU generation observed in the tMCAO model after saline (green) or tPA
ischemia induction with peak activity shortly after treatment cessation. CPU generation was (red) administration was completely inhibited by addition of AZD9684 (purple and
even observed in saline treated animals without direct thrombogenic stimulus (tMCAQO). tPA blue).
W administration resulted in higher CPU activities (red) that were comparable with levels
= observed in humans. In sham operated rats (black), there was no significant CPU generation.
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Concomitant proCPU consumption was observed with minimal proCPU levels shortly after

treatment cessation in both saline (green) and tPA-treated (red) animals. There was a clear There was a tendency towards reduced brain edema upon inhibition of the CPU
upregulation of proCPU at 24 h in animals that were subjected to ischemia that was absent system, but this was only significant in combination with tPA administration (A).
in sham operated rats (black). This might be due to thrombo-inflammation and proCPU CPU inhibition reduced fibrinogen depositions in brain homogenates (B). One-Way
being an acute phase protein in rodents. ANOVA with Holm Sidak’s multiple comparisons test. *: P<0.05

e CPU generation and concomitant proCPU consumption were observed in rat models of acute ischemic stroke
 Also in saline treated animals: so far not observed in humans

* Alsoin a tMCAO model without thrombogenic trigger: Might impl oing microvascular thrombosis

* There was a reduction of fibrinogen deposition after AZD9684 administration but a significant reduction of brain edema was not observed except
after co-administration of tPA: Suggests reduction of microvascular thrombosis by selective CPU inhibition
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