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A double-blind, placebo—controlled, randomized clinical trial of
Fasudil for refractory coronary vasospasm during cardiac

catheterization/treatment
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A double-blind, placebo-controlled, randomized clinical trial of Fasudil for refractory coronary

vasospasm during cardiac catheterization/treatment

Rho-kinase is one of the effectors of small guanosine triphosphate-binding protein Rho, which enhances
myosin light chain phosphorylation by inhibiting the myosin-binding subunit myosin phosphatase, leading
to vascular smooth muscle cell hypercontraction. Additionally, accumulating evidence has indicated that
Rho-kinase plays a central role as a molecular switch in the pathogenesis of coronary vasomotion
abnormalities. Fasudil, a specific Rho-kinase inhibitor, was highly effective in preventing acetylcholine-
induced coronary artery spasm and resultant myocardial ischemia. From a therapeutic point of view,
nitrates are extremely effective for coronary spasms, but they are not very successful in patients with
refractory coronary spasms. Although a greater effect of fasudil would be expected in patients with
refractory coronary vasospasm, the treatment coverage with fasudil includes only cerebral vasospasm in the
acute phase of subarachnoid hemorrhage. Thus, to prove the usefulness and safety of intracoronary fasudil
for patients with refractory coronary vasospasm, we conducted a multicenter and placebo-controlled double-
blind study. We evaluated 26 patients with refractory coronary vasospasm defined as those which become
persist after intracoronary administration of 5mg of isosorbide dinitrate during cardiac
catheterization/treatment. They were randomly assigned to receive either fasudil (30mg, intracoronary
administration over 1 to 3 minutes, n=11) or saline (n = 15), and 10 patients in the fasudil group and 13
patients in the saline group were finally analyzed. The patient characteristics including age, sex, coronary
risk factors, and laboratory data were comparable between the two groups. Importantly, the proportion of
patients who obtained the relief of refractory coronary spasm after intracoronary fasudil or saline was almost
the same (the fasudil group 90.0% vs. the saline group 92.3%, P=0.82), while serious adverse events
including all-cause death were not observed in both groups. In conclusion, it was difficult for us to prove
the beneficial effect of fasudil in the relief of refractory coronary vasospasm objectively with this study
design, whereas we could clarify the safety of intracoronary administration of 30mg of fasduil.
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