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Although CAD mortalities of Japanese patients with CAD are deemed relatively low, our
analysis of registry of CAD patients with type 2 diabetes (n=8000) showed high residual
risk and limited value of intensive risk factor control in such patients under the standard
treatment and suggested newer interventions are apparently necessary.From the
pathophysiological studies so far, “inflammation” has been regarded as the main mechanism
of arteriosclerosis, while a treatment specifically targeting “inflammation” has not been
developed so far. Colchicine has an anti—-inflammatory effect that contributes to
suppression of progression of arteriosclerosis through inhibition of leukocyte activation,
and a few clinical trials showed that colchicine improved cardiovascular outcome. Analysis
of our registry also showed the association between leukocyte count as an indicator of
leukocyte activation and cardiovascular event risk, suggesting that inhibition of leukocyte
activation by colchicine is promising as a therapeutic drug candidate

Our research project, therefore, is translational research for additional Indication of
cochicine as a cardiovascular event inhibitor. We have done the pharmacokinetic (PK) study,
the pharmacokinetic / pharmacodynamic (PKPD) study and the pilot study assessing effect
of colchicine on endothelial function in CAD patients. We also finalized the study protocol
of Phase 2 dose finding study and prepared the trial drug

The PK study showed that colchicine accumulated in the leukocytes revealed different
pharmacokinetics from blood with a longer elimination half-life as much as 40 hours. it
was considered necessary to conduct a dose finding study to evaluate the effectiveness of

low dose.



The PKPD study showed that Colchicine 0.5mg/day inhibited FFA induced leukocyte activation
up to 48 hour after the last administration in humans and that Pharmacokinetics of
colchicine in polymorphonuclear cells appeared to be associated with this anti-inflammatory
effect of colchicine

FMD study showed colchicine at 0.5mg per day for 1 week improved endothelial function
assessed by FMD in CAD patients with higher leukocyte count (>7500). This result suggests
that colchicine may

We are about to start phase 2 dose finding study as a physician—initiated clinical trial

for approval soon.
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