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The effect of Rho inhibitors in post cardiac arrest syndrome using a mouse model
of cardiac arrest

Nakayama, Shin
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Using a mouse model of cardiac arrest and resuscitation (CPR), we tested
whether the Rho kinase inhibitor fasudil could reduce brain tissue damage and brain and lung edema
after CPR. Fasudil administration reduced post-CPR survival in a dose-dependent manner. Fasudil 20
mg/kg after CPR reduced cerebral edema 24 hours after resuscitation. However the effect was no
longer seen in 48 hours. Each dose did not reduce lung water content. Genetic analysis using RNA
sequencing showed that fasudil treatment caused vascular endothelial damage, promoted cell
migration, disrupted the extracellular matrix, produced hydrogen peroxide, activated the
inflammatory cytokine IL-17, promoted tumor necrosis factor TNF, inhibited activin suppression of
activin, and generally increased the expression of genes that induce inflammation.

Fasudil administration was not found to reduce post-resuscitation syndrome.
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1. Summary of physiologic variables (Mean + SD)

Control Fasudil 10mg Fasudil 20mg Fasudil 40mg

) 85+ 21 76 + 17 83 + 26 79+ 21

8.3+ 0.8 7.7+ 0.6 8.3+ 0.5 8.2+ 0.5
((THs))

() 146+ 1.7 16.1* 46 13.7% 2.8 14.9+ 3.2

48 90 10mg/kg 90
20mg/kg 70 40mg/kg 50
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