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Significance, purpose and methods of research and development
In microscopic polyangiitis (MPA) and granulomatosis with polyangiitis (GPA), IL-6 plays an important role in the
pathogenesis of the disease, according to previous reports and data from the principal investigators. Glucocorticoid (GC) plus
intravenous cyclophosphamide pulse (IVCY) or GC plus rituximab are recommended for remission induction treatment of
ANCA -associated vasculitis. However, the use of TCZs is expected to have the potential to establish a less GC-dependent
AAV treatment regimen. In this study, the efficacy and safety of intravenous TCZ plus GC in patients with MPA and GPA
with high disease activity is compared with that of IVCY plus GC, which is one of the standard treatments in Japan, to obtain
regulatory approval of TCZ for MPA and GPA.
Patients with MPA and GPA are randomly allocated to the TCZ and IVCY groups. The number of patients required is

24 in each group. The primary endpoint is achievement of Birmingham Vasculitis Activity Score v3 = 0 and a prednisolone
(PSL) dose of 7.5 mg/day at week 20 and 24. in the TCZ group, TCZ is given every 2 weeks until week 16 and every 4 weeks
thereafter. In the IVCY group, azathioprine is given after 3-6 IVCYs until 52 weeks; PSL is started at 0.8 mg/kg/day in both
groups and reduced according to schedule. Secondary endpoints are safety and efficacy up to 52 weeks. The target number of
patients enrolled is 48 (44 as the number of patients administered the study drug required for the full analysis set analysis).
The efficacy of TCZ in this trial will lead to the world's first approval of TCZ for MPA and GPA; it is expected that TCZ will
be positioned as the new standard remission induction and maintenance therapy and used as one of the first-line therapy.
1) Study participating sites and subject enrolment
We added five additional sites as implementing medical centres, bringing the total number of sites from 14 sites and 15
departments to 19 sites and 20 departments. In addition, although the initial plan was to achieve the target number of
registrations by July 2021, the registration period was eventually extended to the end of August 2022.
2) Cooperation and collaboration with relevant pharmaceutical companies

In order to use TCZ, CY and azathioprine as investigational drugs in this clinical trial, a memorandum of understanding was
concluded with relevant pharmaceutical companies, and investigational drugs and safety information were provided by each
company. Chugai Pharmaceutical Co Ltd has agreed to apply for regulatory applications using the data obtained from this
clinical trial.
3) Clinical trial implementation
A Clinical Trial Coordination Secretariat was set up at the site of the Principal Investigator with the cooperation of CTD Ltd.
The management and dispatch of investigational drugs, clinical testing and statistical analysis were outsourced.
4) Implementing the clinical trial in registered cases
The clinical trial is being implemented appropriately in accordance with the protocol and GCP ordinance. The last day of
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enrolment was 19 August 2022, and the follow-up of the patients is scheduled to be completed in October 2023 (as blood
sampling will be conducted two months after the end of the study drug administration). Safety information management,
monitoring and auditing are being conducted appropriately in accordance with GCP ordinances, and data management is being
carried out in cooperation with EP Cruise Ltd. and the Clinical Trial Coordinating Secretariat. Data will be fixed in December
2023.

5) Preparation of the comprehensive report

As mentioned above, the preparation of a comprehensive report, which is the research results of this clinical trial, is scheduled

for the end of 2023.



