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A multi-center, single-arm clinical study of the efficacy and safety of

rituximab in CIDP patients with [gG4 autoantibodies
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1gG4 autoantibody-positive chronic inflammatory demyelinating polyradiculoneuropathy (CIDP)
is a phenotype resistant to existing therapeutics (corticosteroids, plasmapheresis, and 1VIg) and severely
disrupt daily life. Currently, while long-term and high-dose corticosteroid maintenance or frequent plasma
exchanges might bring a favorite course, the former is associated with side effects, and the latter requires
hospitalization for an extended period; long-term disease control is difficult. In particular, the efficacy of
IVIg is inferior, and the need to develop novel therapies has been critical.

Rituximab, our investigational drug, can be administered once a week for four courses to complete
the treatment and selectively suppress the CD20 positive B cells that produce various antibodies for the long
term. Hence, we decide to determine the efficacy of rituximab for mainly IgG4 autoantibody-positive CIDP.
The primary endpoint is improvement in functional outcome assessed using the adjusted Inflammatory
Neuropathy Cause and Treatment Disability Scale (INCAT) score at 26, 38, or 52 weeks after the start of
treatment with rituximab in patients with CIDP and anti-paranodal protein antibodies. The secondary and
explorative endpoints are nerve conduction study (CMAPs, motor CV, and DL), grip strength by Matin
vigorimeter, R-ODS, Medical Research Council Sum Score, CSF protein, IgG4 autoantibody titer, CD
marker (CD3/19/20), and serum NF-L, etc.

After the PMDA consultation meeting and the Nagoya University Hospital IRB review in December
2018, we submitted the Clinical Trial Notification in January 2019. The four investigational sites (Nagoya
University, Chiba University, Yamaguchi University, and Kyushu University) share responsibility for the
induction and evaluation. The National Defense Medical College measures 1gG4 autoantibodies and IgG
subclasses by ELISA. Besides, we also completed the public registration (jJRCT: 2041180037, UMIN:
000035753, ClinicalTrials.gov: NCT03864185). Finally, we registered the first case at Nagoya University in
March 2019.

Since [gG4 subclass autoantibody-positive CIDPs are extremely rare, we conduct a double-blind
comparative study as a investigator-initiated clinical trial. Currently, the drug administration has been
completed in all targeted cases (25 cases). Still, many practical cases have been experienced. We are going
to complete the final evaluation up to the end of second quarter in 2021. After that, we will fix whole data
of this trial and statistic procedures will finalize in the second half of 2021, and a summary report will be
completed by the end of 2021. Based on the study results, we will plan to discuss the possibility of
submitting a new drug application with Zenyaku Kogyo Co.



