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(3558) Phase 3 clinical trial of colchicine based on the registry in type 2 diabetic CAD patients with the
standardization and the quality management of the registry data.
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WBC < 5300 = 6400 = 7700 <
All 5300 WBC < 6400 WBC < 7700 WBC
n = 7608 n= 1821 n= 1979 n = 1830 n = 1978
Incidence rate of hospitalization for HF 3.28 (880) 2.63 2.89 3.35 4.27
Incidence rate of AMI 0.83 (233) 0.6 0.77 0.85 1.07
Incidence rate of stroke 1.32 (377) 127 1.33 1.19 1.52
Incidence rate of all-cause death 3.47 (1002) 3.1 2.88 3.26 4.69
Incidence rate of 3-point MACE (AM|/stroke/death) 5.05 (1396) 4.44 439 479 6.62
Incidence rate of 4-point MACE (death/AMI/stroke/HF) 7.17 (1857) 6.08 6.28 6.94 9.56

AMI, acute myocardial infarction; HF, heart failure; MACE, major adverse cardiovascular event; WBC, white blood cell.
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1. Phase 2 dose-ranging study of the anti-inflammatory drug colchicine in patients with type 2 diabetes
mellitus (T2DM) and coronary artery disease (CAD) with enhanced inflammatory response and
pharmacokinetics study of low doses of colchicine in healthy volunteers.

This research project initially aimed to conduct a phase 3 trial of the anti-inflammatory drug colchicine
in patients with T2DM and CAD based on the registry of patients. However, as there were no adequate
dose-ranging studies of its anti-inflammatory effect and safety in atherosclerotic patients, we decided to
conduct a pharmacokinetics study and phase II trials before conducting a phase 3 trial. We have
completed the pharmacokinetic study including the measurement of samples and analysis of data and
are in preparation for publication. Phase 2 dose-ranging studies were delayed due to the COVID-19

pandemic but were completed during FY2021 and data are currently being fixed and analyzed.

2. Development of a registry of patients with T2DM and CAD and analysis as a cohort study

The purpose of the development of the registry is to clarify the epidemiological background of patients
with T2DM and CAD with the increased inflammatory response and the risk of cardiovascular events for
assuming the number of patients required for the design of the phase 3 study. To date, about 12 000
patients have been enrolled and about 8 000 of them have been followed up for a median of 3.7 years and
analyzed.

The most important finding of this analysis is that even Japanese patients with CAD, who are considered
to have a relatively good prognosis, have a poor prognosis when complicated by diabetes, with many
events occurring during the 3.7-year observation period (7780 patients, 1030 deaths and 906 heart failure
hospitalizations).

The results also strongly suggest that even with good control of blood pressure, blood glucose, and LDL

cholesterol, the residual risk is still high and new therapeutic targets are needed to improve prognosis.

3. Development of a study protocol for a phase 3 study of the anti-inflammatory drug colchicine in patients
with T2DM and CAD with an increased inflammatory response based on the registry.
We identified inflammation as a plausible new therapeutic target by the analysis of the registry of
patients with T2DM and CAD. As shown in the table, the number of white blood cells (WBC), which is
assumed to reflect activation of WBC) was strongly associated with heart failure, death, and myocardial
infarction. Colchicine suppresses WBC activation and may improve prognosis in such patients. As in the

Phase 2 study, The protocol was developed from previous pharmacokinetic and pharmacodynamic studies,
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clinical trials in patients with coronary artery disease using endothelial function as an indicator, and the
aforementioned analysis of the registry as a cohort study. The dose will ultimately be determined pending
the results of the phase 2 study, for which a summary report will be completed in November 2022 but
based on the results of phase 3 studies reported during the conduct of this study (2019, 2020), no reason
was found to avoid 0.5 mg, and the study is planned to be conducted at 0.5 mg/day.

The study will compare patients with type 2 diabetes mellitus complicated by coronary artery disease
with an increased inflammatory response (white blood cell count >7000/uL), using colchicine (0.5 mg/day)
in addition to standard treatment, with no treatment. The primary endpoint is a composite of all-cause
mortality, myocardial infarction (non-fatal), stroke, hospitalization for onset or worsening of heart failure,
and unstable angina as an acute coronary syndrome. Assuming an average observation period of 3 years
and a one-sided alpha of 2.5%, the number of patients required to verify the superiority of the colchicine-
using group over the no colchicine group, assuming a Power of 80%, would require 450 patients per group

allowing for a 5% drop-out rate

Establishment of a research management system for conducting clinical trials based on the registry
Procedures for registration, the definition of variables, diagnostic criteria for outcomes, and procedures
in the site support office at each site were developed, and it was confirmed that the patient registration

system was operating appropriately, using SDV and other methods.

Standardization of registry data

Quality control appropriate to the purpose of using the registry as a research plan for clinical trials, as a
case collection platform, as a comparison group, etc. is necessary. In addition, standardization of the type
of data to be collected and the data for case lists and analysis should be considered for use in future joint
research with pharmaceutical companies and academia. In this study, a methodology was proposed to
prepare the actual registry data in a format for CDISC standards, leading to efficient use of the data in
future applications for approval and meta-analyses using the registry data. In addition, the organized
information on quality management in observational studies involving registries, including data quality
management based on the CDISC standards, could provide a methodology to enhance the reliability of
the registry.



