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Abstract

Background: Chronic inflammatory demyelinating polyradiculoneuropathy (CIDP) is an immune-mediated peripheral neuropathy
that is currently classified into several clinical subtypes, which are presumed to have different pathogenic mechanisms. Recently,
studies identified a subgroup of patients with CIDP who were positive for IgG4 autoantibodies against paranodal proteins, such
as neurofascin-155 and contactin-1, who respond poorly to first-line therapies for typical CIDP, including intravenous
immunoglobulin therapy.

Objective: This study aims to evaluate the efficacy and safety of intravenous rituximab according to IgG4 autoantibody status
in patients with refractory CIDP.

Methods: The Evaluation of the Efficacy and Safety of Rituximab in Refractory CIDP Patients with IgG4 Autoantibodies in
the Exploratory Clinical (RECIPE) trial consists of 2 cohorts: a multicenter, placebo-controlled, randomized study cohort of 15
patients with IgG4 autoantibody-positive CIDP (rituximab:placebo = 2:1) and an open-label trial cohort of 10 patients with
antibody-negative CIDP. The primary endpoint is improvement in functional outcome assessed using the adjusted Inflammatory
Neuropathy Cause and Treatment Disability Scale score at 26, 38, or 52 weeks after the start of treatment with rituximab in
patients with CIDP and anti-paranodal protein antibodies. Secondary outcome measures include grip strength, manual muscle
testing sum scores, results of nerve conduction studies, and other functional scales.

Results: We plan to enroll 25 cases for the full analysis set. Recruitment is ongoing, with 14 patients enrolled as of January
2020. Enrollment will close in September 2020, and the study is planned to end in December 2021.
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Conclusions: This randomized controlled trial will determine if rituximab is safe and effective in patients with anti-paranodal
antibodies. An open-label study will provide additional data on the effects of rituximab in patients with antibody-negative CIDP.
The results of the RECIPE trial are expected to provide evidence for the positioning of rituximab as a pathogenesis-based
therapeutic for refractory CIDP.

Trial Registration: ClinicalTrials.gov NCT03864185, https://clinicaltrials.gov/ct2/show/NCT03864185 ; The Japan Registry
of Clinical Trials jRCT2041180037, https://jrct.niph.go.jp/en-latest-detail/jRCT2041180037

International Registered Report Identifier (IRRID): DERR1-10.2196/17117

(JMIR Res Protoc 2020;9(4):e17117) doi: 10.2196/17117
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Introduction

Chronic inflammatory demyelinating polyradiculoneuropathy
(CIDP) is an acquired demyelinating peripheral neuropathy
characterized by weakness and sensory disturbance in the
extremities that develops over a period of at least 2 months. The
current diagnostic criteria for CIDP were published by the
European Federation of Neurological Societies/Peripheral Nerve
Society (EFNS/PNS) and include clinical and
electrophysiological findings with supporting features that
strengthen the diagnosis [1-4]. The global prevalence of CIDP
diagnosed using these criteria is around 3 per 100,000
population, and it is considered an orphan disease. However,
the etiology of CIDP has not been fully clarified, and a
biomarker reflecting its pathogenesis is lacking, so the exact
prevalence remains uncertain [5-10]. One of the reasons why
the etiology remains unclear might be the diagnostic
vulnerability of CIDP. Although the EFNS/PNS criteria identify
the typical form and 5 atypical forms by phenotype, there is no
biomarker that explains each phenotype. Moreover, although a
wide range of cellular and humoral autoimmunity factors are
associated with CIDP onset, there is no specific immune
mechanism that corresponds to each atypical CIDP subtype,
although macrophages are assumed to be the main effector in
typical CIDP.

Autoantibodies targeting myelin components, inflammatory
cytokines, and the complement pathway are assumed to be the
humoral factors modifying immune status in CIDP. Although
many autoantibodies against various myelin antigens, such as
P0, PMP22, Cx32, beta-tubulin, LM1, and sulfatide, have been
investigated, none has been implicated in the pathogenesis of
CIDP [11,12]. Autoantibodies that target contactin-1 (CNTN1),
neurofascin-155 (NF155), and contactin-associated protein 1
(CASPR 1) have been identified in patients with slowly
progressing CIDP phenotypes. The anti-CNTN1 antibody has
been identified in only a small percentage of patients with CIDP,
the anti-NF155 antibody has been identified in approximately
10%, and the anti-CASPR 1 antibody appears to be very rare
[13-15]. Most anti-NF155 antibody–positive patients tend to
develop tremor and sensory ataxia with distal weakness and
muscle atrophy. They also have extremely high cerebrospinal
fluid protein levels (usually >200 mg/dL), and
gadolinium-enhanced magnetic resonance imaging shows severe
swelling of the nerve roots or plexus. CIDP with anti-NF155

and anti-CNTN1 antibodies have several clinically similar
characteristics. However, compared with anti-NF155–positive
patients, anti-CNTN1–positive patients are relatively older at
disease onset and have more rapid disease development.
Approximately 70% of patients with these immunoglobulin
(Ig)G4 autoantibodies are resistant to first-line therapies, such
as intravenous immunoglobulin (IVIg) [13,14,16-18]. IVIg has
immunomodulatory activity via several mechanisms, including
immune regulation by macrophages or antigen-presenting cells
via Fc receptors and idiotypic antibodies, suppression of
activating cytokines, and the complement pathway. However,
it would be inappropriate to induce Igs to inhibit
complement-associated pathogenesis in patients with IgG4
autoantibody–positive CIDP because IgG4 lacks a
complement-binding site and has no or limited ability to activate
the classical complement pathway. Moreover, IVIg has been
found ineffective as initial treatment for IgG4
autoantibody–positive CIDP. Long-term use of corticosteroids
is challenging because of adverse reactions, including
susceptibility to infection, osteoporosis, abnormal glucose
tolerance, hyperlipidemia, and, possibly, psychiatric symptoms
and insomnia. Plasmapheresis is a first- or second-line
therapeutic strategy for CIDP but is difficult to implement as
maintenance therapy because of high costs and safety issues
associated with vascular access and fluctuations in plasma
circulation. Therefore, novel therapeutics that can achieve
long-term suppression of pathogenic antibodies are needed for
IgG4 autoantibody–positive CIDP. Rituximab, a chimeric
anti-CD20 monoclonal antibody, selectively depletes B cells
and might suppress production of antibodies by inhibiting their
differentiation into plasma cells. Also, some case reports suggest
that rituximab is effective in refractory CIDP [19-29]. However,
all these reports were retrospective and uncontrolled, and there
is little evidence to suggest that rituximab is effective for IgG4
autoantibody–positive CIDP [30-32]. Moreover, the efficacy
of rituximab has been proven in other IgG4 diseases such as
anti-muscle-specific tyrosine kinase (MuSK) myasthenia gravis
[33,34].

Therefore, we planned this prospective clinical trial to
investigate the efficacy of rituximab in refractory IgG4
autoantibody–positive CIDP by comparing with placebo in IgG4
autoantibody–positive patients and with rituximab in IgG4
autoantibody–negative patients as a reference. This
investigator-initiated clinical trial has been named “The
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Evaluation of Efficacy and Safety of Rituximab (Genetical
Recombination) in Refractory Chronic Inflammatory
Demyelinating Polyneuropathy (CIDP) Patients with
Immunoglobulin G4 (IgG4) Autoantibodies in the Exploratory
Clinical Trial” (RECIPE trial). The design of the trial was
developed in consultation with and approved by the
Pharmaceuticals and Medical Device Agency (PMDA), which
is responsible for reviewing new pharmaceuticals in Japan.

Here, we provide the detailed design of this investigator-initiated
clinical trial in refractory CIDP patients with or without IgG4
autoantibodies as an exploratory study in Japan (the RECIPE
trial).

Methods

Objectives and Endpoints
The primary objectives of the RECIPE trial are to evaluate the
efficacy and safety of intravenous rituximab in patients with
refractory CIDP according to their IgG4 autoantibody status.
This trial consists of a multicenter, placebo-controlled,
randomized, double-blind, parallel-group, comparative study
in 15 patients with CIDP and IgG4 autoantibodies (CNTN1 or
NF155) who will be allocated to a rituximab group (n=10) or
a placebo group (n=5) and an open-label study in 10 patients
with IgG4 autoantibody–negative CIDP. The outline of this
study is shown in Figure 1.

Figure 1. Measurement schedule. CNTN!: Contactin-1; CSF: cerebrospinal fluid; IgG4-Ab: immunoglobulin G4 antibodies; INCAT: Inflammatory
Neuropathy Cause and Treatment; MRC: Medical Research Council; NF155: Neurofascin-155; R-ODS: Rasch-built Overall Disability Scale.

The primary endpoint is improvement in the adjusted
Inflammatory Neuropathy Cause and Treatment (INCAT)
Disability Scale score at 26, 38, or 52 weeks after the start of
treatment. Efficacy is based on the effectiveness rate, which is
the proportion of patients who achieve the primary endpoint of
≥1-point improvement in the INCAT Disability Scale score
compared with baseline. Our specific hypothesis is that the
effectiveness rate will exceed a prespecified threshold of 15%
in patents with IgG4 autoantibody–positive CIDP in the
rituximab-treated group. The data from patients with IgG4
autoantibody–negative CIDP will serve as a reference.

Study Population
The RECIPE trial will investigate the efficacy of rituximab in
patients with refractory IgG4 autoantibody–positive and IgG4
autoantibody–negative CIDP. Anti-NF155 and anti-CNTN1

autoantibody status will be confirmed by enzyme-linked
immunosorbent assay as described in the literature [17,35].

Inclusion Criteria
Patients who meet the following criteria are eligible to
participate:

1. CIDP diagnosed according to the modified EFNS/PNS
criteria [1-4] prior to enrollment

2. Positive or negative serum IgG4 autoantibody (CNTN1 or
NF155) status confirmed prior to enrollment

3. CIDP refractory to treatment with corticosteroids for 12
weeks and IVIg for 8 weeks prior to enrollment or unable
to receive or continue treatment with corticosteroids and
IVIg

4. Total adjusted INCAT Disability Scale scores of 2 to 8 at
both preliminary enrollment and enrollment, with no
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decrease in total score between preliminary enrollment and
enrollment

5. Age ≥12 years
6. Able to provide voluntary written consent after receiving

adequate information about the study (for children aged 12
to 15 years, consent will be obtained from an acceptable
representative, and informed assent will be obtained from
the patient)

Exclusion Criteria
Patients are excluded for any of the following reasons:

1. Any differential diagnosis defined in the modified
EFNS/PNS diagnostic criteria [1-4]

2. Initiation or an increased dose of corticosteroids within 12
weeks before enrollment

3. Initiation or an increased dose of IVIg within 8 weeks
before enrollment

4. Plasmapheresis within 8 weeks before enrollment or disease
refractory to 8 weeks of plasma exchange or
double-filtration plasmapheresis

5. Initiation or an increased dose of an immunosuppressant
(ie, azathioprine, cyclophosphamide, cyclosporine,
mycophenolate mofetil, interferon-alpha, interferon-beta,
etanercept, methotrexate, mitoxantrone, alemtuzumab,
cladribine, tacrolimus, or fingolimod) within 12 weeks
before enrollment

6. History of hematopoietic stem cell transplantation
7. Previous treatment with rituximab
8. Participation in another clinical study within 3 months

before enrollment or current participation in another study
9. Poorly controlled diabetes (hemoglobin A1c ≥7%)
10. Suspected or confirmed infection requiring systemic

treatment with an antimicrobial, antifungal, or antiviral
agent at enrollment

11. Positive for hepatitis B surface antigen or antibody, hepatitis
B core antibody, hepatitis C virus antibody, or HIV or
human T-cell lymphotropic virus-1 antibody positivity at
enrollment

12. Leukopenia (<2000/mm3), neutropenia (<1000/mm3), or

lymphopenia (<500/mm3) at enrollment
13. History of severe hypersensitivity or anaphylactic reaction

to any of the ingredients in the investigational drug or
murine protein-containing products

14. Severe comorbidity (eg, hepatic, renal, cardiac, lung,
hematologic, or brain disease)

15. Pregnancy or potential for pregnancy, lactation, or
unwillingness to use contraception during the study period

16. Deemed unsuitable for participation by an investigator or
sub-investigator

Regarding item 11, patients with positive hepatitis B surface
antibody or core antibody can be enrolled when a hepatitis B
virus-DNA test is negative (below the limit of detection), and

hepatitis B virus-DNA and aspartate/alanine transaminase levels
are monitored at fixed intervals.

Registration and Randomization
The investigators obtain written informed consent from all
patients who are potentially eligible for the study. After
confirmation of inclusion criteria 4 to 6 and exclusion criteria
1, 6, 7, and 13 to 16, patients are preliminarily enrolled via an
electronic data capture system (Viedoc™, PCG Solutions Ab.
Uppsala, Sweden). At the second screening, the investigators
check all the inclusion and exclusion criteria. Patients confirmed
to have IgG4 autoantibody–positive CIDP are randomly assigned
to the rituximab group or the placebo group at a ratio of 2:1
using the stratified permuted block method according to their
adjusted INCAT Disability Scale score (2 to 4 or 5 to 8). Patients
with IgG4 autoantibody–negative CIDP are automatically
allocated to the rituximab group.

Investigational Treatment

Rituximab 375 mg/m2 or placebo is administered intravenously
once weekly for 4 weeks. This is the same dosage as used in
previous studies involving CIDP patients treated with rituximab
[20-25,27,30,31]. This dosage is also the same as that used in
a phase I/II trial that showed peripheral B cells (CD20-positive)
were adequately decreased in patients with B-cell non-Hodgkin's
lymphoma or nephrotic syndrome. The time taken for these
cells to return to their baseline level was at least 5-7 months in
that study.

Hematopoietic stem cell transplantation, plasma exchange
therapy (simple plasma exchange or double membrane
filtration), and any drug that could affect immune status is
prohibited during the trial in view of their potential to affect the
efficacy of rituximab. For the same reason, starting or increasing
the dose of corticosteroid, IVIg, or immunosuppressant therapy
is not permitted for the duration of the study.

Primary Endpoint
All participants are followed for 52 weeks after the first dose
of investigational medication (Table 1). All data are collected
via an electronic data capture system and checked according to
the data management and monitoring plan. Adjusted INCAT
Disability Scale score is used to evaluate lower (gait) and upper
extremity disorders; this tool has been used as an efficacy
endpoint in clinical investigations of IVIg as a treatment for
CIDP [36,37]. A change of ≥1 point in any of the items on this
scale is considered clinically significant in terms of the ability
to perform activities of daily living. Therefore, we selected a
change of ≥1 point in the adjusted INCAT Disability Scale score
as the primary endpoint. The primary analysis will compare the
adjusted INCAT Disability Scale scores recorded before
treatment (at enrollment) and those recorded at week 26, 38, or
52.

JMIR Res Protoc 2020 | vol. 9 | iss. 4 | e17117 | p. 4https://www.researchprotocols.org/2020/4/e17117
(page number not for citation purposes)

Shimizu et alJMIR RESEARCH PROTOCOLS

XSL•FO
RenderX

http://www.w3.org/Style/XSL
http://www.renderx.com/


Table 1. Protocol for data collection from each patient enrolled in the RECIPE trial.

ScreeningVisit

Week 52 or
withdrawal

Wek 38Week 26Week 12Week 4Weeks 1,
2, and 3

Adminis-
tration

Registra-
tion

Prelimi-
nary regis-
tration

±28±14±14±14±3–3–3–34 to –7up to –35Allowance (days)

Informed consent

xxAdministration of investigational drug

xxxHospitalization

xxBasic information

(eg, birth date, sex, body weight)

xxEligibility

xxPregnancy test

xxxxxxxxVital signsa

xxbxbOxygen saturation

xxxxxxxxHematologyc

xxxxxxxxBlood chemistryd

xOther blood testse

xxxxxxxxUrinalysisf

xxxxChest X-ray

xxxxxxhxhAdjusted INCATg Disability Scale

xxxxxxGrip power (vigorimeter) Left/Right

xxxxxxRasch-built Overall Disability Scale

xxxxxxMRC-SSi

xxxxxNerve conduction study

xxxxCSFj protein

xxxxlSerum autoantibodyk

xxxxSerum neurofilament light

xxxxxxB cell/T cell (whole blood, %)m

xxxHACAm,n

xxxxxxoxoxPharmacokineticsm

xxxxxxxxxConcomitant medication

xxxxxxxAdverse event(s)

aBlood pressure, pulse rate, and body temperature.
bMeasured within 30 minutes before the start of dose administration; immediately before a change in dosing rate, dose interruption, or dose reduction;
before dose administration is resumed; and within 10 minutes and 1 hour after the end dose administration.
cRed blood cell count, hemoglobin, hematocrit, white blood cell count, differential white blood count (basophils, eosinophils, neutrophils, lymphocytes,
and monocytes), and platelet count.
dBlood urea nitrogen, creatinine, lactate dehydrogenase, aspartate/alkaline transaminase, alkaline phosphatase, gamma glutamyl transpeptidase, total
bilirubin, direct bilirubin, creatine kinase, and C-reactive protein.
eGlycated hemoglobin, hepatitis B surface antigen, hepatitis B surface antibody, hepatitis B virus-DNA if needed, hepatitis B core antibody, hepatitis
C virus antibody, HIV antibody, and human T-cell lymphotropic virus-1.
fUrine protein, urine occult blood, urine glucose, and pH.
gINCAT: Inflammatory Neuropathy Cause and Treatment.
hIf more than 28 days has passed between provisional enrollment and enrollment.
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iMRC-SS: Medical Research Council Sum-Score.
jCSF: cerebrospinal fluid.
kFurther measurement is not required if not detected at screening.
lMeasured only once during the screening period.
mTest results are not disclosed during the study period.
nHACA: human anti-chimeric antibody.
oBlood is collected within 15 minutes before the start and after the end of dose administration.

Secondary, Exploratory, and Safety Endpoints
Secondary endpoints include grip strength, as measured using
a vigorimeter (left/right); the Rasch-built Overall Disability
Scale; Medical Research Council sum score; median, ulnar,
tibial, and peroneal motor nerve conduction studies, including
motor nerve conduction velocity and distal and proximal latency,
amplitude, and duration of the compound muscle action potential
after distal and proximal stimulation; protein levels in the
cerebrospinal fluid; B cell (CD19-positive and CD20-positive)
counts and T-cell (CD3-positive, CD4-positive, and
CD8-positive) counts; expression of human anti-chimeric
antibodies; and serum rituximab level.

The exploratory endpoints include serum antibody titers of
IgG4, serum antibody titers of anti-CNTN1 and anti-NF155
IgG subclasses, and serum neurofilament level.

The safety endpoints include adverse events and vital signs and
laboratory tests.

Sample Size
The trial includes patients with CIDP that is refractory to both
IVIg and corticosteroids or patients who are unable to receive
or continue these therapies. Most eligible patients would be
unlikely to achieve an improvement of ≥1 point on the adjusted
INCAT Disability Scale even if conventional therapies were
continued. An immunosuppressant (eg, cyclophosphamide,
azathioprine, or cyclosporine) is generally considered to be an
effective second-line treatment in about 30% of patients with
refractory CIDP [19]. However, no superiority has been
demonstrated for any specific agent, and no immunosuppressant
is approved for CIDP in Japan. Currently, no feasible treatment
approach can be recommended for patients enrolled in this study.
Therefore, the threshold effectiveness rate for the proportion of
patients achieving the primary endpoint of ≥1 point
improvement in the adjusted INCAT Disability Scale score was
conservatively assumed to be 15%, and the clinically expected
effectiveness rate was assumed to be 60% in patients with IgG4
autoantibody–positive CIDP in the rituximab group. Using
two-sided testing with P<0.05 regarded as statistically
significant, we estimated that 8 cases would be needed to
achieve 80% power. Accordingly, 10 patients with IgG4
autoantibody–positive CIDP will be enrolled for the rituximab
group, allowing for a 20% dropout rate.

The PMDA suggested inclusion of a placebo control group for
the patients who are IgG4 autoantibody–positive. We agreed
to include a placebo group of 5 patients for reference purposes
rather than for strict statistical comparison, given the rarity of
CIDP and feasibility considerations. The placebo group has
been designated as a reference group to confirm that the
estimated values do not deviate markedly from the defined

thresholds. Patients with IgG4 autoantibody–negative CIDP are
included in another reference group to compare their response
to rituximab treatment with that of patients with IgG4
autoantibody–positive CIDP. This reference group will consist
of 10 patients, which is the same as the number of patients with
IgG4 autoantibody–positive CIDP.

Statistical Analysis
All statistical analyses will be performed on an intention-to-treat
basis. The primary analysis will compare the adjusted INCAT
Disability Scale scores recorded before treatment (at enrollment)
with those recorded at 26, 38, or 52 weeks after the start of
treatment. We will calculate the proportion and 95% CI of IgG4
autoantibody–positive patients in the rituximab group who
achieve an improvement of ≥1 point at any of evaluation point
after 26 weeks, from baseline. The 95% CI will be calculated
using the Clopper-Pearson method. Continuous variables will
be analyzed using descriptive statistics, and categorical variables
will be calculated as the frequency and proportion. All statistical
analyses will be performed using SAS version 9.4 (SAS Institute
Inc, Cary, NC). All statistical tests will be two-sided. P values
<0.05 will be considered statistically significant.

Monitoring and Auditing
Monitoring and auditing will include systematic independent
examination according to the study protocol, applicable
regulatory requirements, and standard operating procedures.

Results

Ethics Approval, Trial Registration, and Current
Enrollment Status
The study protocol complies with the Declaration of Helsinki
[38] and the Pharmaceutical Affairs Act in Japan. This protocol
was also approved by the institutional review boards at the
following sites: Nagoya University Hospital (No. 302010),
Chiba University Hospital (No. 030033), Yamaguchi University
Hospital (No. 201901), and Kyushu University Hospital (No.
2018312).

The necessary information for the RECIPE trial has been
uploaded to ClinicalTrials.gov (NCT03864185, registered March
6, 2019) and the Japan Registry of Clinical Trials
(jRC2041180037, registered January 31, 2019).

The first patient completed registration in April 2019 and
received an investigational treatment in May 2019. Recruitment
of patients for the RECIPE trial is ongoing at the four
participating hospitals. As of January 2020, 14 cases have been
enrolled. The targeted accrual is 25 cases for the full analysis
set. Enrollment will close in September 2020, and the study is
scheduled to end in December 2021.
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Discussion

Overview
There have been some reports on the epidemiology of IgG4
antibody–positive CIDP [14,16,17]. This phenotypic subtype
presents as subacute or slowly progressive disease. The initial
disability tends to be distal acquired demyelinating symmetric
neuropathy, which sometimes progresses to the typical CIDP
phenotype. IgG4 antibody–positive CIDP is also characterized
by gait disturbance with sensory ataxia and fine tremor of the
hands. The protein level in cerebrospinal fluid is markedly
higher in IgG4 antibody–positive CIDP than in typical CIDP.
Furthermore, a relatively large proportion of patients with
antibody–positive CIDP present at a younger age. However,
they are resistant to conventional therapies, such as IVIg and
corticosteroids. Therefore, new therapies that can inhibit
production of pathogenic antibodies in the long term are
essential.

Rituximab can be expected to be effective in cases of refractory
CIDP [19-32]. Some of the phenotypic characteristics, for
example onset time, are different from those in

anti-CNTN1–positive patients and anti-NF155 patients;
however, patients with IgG4 autoantibody–positive CIDP have
several clinically common characteristics. Given its mechanism
of action, rituximab is likely to be effective in patients with
IgG4 autoantibody (anti-CNTN1 and anti-NF155)–positive
CIDP. Accordingly, we are planning to develop rituximab for
use in these patients and present here the protocol for the
exploratory study intended to secure approval of rituximab in
Japan. We have attended a consultation meeting with the PMDA,
which has agreed to the development strategy and initial design
of the RECIPE trial.

Conclusion
This article has described the design and protocol being used
in the RECIPE trial. We outlined the characteristics of patients
with IgG4 autoantibody–positive CIDP and discussed some
critical considerations for these patients. The RECIPE trial is
the first randomized controlled trial of rituximab for IgG4
autoantibody–positive CIDP. It is anticipated that the results
will lead to a pathogenesis-oriented therapeutic strategy that
can target specific phenotypes of CIDP and confirm the efficacy
of rituximab in refractory IgG4 autoantibody–negative CIDP.

Acknowledgments
We thank the staff at all the participating research facilities (Nagoya University Hospital, Chiba University Hospital, Yamaguchi
University Hospital, Kyushu University Hospital) for assisting with the recruitment of patients for this trial. We also thank the
staff of the National Defense Medical College Hospital for analysis of NF155 and CNTN1 autoantibody status and IgG subclass.
We are grateful to Zenyaku Kogyo Co, Ltd for providing the investigational drug (rituximab) and placebo, collection of safety
information, keycode registration, transportation of samples, and measurement of B-cell, T-cell, human anti-chimeric antibody,
and serum rituximab levels. We thank the Japan Agency for Medical Research and Development for its financial support of this
research (grant number JP19lk0201080), which is covering almost all the operational costs of this trial.

Conflicts of Interest
None declared.

References

1. Joint Task Force of the EFNS and the PNS. European Federation of Neurological Societies/Peripheral Nerve Society
Guideline on management of chronic inflammatory demyelinating polyradiculoneuropathy: report of a joint task force of
the European Federation of Neurological Societies and the Peripheral Nerve Society--First Revision. J Peripher Nerv Syst
2010 Mar;15(1):1-9. [doi: 10.1111/j.1529-8027.2010.00245.x] [Medline: 20433600]

2. Van den Bergh PYK, Hadden RDM, Bouche P, Cornblath DR, Hahn A, Illa I, European Federation of Neurological Societies,
Peripheral Nerve Society. European Federation of Neurological Societies/Peripheral Nerve Society guideline on management
of chronic inflammatory demyelinating polyradiculoneuropathy: report of a joint task force of the European Federation of
Neurological Societies and the Peripheral Nerve Society - first revision. Eur J Neurol 2010 Mar;17(3):356-363. [doi:
10.1111/j.1468-1331.2009.02930.x] [Medline: 20456730]

3. Joint Task Force of the EFNS and the PNS. Erratum of European Federation of Neurological Societies/Peripheral Nerve
Society Guideline on management of chronic inflammatory demyelinating polyradiculoneuropathy: report of a joint task
force of the European Federation of Neurological Societies and the Peripheral Nerve Society – First Revision. J Peripher
Nerv Syst 2010;15:373 [FREE Full text] [doi: 10.1111/j.1529-8027.2010.00291.x]

4. Van den Bergh PYK, Hadden RDM, Bouche P, Cornblath DR, Hahn A, Illa I, European Federation of Neurological Societies,
Peripheral Nerve Society. Corrigendum of European Federation of Neurological Societies/Peripheral Nerve Society Guideline
on management of chronic inflammatory demyelinating polyradiculoneuropathy: Report of a joint task force of the European
Federation of Neurological Societies and the Peripheral Nerve Society — First Revision. Eur J Neurol 2011 Apr;18(5):796
[FREE Full text] [doi: 10.1111/j.1468-1331.2011.03403.x]

5. Laughlin RS, Dyck PJ, Melton LJ, Leibson C, Ransom J, Dyck PJB. Incidence and prevalence of CIDP and the association
of diabetes mellitus. Neurology 2009 Jul 07;73(1):39-45 [FREE Full text] [doi: 10.1212/WNL.0b013e3181aaea47] [Medline:
19564582]

JMIR Res Protoc 2020 | vol. 9 | iss. 4 | e17117 | p. 7https://www.researchprotocols.org/2020/4/e17117
(page number not for citation purposes)

Shimizu et alJMIR RESEARCH PROTOCOLS

XSL•FO
RenderX

http://dx.doi.org/10.1111/j.1529-8027.2010.00245.x
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=20433600&dopt=Abstract
http://dx.doi.org/10.1111/j.1468-1331.2009.02930.x
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=20456730&dopt=Abstract
https://onlinelibrary.wiley.com/doi/epdf/10.1111/j.1529-8027.2010.00291.x
http://dx.doi.org/10.1111/j.1529-8027.2010.00291.x
https://onlinelibrary.wiley.com/doi/full/10.1111/j.1468-1331.2011.03403.x
http://dx.doi.org/10.1111/j.1468-1331.2011.03403.x
http://europepmc.org/abstract/MED/19564582
http://dx.doi.org/10.1212/WNL.0b013e3181aaea47
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=19564582&dopt=Abstract
http://www.w3.org/Style/XSL
http://www.renderx.com/


6. Rajabally YA, Simpson BS, Beri S, Bankart J, Gosalakkal JA. Epidemiologic variability of chronic inflammatory
demyelinating polyneuropathy with different diagnostic criteria: study of a UK population. Muscle Nerve 2009
Apr;39(4):432-438. [doi: 10.1002/mus.21206] [Medline: 19260065]

7. Lunn MP, Manji H, Choudhary PP, Hughes RA, Thomas PK. Chronic inflammatory demyelinating polyradiculoneuropathy:
a prevalence study in south east England. J Neurol Neurosurg Psychiatry 1999 May;66(5):677-680 [FREE Full text] [doi:
10.1136/jnnp.66.5.677] [Medline: 10209187]

8. Chiò A, Cocito D, Bottacchi E, Buffa C, Leone M, Plano F, PARCIDP. Idiopathic chronic inflammatory demyelinating
polyneuropathy: an epidemiological study in Italy. J Neurol Neurosurg Psychiatry 2007 Dec;78(12):1349-1353 [FREE Full
text] [doi: 10.1136/jnnp.2007.114868] [Medline: 17494979]

9. Mygland A, Monstad P. Chronic polyneuropathies in Vest-Agder, Norway. Eur J Neurol 2001 Mar;8(2):157-165. [doi:
10.1046/j.1468-1331.2001.00187.x] [Medline: 11284994]

10. McLeod JG, Pollard JD, Macaskill P, Mohamed A, Spring P, Khurana V. Prevalence of chronic inflammatory demyelinating
polyneuropathy in New South Wales, Australia. Ann Neurol 1999 Dec;46(6):910-913. [Medline: 10589544]

11. Meléndez-Vásquez C, Redford J, Choudhary PP, Gray IA, Maitland P, Gregson NA, et al. Immunological investigation of
chronic inflammatory demyelinating polyradiculoneuropathy. J Neuroimmunol 1997 Mar;73(1-2):124-134. [doi:
10.1016/s0165-5728(96)00189-0] [Medline: 9058768]

12. Kuwahara M, Suzuki S, Takada K, Kusunoki S. Antibodies to LM1 and LM1-containing ganglioside complexes in
Guillain-Barré syndrome and chronic inflammatory demyelinating polyneuropathy. J Neuroimmunol 2011 Oct
28;239(1-2):87-90. [doi: 10.1016/j.jneuroim.2011.08.016] [Medline: 21914557]

13. Querol L, Siles AM, Alba-Rovira R, Jáuregui A, Devaux J, Faivre-Sarrailh C, et al. Antibodies against peripheral nerve
antigens in chronic inflammatory demyelinating polyradiculoneuropathy. Sci Rep 2017 Oct 31;7(1):14411 [FREE Full
text] [doi: 10.1038/s41598-017-14853-4] [Medline: 29089585]

14. Devaux JJ, Miura Y, Fukami Y, Inoue T, Manso C, Belghazi M, et al. Neurofascin-155 IgG4 in chronic inflammatory
demyelinating polyneuropathy. Neurology 2016 Mar 01;86(9):800-807 [FREE Full text] [doi:
10.1212/WNL.0000000000002418] [Medline: 26843559]

15. Miura Y, Devaux JJ, Fukami Y, Manso C, Belghazi M, Wong AHY, CNTN1-CIDP Study Group. Contactin 1 IgG4
associates to chronic inflammatory demyelinating polyneuropathy with sensory ataxia. Brain 2015 Jun;138(Pt 6):1484-1491
[FREE Full text] [doi: 10.1093/brain/awv054] [Medline: 25808373]

16. Ogata H, Yamasaki R, Hiwatashi A, Oka N, Kawamura N, Matsuse D, et al. Characterization of IgG4 anti-neurofascin 155
antibody-positive polyneuropathy. Ann Clin Transl Neurol 2015 Oct;2(10):960-971 [FREE Full text] [doi: 10.1002/acn3.248]
[Medline: 26478896]

17. Kadoya M, Kaida K, Koike H, Takazaki H, Ogata H, Moriguchi K, et al. IgG4 anti-neurofascin155 antibodies in chronic
inflammatory demyelinating polyradiculoneuropathy: Clinical significance and diagnostic utility of a conventional assay.
J Neuroimmunol 2016 Dec 15;301:16-22. [doi: 10.1016/j.jneuroim.2016.10.013] [Medline: 27852440]

18. Querol L, Nogales-Gadea G, Rojas-Garcia R, Diaz-Manera J, Pardo J, Ortega-Moreno A, et al. Neurofascin IgG4 antibodies
in CIDP associate with disabling tremor and poor response to IVIg. Neurology 2014 Mar 11;82(10):879-886 [FREE Full
text] [doi: 10.1212/WNL.0000000000000205] [Medline: 24523485]

19. Cocito D, Grimaldi S, Paolasso I, Falcone Y, Antonini G, Benedetti L, Italian Network for CIDP Register. Immunosuppressive
treatment in refractory chronic inflammatory demyelinating polyradiculoneuropathy. A nationwide retrospective analysis.
Eur J Neurol 2011 Dec;18(12):1417-1421. [doi: 10.1111/j.1468-1331.2011.03495.x] [Medline: 21819489]

20. Levine TD, Pestronk A. IgM antibody-related polyneuropathies: B-cell depletion chemotherapy using Rituximab. Neurology
1999 May 12;52(8):1701-1704. [doi: 10.1212/wnl.52.8.1701] [Medline: 10331706]

21. Knecht H, Baumberger M, Tobòn A, Steck A. Sustained remission of CIDP associated with Evans syndrome. Neurology
2004 Aug 24;63(4):730-732. [doi: 10.1212/01.wnl.0000134606.50529.c7] [Medline: 15326255]

22. Gono T, Matsuda M, Shimojima Y, Ishii W, Yamamoto K, Morita H, et al. Rituximab therapy in chronic inflammatory
demyelinating polyradiculoneuropathy with anti-SGPG IgM antibody. J Clin Neurosci 2006 Jul;13(6):683-687. [doi:
10.1016/j.jocn.2005.09.008] [Medline: 16814550]

23. Münch C, Anagnostou P, Meyer R, Haas J. Rituximab in chronic inflammatory demyelinating polyneuropathy associated
with diabetes mellitus. J Neurol Sci 2007 May 15;256(1-2):100-102. [doi: 10.1016/j.jns.2007.02.027] [Medline: 17382963]

24. Gorson KC, Natarajan N, Ropper AH, Weinstein R. Rituximab treatment in patients with IVIg-dependent immune
polyneuropathy: a prospective pilot trial. Muscle Nerve 2007 Jan;35(1):66-69. [doi: 10.1002/mus.20664] [Medline: 16967492]

25. Benedetti L, Briani C, Franciotta D, Fazio R, Paolasso I, Comi C, et al. Rituximab in patients with chronic inflammatory
demyelinating polyradiculoneuropathy: a report of 13 cases and review of the literature. J Neurol Neurosurg Psychiatry
2011 Mar;82(3):306-308. [doi: 10.1136/jnnp.2009.188912] [Medline: 20639381]

26. Sadnicka A, Reilly MM, Mummery C, Brandner S, Hirsch N, Lunn MPT. Rituximab in the treatment of three coexistent
neurological autoimmune diseases: chronic inflammatory demyelinating polyradiculoneuropathy, Morvan syndrome and
myasthenia gravis. J Neurol Neurosurg Psychiatry 2011 Feb;82(2):230-232. [doi: 10.1136/jnnp.2009.174888] [Medline:
20462915]

JMIR Res Protoc 2020 | vol. 9 | iss. 4 | e17117 | p. 8https://www.researchprotocols.org/2020/4/e17117
(page number not for citation purposes)

Shimizu et alJMIR RESEARCH PROTOCOLS

XSL•FO
RenderX

http://dx.doi.org/10.1002/mus.21206
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=19260065&dopt=Abstract
http://jnnp.bmj.com/cgi/pmidlookup?view=long&pmid=10209187
http://dx.doi.org/10.1136/jnnp.66.5.677
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=10209187&dopt=Abstract
http://europepmc.org/abstract/MED/17494979
http://europepmc.org/abstract/MED/17494979
http://dx.doi.org/10.1136/jnnp.2007.114868
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=17494979&dopt=Abstract
http://dx.doi.org/10.1046/j.1468-1331.2001.00187.x
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=11284994&dopt=Abstract
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=10589544&dopt=Abstract
http://dx.doi.org/10.1016/s0165-5728(96)00189-0
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=9058768&dopt=Abstract
http://dx.doi.org/10.1016/j.jneuroim.2011.08.016
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=21914557&dopt=Abstract
http://dx.doi.org/10.1038/s41598-017-14853-4
http://dx.doi.org/10.1038/s41598-017-14853-4
http://dx.doi.org/10.1038/s41598-017-14853-4
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=29089585&dopt=Abstract
http://europepmc.org/abstract/MED/26843559
http://dx.doi.org/10.1212/WNL.0000000000002418
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=26843559&dopt=Abstract
http://europepmc.org/abstract/MED/25808373
http://dx.doi.org/10.1093/brain/awv054
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=25808373&dopt=Abstract
https://doi.org/10.1002/acn3.248
http://dx.doi.org/10.1002/acn3.248
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=26478896&dopt=Abstract
http://dx.doi.org/10.1016/j.jneuroim.2016.10.013
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=27852440&dopt=Abstract
http://europepmc.org/abstract/MED/24523485
http://europepmc.org/abstract/MED/24523485
http://dx.doi.org/10.1212/WNL.0000000000000205
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=24523485&dopt=Abstract
http://dx.doi.org/10.1111/j.1468-1331.2011.03495.x
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=21819489&dopt=Abstract
http://dx.doi.org/10.1212/wnl.52.8.1701
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=10331706&dopt=Abstract
http://dx.doi.org/10.1212/01.wnl.0000134606.50529.c7
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=15326255&dopt=Abstract
http://dx.doi.org/10.1016/j.jocn.2005.09.008
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=16814550&dopt=Abstract
http://dx.doi.org/10.1016/j.jns.2007.02.027
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=17382963&dopt=Abstract
http://dx.doi.org/10.1002/mus.20664
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=16967492&dopt=Abstract
http://dx.doi.org/10.1136/jnnp.2009.188912
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=20639381&dopt=Abstract
http://dx.doi.org/10.1136/jnnp.2009.174888
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=20462915&dopt=Abstract
http://www.w3.org/Style/XSL
http://www.renderx.com/


27. D'Amico A, Catteruccia M, De Benedetti F, Vivarelli M, Colucci M, Cascioli S, et al. Rituximab in a childhood-onset
idiopathic refractory chronic inflammatory demyelinating polyneuropathy. Eur J Paediatr Neurol 2012 May;16(3):301-303.
[doi: 10.1016/j.ejpn.2011.08.002] [Medline: 21903431]

28. Ware TL, Kornberg AJ, Rodriguez-Casero MV, Ryan MM. Childhood chronic inflammatory demyelinating polyneuropathy:
an overview of 10 cases in the modern era. J Child Neurol 2014 Jan;29(1):43-48. [doi: 10.1177/0883073812471719]
[Medline: 23364655]

29. Velardo D, Riva N, Del Carro U, Bianchi F, Comi G, Fazio R. Rituximab in refractory chronic inflammatory demyelinating
polyradiculoneuropathy: report of four cases. J Neurol 2017 May;264(5):1011-1014. [doi: 10.1007/s00415-017-8462-7]
[Medline: 28337614]

30. Querol L, Rojas-García R, Diaz-Manera J, Barcena J, Pardo J, Ortega-Moreno A, et al. Rituximab in treatment-resistant
CIDP with antibodies against paranodal proteins. Neurol Neuroimmunol Neuroinflamm 2015 Sep 3;2(5):e149 [FREE Full
text] [doi: 10.1212/NXI.0000000000000149] [Medline: 26401517]

31. Delmont E, Manso C, Querol L, Cortese A, Berardinelli A, Lozza A, et al. Autoantibodies to nodal isoforms of neurofascin
in chronic inflammatory demyelinating polyneuropathy. Brain 2017 Jul 01;140(7):1851-1858. [doi: 10.1093/brain/awx124]
[Medline: 28575198]

32. Painous C, López-Pérez M, Illa I, Querol L. Head and voice tremor improving with immunotherapy in an anti-NF155
positive CIDP patient. Ann Clin Transl Neurol 2018 May 7;5(4):499-501 [FREE Full text] [doi: 10.1002/acn3.539] [Medline:
29687027]

33. Hehir MK, Hobson-Webb LD, Benatar M, Barnett C, Silvestri NJ, Howard JF, et al. Rituximab as treatment for anti-MuSK
myasthenia gravis: Multicenter blinded prospective review. Neurology 2017 Sep 05;89(10):1069-1077. [doi:
10.1212/WNL.0000000000004341] [Medline: 28801338]

34. Díaz-Manera J, Martínez-Hernández E, Querol L, Klooster R, Rojas-García R, Suárez-Calvet X, et al. Long-lasting treatment
effect of rituximab in MuSK myasthenia. Neurology 2012 Jan 17;78(3):189-193. [doi: 10.1212/WNL.0b013e3182407982]
[Medline: 22218276]

35. Koike H, Kadoya M, Kaida K, Ikeda S, Kawagashira Y, Iijima M, et al. Paranodal dissection in chronic inflammatory
demyelinating polyneuropathy with anti-neurofascin-155 and anti-contactin-1 antibodies. J Neurol Neurosurg Psychiatry
2017 Jun;88(6):465-473. [doi: 10.1136/jnnp-2016-314895] [Medline: 28073817]

36. van Schaik IN, Bril V, van Geloven N, Hartung H, Lewis RA, Sobue G, PATH study group. Subcutaneous immunoglobulin
for maintenance treatment in chronic inflammatory demyelinating polyneuropathy (PATH): a randomised, double-blind,
placebo-controlled, phase 3 trial. Lancet Neurol 2018 Jan;17(1):35-46. [doi: 10.1016/S1474-4422(17)30378-2] [Medline:
29122523]

37. Léger J, De Bleecker JL, Sommer C, Robberecht W, Saarela M, Kamienowski J, PRIMA study investigators. Efficacy and
safety of Privigen(®) in patients with chronic inflammatory demyelinating polyneuropathy: results of a prospective,
single-arm, open-label Phase III study (the PRIMA study). J Peripher Nerv Syst 2013 Jun;18(2):130-140 [FREE Full text]
[doi: 10.1111/jns5.12017] [Medline: 23781960]

38. The World Medical Association.
https://www.wma.net/policies-post/wma-declaration-of-helsinki-ethical-principles-for-medical-research-involving-human-subjects/.
2013 Oct. Declaration of Helsinki Ethical Principles for Medical Research Involving Human Subjects URL: https://www.
wma.net/policies-post/wma-declaration-of-helsinki-ethical-principles-for-medical-research-involving-human-subjects/
[accessed 2020-02-09]

Abbreviations
CASPR 1: contactin-associated protein 1.
CIDP: chronic inflammatory demyelinating polyradiculoneuropathy.
CNTN1: contactin-1.
EFNS/PNS: European Federation of Neurological Societies/Peripheral Nerve Society.
Ig: immunoglobulin.
INCAT: Inflammatory Neuropathy Cause and Treatment.
IVIg: intravenous immunoglobulin.
MuSK: muscle-specific tyrosine kinase.
NF155: neurofascin-155.
PMDA: Pharmaceuticals and Medical Device Agency.

JMIR Res Protoc 2020 | vol. 9 | iss. 4 | e17117 | p. 9https://www.researchprotocols.org/2020/4/e17117
(page number not for citation purposes)

Shimizu et alJMIR RESEARCH PROTOCOLS

XSL•FO
RenderX

http://dx.doi.org/10.1016/j.ejpn.2011.08.002
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=21903431&dopt=Abstract
http://dx.doi.org/10.1177/0883073812471719
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=23364655&dopt=Abstract
http://dx.doi.org/10.1007/s00415-017-8462-7
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=28337614&dopt=Abstract
http://nn.neurology.org/cgi/pmidlookup?view=long&pmid=26401517
http://nn.neurology.org/cgi/pmidlookup?view=long&pmid=26401517
http://dx.doi.org/10.1212/NXI.0000000000000149
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=26401517&dopt=Abstract
http://dx.doi.org/10.1093/brain/awx124
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=28575198&dopt=Abstract
https://doi.org/10.1002/acn3.539
http://dx.doi.org/10.1002/acn3.539
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=29687027&dopt=Abstract
http://dx.doi.org/10.1212/WNL.0000000000004341
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=28801338&dopt=Abstract
http://dx.doi.org/10.1212/WNL.0b013e3182407982
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=22218276&dopt=Abstract
http://dx.doi.org/10.1136/jnnp-2016-314895
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=28073817&dopt=Abstract
http://dx.doi.org/10.1016/S1474-4422(17)30378-2
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=29122523&dopt=Abstract
https://dx.doi.org/10.1111/jns5.12017
http://dx.doi.org/10.1111/jns5.12017
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=23781960&dopt=Abstract
https://www.wma.net/policies-post/wma-declaration-of-helsinki-ethical-principles-for-medical-research-involving-human-subjects/
https://www.wma.net/policies-post/wma-declaration-of-helsinki-ethical-principles-for-medical-research-involving-human-subjects/
http://www.w3.org/Style/XSL
http://www.renderx.com/


Edited by G Eysenbach; submitted 20.11.19; peer-reviewed by R Lewis, R Oki; comments to author 14.01.20; revised version received
27.01.20; accepted 27.01.20; published 01.04.20

Please cite as:
Shimizu S, Iijima M, Fukami Y, Tamura N, Nakatochi M, Ando M, Nishi R, Koike H, Kaida K, Koga M, Kanda T, Ogata H, Kira JI,
Mori M, Kuwabara S, Katsuno M
Efficacy and Safety of Rituximab in Refractory CIDP With or Without IgG4 Autoantibodies (RECIPE): Protocol for a Double-Blind,
Randomized, Placebo-Controlled Clinical Trial
JMIR Res Protoc 2020;9(4):e17117
URL: https://www.researchprotocols.org/2020/4/e17117
doi: 10.2196/17117
PMID: 32234705

©Shinobu Shimizu, Masahiro Iijima, Yuki Fukami, Natsuko Tamura, Masahiro Nakatochi, Masahiko Ando, Ryoji Nishi, Haruki
Koike, Kenichi Kaida, Michiaki Koga, Takashi Kanda, Hidenori Ogata, Jun-Ichi Kira, Masahiro Mori, Satoshi Kuwabara, Masahisa
Katsuno. Originally published in JMIR Research Protocols (http://www.researchprotocols.org), 01.04.2020. This is an open-access
article distributed under the terms of the Creative Commons Attribution License (https://creativecommons.org/licenses/by/4.0/),
which permits unrestricted use, distribution, and reproduction in any medium, provided the original work, first published in JMIR
Research Protocols, is properly cited. The complete bibliographic information, a link to the original publication on
http://www.researchprotocols.org, as well as this copyright and license information must be included.

JMIR Res Protoc 2020 | vol. 9 | iss. 4 | e17117 | p. 10https://www.researchprotocols.org/2020/4/e17117
(page number not for citation purposes)

Shimizu et alJMIR RESEARCH PROTOCOLS

XSL•FO
RenderX

https://www.researchprotocols.org/2020/4/e17117
http://dx.doi.org/10.2196/17117
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=32234705&dopt=Abstract
http://www.w3.org/Style/XSL
http://www.renderx.com/

