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3.0 17-Oct-2024 Added description of analysis sets for Epoch 2 analysis in section 5.0. 

Updated description mainly to clarify the analysis in Epoch 2. In addition, in 
each section, added the range of Epoch 2 data to be used in the 2nd interim 
analysis and final analysis. 

Updated the description in following section: 
- 6.1: Added description of the start timing of each period and

description of the serum IgG baseline.
- 6.2: Added description to distinguish between the first 6 months in

Epoch 2 and the subsequent periods.
- 6.6.2-1: Added the item to be displayed in listing.
- 6.6.3: Corrected a typo in an item in the PK analysis. (Changed

“SD of the geometric mean” to “CV of the geometric mean”)
Regarding the analysis of data after day 120, a condition was added
that non-relapse/worsen subjects would not be included in the
analysis if there was only data for day 120 or less.

- 6.7.7: Clarified definition of terms and analysis tables.
- 6.7.8: Added classification of Epoch 2.
- 6.10: Clarified the formula for each Epoch.

Deleted the following section: 
- 6.6.2: “9. Change from pre-SC treatment baseline in R-ODS” in

SAP v2.0 was deleted because it was a duplicate description with
“6.6.2-3”.

Deleted unnecessary statements from section 8.0. 
Corrected table 6-8 in section 9.1.3. 
Added section 9.3. 
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ABBREVIATIONS 

ADL Activities of daily living 
AE Adverse event 
AR Adverse reaction 
CI Confidence interval 
CIDP Chronic Inflammatory Demyelinating Polyradiculoneuropathy 
COVID-19 Coronavirus disease 2019  
CRA Clinical research associate 
CTMS Clinical Trial Management System 
CV Coefficient of Variation 
E1INT Epoch 1 interim 
E1W1 Epoch 1 Week 1 
Eo6M End-of-Epoch 2 (6 Months) 
EoE1 End-of-Epoch 1 
EoE2 End-of-Epoch 2 (continued) 
ECG Electrocardiogram 
FAS Full analysis set 
GNDS Guy’s Neurological Disability Scale 
IgG Immunoglobulin G 
INCAT Inflammatory Neuropathy Cause and Treatment disability score 
IP Investigation Product 
IVIG Intravenous immunoglobulin 
MedDRA Medical Dictionary for Regulatory Activities 
MMN Multifocal Motor Neuropathy 
MRC Medical Research Council 
PCS Potentially clinically significant 
PK Pharmacokinetic 
PPS Per-protocol set 
PRO Patient-reported outcomes 
PT Preferred Term (MedDRA) 
R-ODS Rasch Built Overall Disability Scale 
Q1 1st quartile 
Q3 3rd quartile 
rHuPH20 Recombinant human hyaluronidase 
SAE Serious adverse event 
SAP Statistical analysis plan 
SD Standard deviation 
SOC System Organ Class 
SYs Subject-years 
TEAE  Treatment-emergent adverse event 
TIBC Total Iron Binding Capacity 
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1.0 OBJECTIVES, ENDPOINTS AND ESTIMANDS 

1.1 Objectives 

1.1.1 Primary Objective 
To evaluate the efficacy of TAK-771 in Epoch 1 as a maintenance therapy for Japanese patients 
with stable Chronic Inflammatory Demyelinating Polyradiculoneuropathy (CIDP) and 
Multifocal Motor Neuropathy (MMN) to prevent relapse or progression of motor function. 

1.1.2 Secondary Objectives 
 To assess the safety and tolerability of TAK-771 in Epoch 1 and Epoch 2 as a maintenance 

therapy for Japanese patients with CIDP and MMN 
 To assess the efficacy of TAK-771 in Epoch 1 and Epoch 2 

1.1.3 Tertiary Objectives 
 To assess the serum trough levels of total immunoglobulin G (IgG) 
 To assess the number of subjects using self-administration 

1.2 Endpoints 

1.2.1 Primary Endpoints 

• Cohort 1 (CIDP) 
Occurrence of relapse in Epoch 1 (worsening of functional disability defined as an increase of 
≥ 1 point relative to the pre-SC treatment baseline score in adjusted Inflammatory Neuropathy 
Cause and Treatment (INCAT) disability score) 

• Cohort 2 (MMN) 
Change in maximum grip strength in the more affected hand in Epoch 1 (per baseline 
measurement point, investigators judge which of both hands is more affected) 

1.2.2 Secondary Endpoints  

1.2.2.1 Safety 

• Cohort 1 (CIDP) and Cohort 2 (MMN) 
⸰ Treatment-emergent adverse events (TEAEs) and serious adverse events (SAEs) 

regardless of causality 
⸰ Causality of related SAEs and/or AEs 
⸰ Serious and/or nonserious adverse reactions (ARs) plus suspected ARs* 
⸰ Treatment-emergent SAEs and/or AEs associated with infusions, regardless of causality 
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⸰ Causality of related SAEs and/or AEs associated with infusions 
⸰ AEs temporally associated with infusions (defined as AEs occurring during or within 

72 hours after completion of an infusion) 
⸰ Serious and/or nonserious ARs plus suspected ARs associated with infusions 
⸰ Treatment-emergent systemic AEs associated with infusions 
⸰ Treatment-emergent local infusion site reactions associated with infusions 
⸰ Infusions for which the infusion rate was reduced and/or the infusion was interrupted 

or stopped due to intolerability and/or AEs 
⸰ Development positive titer (≥160) binding antibodies, or develop neutralizing 

antibodies, to recombinant human hyaluronidase (rHuPH20) 
* In the current study, an AR/suspected AR is defined as an AE that is considered by the 
investigator to be possibly or probably related to investigational product (IP) 
administration, or for which the causality is indeterminate or missing, or that begins during 
infusion of IP or within 72 hours following the end of IP infusion 

1.2.2.2 Efficacy 

• Cohort 1 (CIDP) 
⸰ CIDP worsening in Epoch 1 (defined as a ≥ 8 kPa decrease in the hand grip strength in 

the more affected hand) OR ≥ 4 points decrease in Rasch-Built Overall Disability Scale 
(R-ODS) relative to the pre-SC treatment baseline score at 2 consecutive time points (at 
the time of withdrawal from the SC treatment period) 

⸰ Time to relapse in Epoch 1 and Epoch 2 
⸰ Change from pre-SC treatment baseline in R-ODS score in Epoch 1 
⸰ Change from baseline in an average of handgrip strength of both hands in Epoch 1 

• Cohort 2 (MMN)  
⸰ Medical Research Council (MRC) sum score in Epoch 1 
⸰ Guy’s Neurological Disability Scale (GNDS) in upper limb and lower limb categories 

in Epoch 1 
⸰ Change from baseline in an average of handgrip strength of both hands in Epoch 1 

1.2.3 Tertiary Endpoints 
 Serum trough levels of total IgG 
 Number of subjects received the study drug through self-administration 
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2.0 STUDY DESIGN 
This is a Phase 3, prospective, multicenter, open-label, non-controlled, single-arm study. There 
are two treatment Epochs, with 2 cohorts of CIDP and MMN patients in this study. A schematic 
of the study design is shown in Figure 6-1 of the Protocol. Investigational product 
administration and site visit schedule are the same in Cohort 1 and Cohort 2, but primary 
endpoint measurements differ. 
This study will enroll subjects with a confirmed diagnosis of CIDP or MMN, who have remained 
on a stable dosing regimen (monthly equivalent dose of 0.4 to 2.4 g/kg BW with a dosing interval 
of 2 to 6 weeks) of IVIG therapy for at least 12 weeks prior to screening. 
After informed consent is obtained, subjects will undergo screening and baseline procedures for 
the determination of eligibility and will continue to receive their own IVIG treatment at the same 
dose and dosing intervals prescribed prior to their entry into this study. No dosing adjustment of 
IVIG treatment is allowed except in cases of intolerability. 
Eligible subjects will receive TAK-771 SC for a treatment period of 6 months in Epoch 1. The 
IgG dose of TAK-771 per month will be adjusted to be equivalent to subject’s monthly IVIG 
dose. The number of infusion visits and site visits during the SC treatment period will vary 
across subjects depending on whether their infusion cycles are every 2, 3, or 4 weeks. If a subject 
with CIDP has met relapse criteria or a subject with MMN has been judged as being worsened 
by the investigator, the subject will be discontinued from the study treatment (See details in 
Section 7.4 of the Protocol). For safety and tolerability data, the sponsor set the minimum 
duration of Epoch 2 as 6 months. After the first 6 months of Epoch 2, if the subject is tolerating 
the drug well and voluntarily wishes to continue TAK-771 treatment, the subject can stay in the 
study until the commercial TAK-771 is available in each study site. After the first 6 months of 
Epoch 2, the investigator may adjust the dose of TAK-771 administration in every 3 months (See 
details in Section 6.1.1 of the Protocol). Schedule of assessments is varied across the dosing 
interval (See the details in Appendix A of the Protocol). 
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3.0 STATISTICAL HYPOTHESES AND DECISION RULES 

3.1 Statistical Hypotheses 
The primary objective of Epoch 1 is to evaluate the efficacy of TAK-771 as a maintenance 
therapy for CIDP to prevent relapse of neuromuscular disability and impairment. The following 
null hypothesis and alternative hypothesis will be tested as the estimated relapse rate in placebo-
treated patients of 57%: 

• H0: Relapse rate >= 57% 

• H1: Relapse rate <57% 
When the upper bound of exact 2-sided Clopper-Pearson 95% CI for the relapse rate will be 
below the threshold of 57%, H0 will be rejected. 

3.2 Statistical Decision Rules 
Not applicable. 

3.3 Multiplicity Adjustment 
Not applicable. 

4.0 SAMPLE-SIZE DETERMINATION 

• Cohort 1 (CIDP) 
The latest meta-analysis (Lewis et al., 2020 [1]) reported that 43% of placebo-treated patients 
showed no deterioration in 5 placebo-controlled clinical studies, hence the estimated relapse 
rate in placebo-treated patients of 57%. The estimated relapse rate of Cohort 1 is 12% based on 
the average relapse rate in 2 clinical trials (13% in ICE study and 10% in the PATH extension 
study). As a result, the estimated sample size to show a statistically significant (at the 2.5% level) 
lower relapse rate than 57% with about 90% power would be 16 CIDP patients based on an 
assumed TAK-771 relapse rate of 12% and assuming a 15% dropout rate using a 95% two-sided 
Clopper-Pearson CI. This sample size was calculated based on simulation results from 
100,000 trials. 

• Cohort 2 (MMN) 
The target number of MMN subjects was determined based on feasibility given the inclusion and 
exclusion criteria for this study. Multifocal motor neuropathy is less prevalent than CIDP. The 
annual number of MMN patients in Japan is estimated to be about 400 cases (Matsui, 2012 [2]). 
Five subjects are scheduled to be included in this study. Since this study is planned to be 
conducted in parallel with the clinical trial of maintenance therapy with CIDP patients, an effort 
would be made to recruit additional subjects until enrollment period of CIDP study ends, even if 
enrollment of 5 subjects is completed. Prop
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5.0 ANALYSIS SETS 
 Enrolled Set: The Enrolled Set will consist of all subjects who signed the informed consent 

and not screen failed.  
 Epoch 2 Entered Subjects: The Epoch 2 Entered Subjects will consist of all subjects who 

completed End-of-Epoch 1 visit and received the first TAK-771 administration in Epoch 2. 
 Full Analysis Set (FAS): All enrolled subjects who received TAK-771 at least once, this will 

be the efficacy analysis set. 
Moreover, Epoch 2 Full Analysis Set contains subjects that meet the above criteria for Full 
Analysis Set in Epoch 2. 

 Safety analysis set: All enrolled subjects who received TAK-771 administration at least once, 
this will be the safety analysis set. 
Moreover, Epoch 2 Safety Analysis Set contains subjects that meet the above criteria for 
Safety Analysis Set in Epoch 2. 

 Per Protocol Set (PPS): All enrolled subjects who received TAK-771 at least once, and had 
no major protocol deviations that may have a significant impact on the primary endpoint. 
Such protocol deviations will be determined prior to End of Epoch 1 through subject review 
meeting; PPS will be used for sensitivity and/or supportive analyses 

Although efficacy data will be assessed for CIDP and MMN independently, safety will be 
assessed as integrated data from CIDP and MMN subjects. Data for the 2 Epochs will be 
presented separately. 

6.0 STATISTICAL ANALYSIS  

6.1 General Considerations 
Start of Epoch 1, End of Epoch 1/Start of Epoch 2 and End of Epoch 2 are defined as follows: 
 Start of Epoch 1: Epoch 1 Week 1 (E1W1) 
 End of Epoch 1/Start of Epoch 2 (6 months): End-of-Epoch 1 (EoE1) assessments are to be 

conducted on the day of the first infusion in the Epoch 2 (6 months). This will mark the 
subjects’ completion of the Epoch 1. 

 End of Epoch 2 (6 months): End-of-Epoch 2 (6 months) (Eo6M) assessments are to be 
conducted on the day of the first infusion in the Epoch 2 (continued). This will mark the 
subjects’ completion of the Epoch 2 (6 months). 

 Start of Epoch 2 (continued): It is the first infusion in the Epoch 2 (continued). 
 End of Epoch 2 (continued): EoE2 (continued) will be the date of discontinuation of study at 

EoE2 (continued). 
The start datetime of Epoch 1, Epoch 2 (6 months) and Epoch 2 (continued) will be the datetime 
of the first infusion (the earlier of rHuPH20 or 10% IGI) of each period. 
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Two formal interim data analysis and a final analysis are planned for this study. (Section 6.11) 
In the second interim analysis, the analysis will be performed with data at time points up to the 
“Epoch 2 (6 months)”, and the final analysis will include data after “Epoch 2 (continued)”. 
Baseline value is defined as the pre-SC treatment baseline visit value, if non-missing. If missing, 
then the Screening visit value will be used (if the screening visit value is non-missing). In other 
words, the latest available value before first SC treatment intake will be defined as baseline 
value. 
For the lab results, baseline value is defined as the Epoch 1 Week1 (E1W1) visit value, if non-
missing. If missing, then the Screening visit value will be used (if the screening visit value is 
non-missing). 
For the serum IgG, baseline value is defined as the value collected at Baseline visit during 
Screening Period (according to Electronic Data Capture) even if this value is not the latest 
available value before first SC treatment intake. 
All statistical analyses of relapse rates (primary and supplementary) will be analyzed using an 
exact 2-sided Clopper-Pearson 95% CI. 
Unless otherwise specified, summaries of continuous variables (e.g., change from baseline) will 
display the following descriptive statistics: number of subjects (n), mean, median, standard 
deviation (SD), minimum, maximum. Means and medians and quartiles (if applicable) will be 
presented to 1 more decimal place than the recorded data. SDs will be presented to 2 more 
decimal places than the recorded data. BMI, averaged vital signs (e.g., diastolic/systolic blood 
pressure), and derived scores will be rounded to 1 decimal place for reporting. 
Summaries of categorical and count variables will display the following: number of subjects (n), 
percentage (%) of subjects in the category, and number of outcomes/events/occurrences. Each 
summary containing a percentage will include a footnote stating the denominator that was used 
in calculating the percentage, unless the percentage is self-explanatory. Percentages will be 
presented to 1 more significant digit than the raw (actual) data. No percentages will be displayed 
if the number of subjects is 0. 
Missing data due to the COVID-19 pandemic will not be handled any differently than missing 
data for other reasons. 

6.1.1 Handling of Treatment Misallocations 
Not applicable. 

6.1.2 Analysis Approach for Continuous Variables 
The corresponding analysis approach is described in Section 6.1. 

6.1.3 Analysis Approach for Binary Variables 
All statistical analyses of relapse rates (primary and supplementary) will be analyzed using an 
exact 2-sided Clopper-Pearson 95% CI.  
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6.1.4 Analysis Approach for Time-to-Event Variables 
The corresponding analysis approach for “Time to discontinuation” is described in Section 6.2. 
The corresponding analysis approach for “Time to relapse” is described in Section 6.6.2. 

6.1.5 Study Information 
Study Information will be presented and include the following categories: 
 Date First Subject Signed Informed Consent Form 
 Date of Data Cutoff 
 MedDRA Dictionary Version 
 WHO Drug Dictionary version 
 SAS Version Used for Creating the Datasets 

6.2 Disposition of Subjects 
Epoch 1 
Disposition summaries will be presented for overall and by cohort and will include, but are not 
limited to, number and percentage of subjects in the following categories, where applicable: 
 Screened 
 Screen failed 
 Primary reason for screen failure 
 Enrolled 
 Received IP 
 Completed Epoch 1 
 Discontinued study prematurely during Epoch 1 
 Primary reason for premature discontinuation during Epoch 1 
 Completed Epoch 1 but not entered Epoch 2 
 Primary reason for completed Epoch 1 but not entered Epoch 2 
 Entered Epoch 2 
Subjects who discontinued study prematurely in Epoch 1 is defined as subjects who discontinued 
study during Epoch 1 and did not enter Epoch 2. 
Epoch 2 
Disposition summaries will be presented for overall and by cohort and will include, but are not 
limited to, number and percentage of subjects in the following categories, where applicable: Prop
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 Entered Epoch 2 
 Received IP in Epoch 2 
 Completed Epoch 2 (6 months) 
 Discontinued study prematurely during Epoch 2 (6 months) 
 Primary reason for premature discontinuation in Epoch 2 (6 months) 
 Entered Epoch 2 (continued) 
 Discontinued study prematurely during Epoch 2 (continued) 
 Primary reason for premature discontinuation in Epoch 2 (continued) 
 Completed Epoch 2 (continued) 
 Discontinued study prematurely during Epoch 2 
 Primary reason for premature discontinuation in Epoch 2 
The number of subjects by site will also be summarized for the Safety Analysis Set.  
Subjects who discontinued study prematurely in Epoch 2 is defined as subjects who entered 
Epoch 2 and discontinued study prematurely. Subjects who received IP in Eo6M are defined as 
"Entered Epoch 2 (continued)". 
Overall Discontinuation Rates will also be summarized for the Enrolled Set. An exact 2-sided 
Clopper-Pearson 95% CI will be used to show overall discontinuation rates. The following will 
be reported: 
 number of subjects included in the analysis 
 number (%) of subjects included in the analysis who discontinued 
 estimated overall discontinuation rates and corresponding two-sided 95% CIs 
Additionally, the following listings will be presented for each epoch: 
 Disposition (Enrolled Set) 
 Listing of all screen failures (i.e., subjects that have signed the informed consent, but did not 

pass screening) 
 All subjects who prematurely discontinued the study will be listed for the Enrolled Set and 

the listing will include the primary reason for discontinuation. All AEs for subjects who 
prematurely discontinued will be presented. 

As a further supplementary analysis, time to discontinuation for Epoch 1 and overall will be 
presented graphically. Time to discontinuation/completion will be calculated as: 
 date of Epoch 1 discontinuation (the last assessment) /completion– date of initial dose of IP 
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 date of discontinuation/completion from study (the last assessment) – date of initial dose of 

IP in Epoch 1 + 1 (for overall) 
and all subjects will be counted as having the event (i.e. no subjects will be censored). The 
corresponding cumulative incidence (1-survival) function will be estimated using Kaplan-Meier 
curves, where the vertical axis will represent the cumulative risk of discontinuation and the 
number of subjects at-risk over time will be displayed. 

6.2.1 Protocol deviations 
Protocol deviations will be recorded in the IQVIA Clinical Trial Management System (CTMS) 
and will be classified as major or minor by the site staff, clinical research associate (CRA) and/or 
medical monitor. Such protocol deviations will be determined prior to database lock. 
Major/minor protocol deviations will be summarized by category, cohort and epoch for Safety 
Analysis Set. Protocol deviations will also be listed by subject and by site for the Safety Analysis 
Set. 
Deviation categories will be included as part of the CTMS protocol deviations log and may 
include any of the following categories: 
 Informed Consent Criteria 
 Eligibility and Entry Criteria 
 Concomitant Medication Criteria 
 Laboratory Assessment Criteria 
 Study Procedures Criteria 
 Serious Adverse Event Criteria 
 Randomization Criteria 
 Visit Schedule Criteria 
 Investigation Product (IP) Compliance 
 Efficacy Criteria 
 Administrative Criteria 
 Source Document Criteria 
 Regulatory or Ethics Approvals Criteria 
 COVID-19 
 Other Criteria 

Additionally, for each epoch, a separate table and listing of protocol deviations related to the 
COVID-19 pandemic will be presented (Section 6.2.2). Protocol deviations which relate to the 
Epoch 1 Per-Protocol analysis set are described in Section 5.0. Prop
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6.2.2 COVID-19 
A separate table and listing of protocol deviations related to the COVID-19 pandemic will be 
presented for each epoch. Missing data due to the COVID-19 pandemic will not be handled any 
differently than missing data for other reasons. 

6.3 Demographic and Other Baseline Characteristics 

6.3.1 Demographics and Baseline Characteristics 
Descriptive summaries of demographic, baseline and screening characteristics will be presented 
separately for Epoch 1 and Epoch 2. Demographic and baseline characteristics will include age 
(years), age group (≤55, >55), sex, race and ethnicity. Characteristics at screening will include 
height (cm), weight (kg) and body mass index (kg/m2). Demographic, baseline and screening 
characteristic summaries will be presented for the following analysis sets / epoch: 
Epoch 1 
 FAS 
overall and by cohort, in addition to: 

 Screen failures 
Epoch 2 
 FAS 
overall and by cohort.  

Listings of the demographic, baseline and screening characteristics will be provided for Enrolled Set. 

6.3.2 Medical History 
Subject medical history will be coded using the Medical Dictionary for Regulatory Activities 
(MedDRA, version 24.0 or higher). Medical history is captured on the “MEDICAL HISTORY” 
eCRF form. 
The number of subjects with any relevant past and current medical conditions/diseases will be 
tabulated by MedDRA system organ class (SOC) and preferred term (PT) for the Safety Analysis 
Set by each cohort. A subject will only be counted once within a particular SOC (or PT) even if 
he/she has multiple conditions/diseases in the same SOC (or PT). Presentation by SOC and PT 
will present SOC sorted alphabetically and PT within SOC by descending frequency. 
Listings of medical history will be provided using the Safety Analysis Set. 

6.3.3 CIDP history 

Descriptive summaries of CIDP history at screening will be presented using the Safety Analysis 
Sets. This summary will include time since first CIDP symptoms (years), time since CIDP 
diagnosis (years), subject age at first diagnosis of CIDP. 
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Time Since First Symptoms will be calculated as follows: 
Time Since First Symptoms (years) = (“Date of Informed Consent” – “Date of First 
Symptoms”) / 365.25. 

Time Since Diagnosis will be calculated as follows: 
Time Since Diagnosis (years) = (“Date of Informed Consent” – “Date of Diagnosis”) / 
365.25. 

Subject Age at First Diagnosis of CIDP will be calculated as follows: 
Subject Age at First Diagnosis of CIDP (years) = (“Date of Diagnosis” – “Date of Birth”) / 
365.25. 

Listings of CIDP history will be presented using the Safety Analysis Sets. 

6.3.4 MMN history 
Descriptive summaries of MMN history at screening will be presented using the Safety Analysis 
Sets. This summary will include time since first MMN symptoms (years), time since MMN 
diagnosis (years), subject age at first diagnosis of MMN. 
Time Since First Symptoms will be calculated as follows: 

Time Since First Symptoms (years) = (“Date of Informed Consent” – “Date of First 
Symptoms”) / 365.25. 

Time Since Diagnosis will be calculated as follows: 
Time Since Diagnosis (years) = (“Date of Informed Consent” – “Date of Diagnosis”) / 
365.25. 

Subject Age at First Diagnosis of MMN will be calculated as follows: 
Subject Age at First Diagnosis of MMN (years) = (“Date of Diagnosis” – “Date of Birth”) / 
365.25. 

Listings of MMN history will be presented using the Safety Analysis Sets. 

6.4 Medication History and Concomitant Medications 
Medication History and Concomitant Medications are captured on the “MEDICAL HISTORY”, 
“MEDICATION HISTORY (IVIG)” and “CONCOMITANT MEDICATIONS” eCRF form. 
Medication history and concomitant medications will be coded using the World Health 
Organization-Drug Dictionary (WHO-DD, Version 01MAR2021 or later). 
For data presentation purposes, prior and concomitant medications are defined as follows (‘time’ 
implies date and time): 
 Prior medication

Any medication with start time prior to time of Epoch 1 IP administration.
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 Concomitant medication 

Any medication with start time at or after time of Epoch 1 IP administration, OR 
medications with start time prior to Epoch 1 IP administration but continuing at or after 
Epoch 1 IP administration.  

Note that medications with start time prior to time of Epoch 1 IP administration and stop time 
after time of Epoch 1 IP administration will be counted as both prior and concomitant 
medications. 
For medications with partial onset times, non-missing date parts will be used to determine if the 
medication is a concomitant or prior medication (see Section 9.1.7). If a determination cannot be 
made using the non-missing date parts as to when the medication occurred relative to the date of 
IP administration, then the medication will be classified as concomitant medication. 

6.4.1 Prior Medications 
Prior medications will be provided in subject data listing only using the Safety Analysis Set. 

6.4.2 Concomitant Medications 
Listings of concomitant medications will be presented using the Safety Analysis Set. 

6.5 Prior/Concomitant Surgeries and Procedures 
Prior/Concomitant Surgeries and Procedures (simply referred to as procedures) are captured on 
the “PRIOR SURGERY/PROCEDURE”, “CONCOMITANT PROCEDURES” eCRF form. 

For data presentation purposes, prior and concomitant procedures are defined as follows 
(‘time’ implies date and time): 
 Prior procedure 

Any procedures with start time prior to time of Epoch 1 IP administration.  
 Concomitant procedure 

Any procedures with start time at or after time of Epoch 1 IP administration, OR 
procedures with start time prior to Epoch 1 IP administration but continuing at or after 
Epoch 1 IP administration. 

Note that procedures with start time prior to time of Epoch 1 IP administration and stop 
time after time of Epoch 1 IP administration will be counted as both prior and concomitant 
procedures. 
For procedures with partial onset times, non-missing date parts will be used to determine if 
the procedure is a concomitant or prior procedure (see Section 9.1.7). If a determination 
cannot be made using the non-missing date parts as to when the procedure occurred relative 
to the date of IP administration, then the procedure will be classified as concomitant 
procedure. Prop
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6.5.1 Prior Procedures 

Prior procedures will be provided in subject data listing only using the Safety Analysis Set. 

6.5.2 Concomitant Procedures 
Concomitant procedures will be provided in subject data listing only using the Safety 
Analysis Set. 

6.6 Efficacy Analysis 

6.6.1 Primary Endpoints Analysis 
The following analyses will be performed in Epoch 1.  The same analyses as in Epoch1 will also 
be performed in Epoch 2 as an exploratory analysis. 
Cohort 1 (CIDP) 
The primary analysis for Cohort 1 is based on occurrence of relapse (worsening of functional 
disability defined as an increase of ≥1 point relative to the pre-SC treatment baseline score in 
adjusted INCAT disability score).  
An exact 2-sided Clopper-Pearson 95% CI will be used to show relapse rates, with missing 
outcomes imputed as no relapse. The following will be reported: 
 number of subjects included in the analysis 
 number (%) of subjects included in the analysis who relapsed 
 estimated relapse rates and corresponding two-sided 95% CIs 
The efficacy would be shown in the case that the upper bound of 95% CI for the relapse rate 
would be below the threshold of 57%. 
Cohort 2 (MMN) 
The change from baseline in maximum grip strength will be presented for more affected hand 
using descriptive statistics and 2-sided 95% CI based on the FAS. 

6.6.1.1 Derivation of Endpoints 
Cohort 1 (CIDP) 
A relapse is defined as a worsening of functional disability such that there is an increase of ≥ 1 
point relative to the pre-SC treatment baseline visit score in adjusted INCAT disability scores. 
For the primary analysis missing outcomes will be imputed as no relapse. 
Adjusted INCAT disability scores are defined as follows: 
Identical to INCAT score (using 10-point scale) except: INCAT upper extremity score that 
changed from 0 to 1 or from 1 to 0 will not be incorporated into overall INCAT score as it is not 
considered clinically meaningful. 
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The following adjusted scores are to be followed: 
 An arm grade = 0 at pre-SC treatment baseline changing to arm grade = 1 at week z: adjusted 

scores at week z should be 0 
 An arm grade = 1 at pre-SC treatment baseline changing to an arm grade = 0 at week x: 

adjusted scores at week x should be 1 
At any time during the SC treatment period, unscheduled visit(s) may take place for a subject 
whose CIDP is worsening to assess whether the subject has an increase in the adjusted INCAT 
disability score by ≥ 1 point relative to the pre-SC treatment baseline score. INCAT assessment 
will be repeated during the pre-SC treatment baseline visit or early termination visit, as 
applicable, to confirm the subject’s adjusted INCAT disability score has increased by ≥ 1 point 
relative to the pre-SC treatment baseline score, at which time the final determination of whether 
a subject has met relapse criteria will be made. 
In the second interim analysis, the pre-SC treatment baseline data and the data in Epoch 2 (The 
first 6 months of Epoch 2) will be used to analyze the relapse in Epoch 2. 
In the final analysis, the pre-SC treatment baseline data and the data in Epoch 2 (The first 6 
months of Epoch 2 and Epoch 2 continued) will be used to analyze the relapse in Epoch 2. 
Cohort 2 (MMN) 
Maximum grip strength is defined as the maximum of 3 measurements for grip strength in the 
more affected hand at each visit. 
If a subject has no available post-dose data, that subject will be excluded from the analysis. 
In the second interim analysis, the pre-SC treatment baseline data and the data in Epoch 2 (The 
first 6 months of Epoch 2) will be used to analyze the maximum grip strength in Epoch 2. 
In the final analysis, the pre-SC treatment baseline data and the data in Epoch 2 (The first 6 
months of Epoch 2 and Epoch 2 continued) will be used to analyze the maximum grip strength in 
Epoch 2. 

6.6.1.2 Sensitivity Analysis 
Not applicable. 

6.6.1.3 Supplementary Analysis 
The following supplementary analyses will be performed in Epoch 1. 
Cohort 1 (CIDP) 
1. Changing the missing outcomes imputed as relapse. 
2. Changing the strategy to address intercurrent events for the primary estimand from while on 

treatment to Principal stratum strategy where the stratum is restricted to subjects who did not 
have an intercurrent event. Prop
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3. Changing the population for the primary estimand from FAS to PPS. 
4. Changing the strategy to address intercurrent events for the primary estimand from while on 

treatment to Composite variable strategy where all subjects are treated as "Relapse" subjects 
except those who have no intercurrent events and are identified to be "No Relapse" at End of 
Epoch 1. 

As for the primary analysis, an exact 2-sided Clopper-Pearson 95% CI will be used to show 
relapse rates for these supplementary analyses. 
Cohort 2 (MMN) 
Not applicable. 

6.6.2 Secondary Endpoints Analysis 
All secondary endpoints analyses will be based on the FAS population. The following analyses 
will be performed in Epoch 1.  Analysis of time to relapse will also be performed for Epoch 2. 
The same analyses as in Epoch1 will also be performed in Epoch 2 as an exploratory analysis. 
Cohort 1 (CIDP)  
1. Clinical worsening of CIDP 
Clinical worsening of CIDP is defined as ≥8 kPa decrease in the hand grip strength in the more 
affected hand OR ≥4 points decrease in R-ODS relative to the pre-SC treatment baseline score at 
2 consecutive time points (at the time of withdrawal from the SC treatment period). If 2 
consecutive time points are across the different Epoch, it will be considered worsened in Epoch 
1. This endpoint will be analyzed using an exact 2-sided Clopper-Pearson 95% CI, as described 
for the primary analysis (Section 6.6.1), with no imputation of missing values. 
Additionally, the number and percentage of subjects meeting each component of worsening will 
be presented. A listing for worsening of functional disability will be presented for the FAS 
population. This Listing also displays the percentile-converted values according to the table 10 in 
Section 9.3. 
Also perform the same analysis as above, with the following changes to the definition of Clinical 
worsening of CIDP. 

Modified definition: Clinical worsening of CIDP is defined as ≥8 kPa decrease in the hand 
grip strength in the more affected hand OR ≥4 points decrease in R-ODS relative to the pre-
SC treatment baseline score at 2 consecutive time points (at the time of withdrawal from the 
SC treatment period). If the final time point data corresponds to "≥8 kPa decrease in the 
hand grip strength in the more affected hand OR ≥4 points decrease in R-ODS relative to 
the pre-SC treatment baseline score ", also treat it as Clinical worsening of CIDP. 

2. Time to relapse 
Time to relapse is defined as time from the date of the first SC administration of TAK-771 to the 
date of relapse (where relapse is defined as in Section 6.6.1.1). For subjects who relapsed in 
Epoch 1, time to relapse will be calculated as: 
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date of relapse – date of initial dose of IP in Epoch 1 + 1. 
Subjects who did not relapse in Epoch 1 will be censored with time to censoring calculated as: 

date of Epoch 1 discontinuation/completion – date of initial dose of IP in Epoch 1 + 1. 
In the analysis through Epoch1 and Epoch2, time to relapse will be calculated as: 

date of relapse – date of initial dose of IP in Epoch 1 + 1. 
Subjects who did not relapse in Epoch 1 and Epoch 2 will be censored with time to censoring 
calculated as: 

In the second interim analysis: date of discontinuation/completion of Epoch 2 (The first 6 
months of Epoch 2) – date of initial dose of IP in Epoch 1 + 1. 

In the final analysis: last date of discontinuation/completion of Epoch 2 (The first 6 months 
of Epoch 2 or Epoch 2 continued) – date of initial dose of IP in Epoch 1 + 1. 
The statistics presented will include but are not limited to: 
 number of subjects included in the analysis 
 number of subjects with event 
 number of subjects censored 
 percentiles (25th, 50th and 75th, if calculable), minimum and maximum for the cumulative 

incidence (1-survival) function, estimated using the Kaplan-Meier method 
Additionally, the cumulative incidence (1-survival) function will be estimated using Kaplan-
Meier curves, where the vertical axis will represent the cumulative risk of experiencing a relapse 
and the number of subjects at-risk over time will be displayed. 
3. Change from pre-SC treatment baseline in R-ODS 
The mean change in R-ODS score, activities of daily living (ADL), from pre-SC treatment 
baseline will be analyzed using descriptive statistics and 2-sided 95% CI (baseline is defined in 
Section 6.1). The last non-missing change will be used for subjects who discontinued early. 
Subjects without post-baseline R-ODS data will not be included in the analysis. 
Descriptive statistics (n, mean, median, SD, 1st quartile(Q1), 3rd quartile(Q3), minimum, 
maximum) will be presented for R-ODS and change from pre-SC treatment baseline for each 
visit. Additionally, the statistics reported will include but are not limited to: 
 estimated change from baseline and two-sided 95% CIs 
An additional plot of mean change from pre-SC treatment baseline of R-ODS by timepoint will 
be presented for all timepoints (weeks), using the FAS population. A listing for R-ODS score 
and derived endpoints will also be presented for the FAS population. 
The same analyses as in Epoch1 will also be performed in Epoch 2 as an exploratory analysis. Prop
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In the second interim analysis, the pre-SC treatment baseline data and the data in Epoch 2 (The 
first 6 months of Epoch 2) will be used to analyze the R-ODS in Epoch 2. 
In the final analysis, the pre-SC treatment baseline data and the data in Epoch 2 (The first 6 
months of Epoch 2 and Epoch 2 continued) will be used to analyze the R-ODS in Epoch 2. 
4. Change from pre-SC treatment baseline in an average of handgrip strength of both hands 
The secondary endpoints associated to Cohort 1 (CIDP), change from pre-SC treatment baseline 
in an average of handgrip strength of both hands, will be analyzed according to the methods for 
the primary endpoint for Cohort 2 (MMN) (defined in Section 6.6.1). 
Average of grip strength is defined as an average of the two maximum values: maximum of the 3 
measurements in the more affected hand and the maximum of the 3 measurements in the less 
affected hand at each visit. 
The same analyses as in Epoch1 will also be performed in Epoch 2 as an exploratory analysis. 
In the second interim analysis, the pre-SC treatment baseline data and the data in Epoch 2 (The 
first 6 months of Epoch 2) will be used to analyze the average of handgrip strength of both hands 
in Epoch 2. 
In the final analysis, the pre-SC treatment baseline data and the data in Epoch 2 (The first 6 
months of Epoch 2 and Epoch 2 continued) will be used to analyze the average of handgrip 
strength of both hands in Epoch 2. 
5. Change from pre-SC treatment baseline in adjusted INCAT disability score 
The exploratory analyses associated to Cohort 1 (CIDP), change from pre-SC treatment baseline 
in adjusted INCAT disability score, will be analyzed according to the methods for the primary 
secondary endpoint for Cohort 2 (MMN) (defined in Section 6.6.1). Subjects without post-
baseline adjusted INCAT disability score data will not be included in the analysis. 
Descriptive statistics (n, mean, median, SD, Q1, Q3, minimum, maximum) will be presented for 
adjusted INCAT disability score and change from pre-SC treatment baseline for each visit. 
Additionally, the statistics reported will include but are not limited to: 
 estimated change from baseline and two-sided 95% CIs 
An additional plot of mean change from pre-SC treatment baseline of adjusted INCAT disability 
score by timepoint will be presented for all timepoints (weeks), using the FAS population. A 
listing for adjusted INCAT disability score will also be presented for the FAS population. 
The same analyses as in Epoch1 will also be performed in Epoch 2 as an exploratory analysis. 
In the second interim analysis, the pre-SC treatment baseline data and the data in Epoch 2 (The 
first 6 months of Epoch 2) will be used to analyze the adjusted INCAT disability score in Epoch 
2. 
In the final analysis, the pre-SC treatment baseline data and the data in Epoch 2 (The first 6 
months of Epoch 2 and Epoch 2 continued) will be used to analyze the adjusted INCAT 
disability score in Epoch 2. 
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Cohort 2 (MMN)  
6. GNDS in upper limb and lower limb categories  
The secondary endpoints associated to Cohort 2 (MMN), GNDS in upper limb and lower limb 
categories, will be descriptively analyzed as a binary variable indicating whether the score of a 
subject increased from baseline to the value at each post baseline, with no imputation of missing 
values. The following will be reported: 
 number of subjects and number (%) of subjects with increased score from baseline in upper 

limb or lower limb categories 
The same analyses as in Epoch1 will also be performed in Epoch 2 as an exploratory analysis. 
In the second interim analysis, the pre-SC treatment baseline data and the data in Epoch 2 (The 
first 6 months of Epoch 2) will be used to analyze the GNDS in upper limb and lower limb 
categories in Epoch 2. 
In the final analysis, the pre-SC treatment baseline data and the data in Epoch 2 (The first 6 
months of Epoch 2 and Epoch 2 continued) will be used to analyze the GNDS in upper limb and 
lower limb categories in Epoch 2. 
7. Change from pre-SC treatment baseline in MRC sum score 
The secondary endpoints associated to Cohort 2 (MMN), change from pre-SC treatment baseline 
in MRC sum score will also be analyzed according to the methods for the primary endpoint for 
Cohort 2 (MMN) (defined in Section 6.6.1). 
An additional plot of mean change from pre-SC treatment baseline of MRC sum score by 
timepoint will be presented for all timepoints (weeks), using the FAS population. A listing for 
MRC sum score will also be presented for the FAS population. 
The same analyses as in Epoch1 will also be performed in Epoch 2 as an exploratory analysis. 
In the second interim analysis, the pre-SC treatment baseline data and the data in Epoch 2 (The 
first 6 months of Epoch 2) will be used to analyze the GNDS in upper limb and lower limb 
categories in Epoch 2. 
In the final analysis, the pre-SC treatment baseline data and the data in Epoch 2 (The first 6 
months of Epoch 2 and Epoch 2 continued) will be used to analyze the GNDS in upper limb and 
lower limb categories in Epoch 2. 
8. Change from pre-SC treatment baseline in an average of handgrip strength of both hands 
The secondary endpoints associated to Cohort 2 (MMN), change from pre-SC treatment baseline 
in an average of handgrip strength of both hands, will be analyzed according to the methods for 
the primary endpoint for Cohort 2 (MMN) (defined in Section 6.6.1). 
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Average of grip strength of both hands is defined as an average of the two maximum values: 
maximum of the 3 measurements in the more affected hand and the maximum of the 3 
measurements in the less affected hand at each visit. 
The same analyses as in Epoch1 will also be performed in Epoch 2 as an exploratory analysis. 
In the second interim analysis, the pre-SC treatment baseline data and the data in Epoch 2 (The 
first 6 months of Epoch 2) will be used to analyze the average of handgrip strength of both hands 
in Epoch 2. 
In the final analysis, the pre-SC treatment baseline data and the data in Epoch 2 (The first 6 
months of Epoch 2 and Epoch 2 continued) will be used to analyze the average of handgrip 
strength of both hands in Epoch 2. 
9. Change from pre-SC treatment baseline in GNDS 
The secondary endpoints associated to Cohort 2 (MMN), change from pre-SC treatment baseline 
in GNDS, will be analyzed according to the methods for the primary endpoint for Cohort 2 
(MMN)(defined in Section 6.6.1). 
An additional plot of mean change from pre-SC treatment baseline of GNDS by timepoint will 
be presented for all timepoints (weeks), using the FAS population. A listing for GNDS score will 
also be presented for the FAS population. 
The same analyses as in Epoch1 will also be performed in Epoch 2 as an exploratory analysis. 
In the second interim analysis, the pre-SC treatment baseline data and the data in Epoch 2 (The 
first 6 months of Epoch 2) will be used to analyze the GNDS in Epoch 2. 
In the final analysis, the pre-SC treatment baseline data and the data in Epoch 2 (The first 6 
months of Epoch 2 and Epoch 2 continued) will be used to analyze the GNDS in Epoch 2. 

6.6.2.1 Sensitivity Analysis 
Not applicable. 

6.6.2.2 Supplementary analysis 
Not applicable. 

6.6.3 Tertiary Endpoints Analysis 
1. Serum trough levels of total IgG  
Values below the lower limit of quantitation (LLOQ) will be considered as zero for descriptive 
statistics of serum trough concentrations of IgG. LLOQ for total serum trough levels of IgG is 
1.72 g/L.  
Epoch 1 
Analyses of serum trough concentrations of IgG will include subjects in the Epoch 1 Safety 
Analysis Set by cohort and overall. Serum trough concentrations of IgG will be summarized 

Prop
ert

y o
f T

ak
ed

a: 
For 

no
n-c

om
merc

ial
 us

e o
nly

 an
d s

ub
jec

t to
 th

e a
pp

lica
ble

 Term
s o

f U
se



  
TAK-771-3002 Page 30 of 77 
Statistical Analysis Plan v3.0 17-Oct-2024 
 
using descriptive statistics (n, mean, SD, median, Q1, Q3, minimum, maximum, geometric 
mean, Coefficient of Variation (CV) of the geometric mean) and 2-sided 95% CI for mean and 
geometric mean by timepoints and each visit. Also, change from baseline will be tabulated. Plots 
of individual serum trough concentrations of IgG will be presented. 
In addition, the relationship between serum IgG trough levels after day 120 (every 2-week 
dosing Epoch 1 W27/EoE1; every 3-week dosing Epoch 1 W26/EoE1, every 4-week dosing 
Epoch 1 W28/EoE1) or at the time of relapse status (relapse, no relapse for CIDP)/worsening 
status (MMN has been judged as being worsened by Investigator) will be assessed as an 
exploratory analysis. Serum trough concentrations of IgG will be summarized by relapse status 
(for CIDP)/ worsening status (MMN has been judged as being worsened by Investigator) and 
using descriptive statistics (n, mean, SD, median, Q1, Q3, minimum, maximum, geometric 
mean, CV of the geometric mean). Also, change from baseline will be tabulated. MMN 
worsening is defined as "Lack of Efficacy" or "Progressive Disease" of primary reason off study 
treatment. For subjects who relapsed/worsened in Epoch 1, the first recorded IgG level after 
relapse/worsen was selected for this analysis. For subjects who did not relapse/worsen in Epoch 
1, the last recorded IgG level on treatment during Epoch 1 was selected for this analysis. For 
subjects who did not relapse/worsen and who had no IgG results after Day 120 are not included. 
Epoch 2 
Analyses of serum trough concentrations of IgG for Epoch 2 will be presented for the Epoch 2 
Safety Analysis Set by cohort and overall. Serum trough concentrations of IgG will be 
summarized using descriptive statistics (n, mean, SD, median, Q1, Q3, minimum, maximum, 
geometric mean, CV of the geometric mean) and 2-sided 95% CI for mean and geometric mean 
by timepoints and each visit. Also, change from baseline will be tabulated. Plots of individual 
serum trough concentrations of IgG will be presented. 
In the second interim analysis, the pre-SC treatment baseline data and the data in Epoch 2 (The 
first 6 months of Epoch 2) will be used to analyze the serum trough concentrations of IgG in 
Epoch 2. 
In the final analysis, the pre-SC treatment baseline data and the data in Epoch 2 (The first 6 
months of Epoch 2 and Epoch 2 continued) will be used to analyze the serum trough 
concentrations of IgG in Epoch 2. 
2. Number of subjects received the study drug through self-administration.  
Number and percentage of subjects received the study drug through self-administration will be 
summarized by cohort and epoch for Safety Analysis Set. 
For calculating number of subjects received the study drug, number of subjects received the 10% 
IGI will be used. 
Subjects received the study drug through self-administration will also be listed for the Safety 
Analysis Set. 
In the second interim analysis, the data in Epoch 2 (The first 6 months of Epoch 2) will be used 
to analyze the study drug through self-administration in Epoch 2. 
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In the final analysis, the pre-SC treatment baseline data and the data in Epoch 2 (The first 6 
months of Epoch 2 and Epoch 2 continued) will be used to analyze the study drug through self-
administration in Epoch 2. 

6.7 Safety Analysis 
Safety analyses will be mainly presented by cohort, Epoch and overall. Analyses for clinical 
laboratory evaluations and vital signs will be presented by cohort and visit. Continuous data 
(e.g., change from baseline in a lab parameter) will be summarized using the following 
descriptive statistics: number of subjects (n), mean, median, SD, minimum value, maximum 
value. 
Categorical data (e.g., occurrence of AE) will be summarized in terms of number and percentage 
of subjects in the category, and, where applicable, number of outcomes/events/occurrences in the 
category. 
For analysis of “adverse events”, “adverse events of special interest” and “extent of exposure and 
compliance”, the following data will be used. 
In the second interim analysis, the data in Epoch 2 (The first 6 months of Epoch 2) will be used 
to analyze the safety analysis in Epoch 2. 
In the final analysis, the data in Epoch 2 (The first 6 months of Epoch 2 and Epoch 2 continued) 
will be used to analyze the safety analysis in Epoch 2. 

6.7.1 Adverse Events 
All AEs will be coded using MedDRA (version 24.0 or higher) and then reported by MedDRA 
SOC and PT, and overall. Only TEAEs will be analyzed. Non-TEAEs will be listed only. 
TEAEs are defined as adverse events that occurred during or after administration of the first dose 
of IP. TEAEs caused in Epoch 1 are defined as AEs that occurs on or after the start of study drug 
administration, and before the first dose of IP in Epoch 2. TEAEs caused in Epoch 2 are defined 
as AEs that began during or after administration of the first dose of IP in Epoch 2. 
IP-related TEAE: Any TEAE that is recorded by the investigator as “Related” to IP will be 
considered IP-related AE, and any AE recorded as “Not Related” will be considered unrelated 
AE. 
TEAEs temporally associated with infusion: These are defined as AEs occurring during or within 
72 hours after completion of an infusion. 
Any treatment-emergent adverse events which are answered "Yes" to Infusion-Related Reaction 
Flag is counted as an infusion associated TEAEs. 
ARs/Suspected ARs: Adverse reactions (AR) plus suspected ARs are defined as TEAEs that are 
considered by the investigator to be related to IP administration, or for which the causality is 
indeterminate or missing, or that begins during infusion of IP or within  
72 hours following the end of IP infusion.  
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For action taken with study treatment by TEAE, both action taken with rHuPH20 and action 
taken with 10% IGI are collected. If “Drug Withdrawn” is selected in either rHuPH20 or 10% 
IGI, then the TEAE will be treated as "TEAEs leading to prematurely discontinuation". 
Any TEAE with the MedDRA High-Level Group Term (HLGT) = “Administration site 
reactions” will be considered a local TEAE. In addition, any TEAE with Injection Site Reaction 
Flag = “Yes” will be considered a local TEAE. All other TEAE’s will be considered a systemic 
AE. 

The following summaries will be provided (no statistical hypothesis testing is planned): 
 Number and percentage of subjects with TEAEs by SOC and PT, and overall 
 Number of TEAEs: SOC and PT, and overall 
The following approaches will be used, where applicable: 

 Overall summary: Any TEAE, TEAE related to IP, severe TEAE, severe TEAE related to IP, 
serious TEAE, serious TEAE related to IP, TEAE leading to early discontinuation, TEAE 
leading to death, TEAE temporally associated with infusion, infusion associated TEAE, local 
TEAE, systemic TEAE and ARs/Suspected ARs 
 Summaries by SOC and PT: In the summaries, SOC will be sorted alphabetically, and 

PT will be sorted within each SOC in descending frequency in the Total column (i.e., 
the Total column will be sorted in descending order after the sorting by SOC and PT) 

 Summaries by Maximum Severity: Subjects with multiple events in the same 
category are counted only once in that category, using the event with the greatest 
severity. Subjects with events in more than one category are counted once in each of 
those categories 

 If more than 1 TEAE occurs within the same PT for the same subject, then the subject 
will be counted only once for that PT using the most severe and most related 
occurrence for the summarization by severity and by relationship to IP. For example, 
if a subject experienced a mild headache not related to the IP, and a moderate 
headache related to IP, then the subject will be counted once for headache using the 
moderate headache related to IP 

 In AE incidence summaries, subjects with multiple events in the same category will 
be counted only once in the AE category. Subjects with events in more than one 
category will be counted once in each of the categories 

 In AE count summaries, multiple occurrences of the same AE will be counted 
multiple times 

 Note that, in addition to standard AE listings, the following subject data listing will be 
provided per regulatory request: Subjects who prematurely discontinued from the 
study, and all their treatment-emergent adverse events. The listing will be based on 
the Enrolled Set and display demographics, first and last dose dates (if known), Prop
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withdrawal date, duration in study, primary reason for premature withdrawal, and 
adverse data 

6.7.1.1 Descriptive Analysis of Adverse Events per Infusion, per Subject, per Subject-Year 
The following summaries will be provided for Epoch 1 and overall (no statistical 
hypothesis testing is planned): 
 Number of TEAEs per infusion, by SOC and PT 
 Number of TEAEs per subject, by SOC and PT 
 Number of TEAEs per 1000 subject-years, by SOC and PT 

AEs per 1000 subject-years summary adjusts for differences in subjects’ durations in the 
study and differential dropout rates between treatment groups. 

For number of AEs, multiple occurrences of the same AE in the same subject will be 
counted multiple times. 
Number of AEs and AEs per 1000 subject-years (SYs) will be provided for all AEs (if 
analyzable), by SOC and PT. 
The following calculations apply, where applicable: 
 AEs per infusion = number of AEs / total number of infusions administered of 10% 

IGI to subjects in the analysis set 
 AE per subject = number of AEs / total number of subjects in the analysis set 
 AEs per 1000 SYs in Epoch 1 = 1000 × (Total Number of AEs in Epoch 1 for all 

subjects / Total SYs in Epoch 1) 
 Total SYs in Epoch will be calculated by summing subjects’ durations in Epoch 

through the end of Epoch. Each subject’s duration will be calculated as: (last date of 
Epoch – date of initial dose of IP in the Epoch + 1) / 365.25. If the subject’s last date 
in the Epoch is missing, then the date of last dose of IP will be used if available 

The following AEs will be summarized per infusion, subject, and subject year: 
 Any TEAE 
 Serious TEAEs 
 IP-Related TEAEs 
 IP-Related Serious/Non-Serious TEAEs 
 TEAEs temporally associated with infusion 
 Local/Systemic TEAEs 
 IP-Related Local/Systemic TEAEs 
 IP-Related Serious Local/Systemic TEAEs 
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 TEAEs That Occurred During or Within 72 Hours Post-Infusion 
 ARs/Suspected ARs 
 ARs/Suspected ARs temporally associated with infusion 

6.7.2 Adverse Events of Special Interest 
AEs of special interest will be coded using the MedDRA (version 24.0 or higher) and 
then reported by MedDRA PT, and overall.  
Adverse events of special interest (source: Section 9.1.9.10 of the study protocol) include 
the followings (see Section 9.2 for details of definitions): 
 Allergic reactions 

⸰ Urticaria 
⸰ New-onset bronchospasm 
⸰ Oedema of tongue, lips, face (angioedema) 
⸰ Anaphylaxis 
⸰ Stevens-Johnson syndrome 
⸰ Erythema multiforme 
⸰ Toxic epidermal necrolysis 

 Immune complex mediated reactions – Local 
⸰ Induration/nodule at the site of administration that persists for more than 48 

hours 
⸰ Excessive inflammation at the site of administration - severe redness, heat, 

swelling, and/or pain 
⸰ Tissue necrosis/ulceration at the site of administration 
⸰ Dystrophic or fibrotic changes at the site of administration 
⸰ Pigmented skin changes at the site of drug administration 

 Immune complex mediated reactions – Systemic 
⸰ Arthritis 
⸰ Vasculitis (purpuric rash) 
⸰ Glomerulonephritis - hematuria, red cell casts in urine, progressive renal 

dysfunction 
 Thrombotic and Embolic Events 

⸰ Arterial (Embolic and thrombotic events, arterial – 20000082 (SMQ))  Prop
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⸰ Venous (Embolic and thrombotic events, venous – 20000084 (SMQ)) 
⸰ Vessel unspecified/unknown (Embolic and thrombotic events, vessel type 

unspecified and mixed arterial and venous - 20000083 (SMQ)). 
The following special interest AEs will be summarized: 
 Any TEAE of special interest 
 TEAEs of special interest by Antibody Status (subject having elevated anti-rHuPH20 

antibody titers or not). 

6.7.3 Clinical Laboratory Evaluations 
Clinical laboratories are not explicitly stated in the study protocol as endpoints but are included 
in this SAP for further assessment of the safety profile. Raw (actual) clinical laboratory values 
(in SI units) and changes in raw values from baseline at each post-baseline assessment time point 
will be summarized as continuous variables. Shift from baseline to each assessment time point 
will be provided for categorical variables. Results will be tabulated. The following laboratory 
variables/parameters will be summarized, and the data will be listed in the subject data listing, as 
indicated. Other than following Lab parameters will be listed only. 

Hematology The hematology panel will consist of hemoglobin, hematocrit, 
erythrocytes (i.e., red blood cell count), and leukocytes (i.e., 
[WBC]) with differential (i.e., basophils, eosinophils, 
lymphocytes, monocytes, neutrophils) and platelet counts, as 
well as absolute neutrophil count. 

Summary and Listing 

Clinical 
Chemistry 

The clinical chemistry panel will consist of sodium, 
potassium, chloride, bicarbonate, protein, albumin, ALT, 
serum total bilirubin, AST, ALP, LDH, BUN, serum 
creatinine, creatinine phosphokinase, glucose, haptoglobin, 
and lipase. 

Summary and Listing 

Hemolytic Panel The hemolytic panel includes Hgb, LDH, serum haptoglobin, 
plasma-free (unbound) Hgb, serum direct anti-globulin (direct 
Coombs) test, reticulocyte count, and urine hemosiderin. 

Listing only 

Hemoglobin A1C HbA1c Listing only 

Serum Iron, 
Ferritin, and Total 
Iron Binding 
Capacity (TIBC) 

Serum iron, ferritin, and TIBC  Listing only 

Urinalysis Color, specific gravity, pH, protein, glucose, ketones, 
bilirubin, urobilinogen, blood, nitrite, and leukocyte esterase 
and a microscopic examination  

Listing only 

Pregnancy Test Pregnancy tests for female subjects of childbearing potential Listing only 
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Weight (kg) High - Increase of ≥ 7% 
Low - Decrease of ≥ 7% 

a A post-baseline value is considered as a PCS value if it meets both criteria for observed value and change from 
baseline. 

6.7.5 ECG 
Electrocardiogram (ECG) data (overall interpretation) will be provided in subject listing only. 
Note that clinically significant, treatment-emergent changes in ECGs will be recorded in the 
study database as AEs. 

6.7.6 Clinically significant, treatment-emergent changes in physical exams 
Clinically significant, treatment-emergent changes in physical exams data will be listed in the 
subject listing only. Note that clinically significant, treatment-emergent changes in physical 
exams will be recorded in the study database as AEs. 
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6.7.7 ADA Analysis 
The immunogenicity endpoints corresponding to the immunology safety objective include: 
 Anti-rHuPH20 antibody (binding and/or neutralizing antibodies to rHuPH20), specifically 

subjects with: 
⸰ High-binding antibodies 
⸰ Low-binding antibodies 
⸰ Abnormal or increased anti-rHuPH20 antibody titer  
⸰ Elevated anti-rHuPH20 antibodies 
⸰ Neutralizing antibodies measured 
⸰ Positive neutralizing antibodies 
⸰ Negative neutralizing antibodies 

“Anti-rHuPH20 antibody titer ≥ 1:160” means “Positive titers (≥ 1:160)” and is described as 
“High-binding antibodies”. “Titer < 1:160” is described as “Low-binding antibodies”.  
High-binding antibodies at any time: Number of subjects who had at least one anti-rHuPH20 
antibody titer ≥ 1:160 during treatment. 
High-binding antibodies at specific visit: Number of subjects who had anti-rHuPH20 antibody 
titer ≥ 1:160 at the specific visit. 
Low-binding antibodies at any time: Number of subjects with anti-rHuPH20 antibody titer < 
1:160 for all data during treatment. 
Low-binding antibodies at specific visit: Number of subjects who had anti-rHuPH20 antibody 
titer <1:160 at the specific visit. 
A subject is defined as having (1) abnormal or (2) increased from baseline if the subject has (1) 
anti-rHuPH20 antibody titer of ≥ 1:160 or (2) if anti-rHuPH20 antibody titer is higher than the 
greater of ≥ 1:160 of the value at baseline. 
A subject is defined as having elevated anti-rHuPH20 antibody titers if the subject has two 
consecutive anti-rHuPH20 antibody titers of ≥ 1:160 which are elevated from the subject’s 
baseline titers. 
Antibody titers may be reported as direct titers (positive integers) or as the inverse of the amount 
of diluent that is required to abolish a positive test result. Subjects who have two consecutive 
anti-rHuPH20 antibody titers of ≥ 1:160 which are elevated from the subject’s baseline titers will 
be classified as experiencing treatment-emergent development of anti-rHuPH20 antibodies at the 
first of the two time points. 
Anti-rHuPH20 antibody development will be summarized (number of subjects (n), percentage 
(%) of subjects by category: elevated, neutralizing antibody measured, positive neutralizing 
antibodies, negative neutralizing antibodies, high-binding, low binding) by visit. 
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All treatment-emergent AEs and related AEs in subjects with “anti-rHuPH20 antibody titers ≥ 
1:160” will be presented in a subject data listing. For subjects with/without “≥ 1:160 or increased 
from baseline in anti-rHuPH20 antibody titer”, with “elevated titers”, and without “anti-
rHuPH20 antibody titers ≥ 1:160”, all treatment-emergent AEs will be presented. 
Additionally, AEs experienced by each of the titer groups will be summarized:  
 Subjects with positive anti-rHuPH20 antibody titers (≥ 1:160)  

⸰ All AEs and related AEs reported before the first positive anti-rHuPH20 antibody titers 
(≥ 1:160) confirmation 

⸰ All AEs and related AEs reported after the first positive anti-rHuPH20 antibody titers (≥ 
1:160) confirmation 

 Subjects with any treatment emergent abnormal titer (≥ 1:160) or increased from baseline in 
anti-rHuPH20 antibody titer  
⸰ All AEs and related AEs reported before any ≥ 1:160 or increased from baseline  
⸰ All AEs and related AEs reported after any ≥ 1:160 or increased from baseline 

 AEs for subjects without any treatment emergent ≥ 1:160  
 AEs for subjects with elevated titers. 
For TEAEs and IP-related TEAEs in subjects with “anti-rHuPH20 antibody titers ≥ 1:160”, 
summarizes by SOC and PT (see section 6.7.1) and per Infusion, per Subject, per Subject-Year 
(see section 6.7.1.1). 
For TEAEs in subjects with “≥ 1:160 or increased from baseline in anti-rHuPH20 antibody titer”, 
with “elevated titers”, and without “anti-rHuPH20 antibody titers ≥ 1:160”, summarizes by SOC 
and PT and per Infusion, per Subject, per Subject-Year. 
If at least 5 subjects have elevated titers, then the descriptive analysis will be conducted to assess 
if there is any evidence of relationship between anti-rHuPH20 antibody titer (elevated, not 
elevated) and the occurrence of AEs of interest. The occurrence of AEs of interest will be 
summarized by anti-rHuPH20 antibody titer. 
In addition, the analysis of any treatment emergent abnormal titer or increased from baseline in 
anti-rHuPH20 antibody titer will be performed to assess if there is any evidence of relationship 
between anti-rHuPH20 antibody titer (elevated, not elevated) and the occurrence of AEs. 
Immunology related data after IP administration will also be listed. 

6.7.8 Extent of Exposure and Compliance 
Exposure to IP and compliance will be summarized separately for the Epoch 1 and Epoch 2 
Safety Analysis Set. Each study drug (10% IGI, rHuPH20) will be summarized separately. 
The following will be presented descriptively: 
 number of infusions which were interrupted/stopped/dose reduced or rate reduced 
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 number of infusions excluding interrupted/stopped/dose reduced or rate reduced 
 number of infusions for which the infusion rate was reduced and/or the infusion was 

interrupted or stopped and/or dose reduced due to intolerability and/or AEs 
 treatment duration (months, as defined below). 
Infusion compliance is calculated as the total number of applied infusions of each study drug 
(10% IGI, rHuPH20) including completed, interrupted, and stopped infusions, divided by the 
number of expected infusions, multiplied by 100. The number of expected infusions is based on 
the actual number of visits. Actual number of visits means the visit up to the data cut-off or end 
of treatment during the epoch. 
Descriptive statistics (n, mean, SD, minimum, median, and maximum) or number of subjects and 
percentage, as applicable, will be presented by dosing regimen, cohort and overall.  
Exposure is defined as the total duration of treatment with IP (in days), calculated as:  

date of last dose of IP – date of initial dose of IP + 1.  
For calculating duration of treatment with IP, date of dose of 10% IGI will be used. 
Treatment duration will be summarized both as a continuous variable and using the following 
categories: 
 <1 month 
 1 - <3 months 
 3 - <6 months 
 6 - <12 months 
 12 - <18 months 
 18 - <24 months 
 ≥24 months 
 ≥1 month 
 ≥3 months 
 ≥6 months 
 ≥12 months 
 ≥28 months 
 ≥24 months 
And Summary of IP Administration will be tabulated. 
The following will be presented descriptively: 
 Total Number of Infusions Administered 

Prop
ert

y o
f T

ak
ed

a: 
For 

no
n-c

om
merc

ial
 us

e o
nly

 an
d s

ub
jec

t to
 th

e a
pp

lica
ble

 Term
s o

f U
se



  
TAK-771-3002 Page 41 of 77 
Statistical Analysis Plan v3.0 17-Oct-2024 
 
 Number of Infusion Sites on the Body Per Infusion (1, 2, 3) 
 Actual Infusion Volume (mL) 
 Maximum Infusion Rate/ Site (mL/hr) 
 Study Treatment Administration Performed 

(Study Subject, Investigator/Study Physician, Study Nurse, Caregiver) 
Additionally, monthly dose equivalent and duration of infusion per dose of 10% IGI will be 
presented in Epoch 1. 
Full dose is defined as the dose that is achieved after ramp-up and occurs at Epoch 1 Week 3 
(Every 2 Weeks Regimen), Epoch 1 Week 5 (Every 3 Weeks Regimen) and Epoch 1 Week 8 
(Every 4 Weeks Regimen). 
Number of subjects who remained on study to reach full dose. Monthly Dose Equivalent 
(g/month) is defined as: Full dose in mL * 1g/10mL / Dose Interval in weeks * 4.348125 
weeks/month and is averaged per subject. Monthly Dose Equivalent (g/kg/month) is defined as: 
Full dose in mL * 1g/10mL / Subject’s weight in kg at baseline / Dose Interval in weeks * 
4.348125 weeks/month and is averaged per subject. 
Duration of infusion(s) per dose will be calculated as the sum of each infusion time for study 
drug per dose. 
Listings of IP exposure and compliance will be provided using the Safety Analysis Set. 

6.8 Pharmacokinetic, Pharmacodynamic, and Biomarker Analyses 

6.8.1 Pharmacokinetic Analysis 
Analyses for trough serum IgG are described in Section 6.6.3. Additional analysis may be 
conducted and will be described in a separate pharmacokinetic/pharmacodynamic data analysis 
plan if applicable. 

6.8.2 Pharmacodynamic Analysis 
Not applicable. 

6.8.3 Biomarker Analysis 
Not applicable. 

6.9 Patient Reported Outcomes (PROs) and Health Care Utilization Endpoints 
Analysis 

6.9.1 PRO Analysis 
Not applicable. Prop

ert
y o

f T
ak

ed
a: 

For 
no

n-c
om

merc
ial

 us
e o

nly
 an

d s
ub

jec
t to

 th
e a

pp
lica

ble
 Term

s o
f U

se



  
TAK-771-3002 Page 42 of 77 
Statistical Analysis Plan v3.0 17-Oct-2024 
 
6.9.2 Health Care Utilization Analysis 
Not applicable. 

6.10 Other Analyses 
1. Time to MMN worsening 
Time to MMN worsening is defined as time from the date of the first SC administration of TAK-
771 to the date of MMN worsening (where MMN worsening is defined as "Lack of Efficacy" or 
"Progressive Disease" of primary reason off study treatment). For subjects who worsened in 
Epoch 1, time to MMN worsening will be calculated as: 

Date of treatment end – date of initial dose of IP in Epoch 1 + 1. 
Subjects who did not worsening in Epoch 1 will be censored with time to censoring calculated 
as: 

Date of Epoch 1 discontinuation/completion – date of initial dose of IP in Epoch 1 + 1. 
In the analysis through Epoch1 and Epoch2, for subjects who worsened, time to worsening will 
be calculated as: 

In the second interim analysis: Date of treatment end of Epoch 2 (The first 6 months of 
Epoch 2) – date of initial dose of IP in Epoch 1 + 1. 

In the final analysis: Date of treatment end of Epoch 2 (The first 6 months of Epoch 2 or 
Epoch 2 continued) – date of initial dose of IP in Epoch 1 + 1. 

 
Subjects who did not worsening in Epoch 1 and Epoch 2 will be censored with time to censoring 
calculated as: 

In the second interim analysis: Date of discontinuation/completion of Epoch 2 (The first 6 
months of Epoch 2) – date of initial dose of IP in Epoch 1 + 1. 

In the final analysis: Last date of discontinuation/completion of Epoch 2 (The first 6 
months of Epoch 2 or Epoch 2 continued) – date of initial dose of IP in Epoch 1 + 1. 
The statistics presented will include but are not limited to: 
 number of subjects included in the analysis 
 number of subjects with event 
 number of subjects censored 
 percentiles (25th, 50th and 75th, if calculable), minimum and maximum for the cumulative 

incidence (1-survival) function, estimated using the Kaplan-Meier method 
Additionally, the cumulative incidence (1-survival) function will be estimated using Kaplan-
Meier curves, where the vertical axis will represent the cumulative risk of experiencing a 
worsening and the number of subjects at-risk over time will be displayed. 
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6.11 Interim Analyses 
Two formal interim data analysis to support the Japanese New Drug Application submission will 
be completed. Both will summarize efficacy and safety of treatment with TAK-771 in Japanese 
subjects with CIDP/MMN. The first interim analysis will be conducted when the last subject has 
reached the End of Epoch 1 visit. The second interim analysis will be conducted when the last 
subject has reached the visit of Week 24 in Epoch 2. The first and the second interim clinical 
study reports summarizing data will be prepared based on these results of analyses. No adaptive 
design or data monitoring committee is planned for this study. 
In the first interim analysis, the analysis will be performed with data at time points up to the End 
of Epoch 1. The data listing will include data after the End of Epoch 1. 
In the second interim analysis, the analysis will be performed with data at time points up to the 
Week 24 in Epoch 2. The data listing will include data after the Week24 in Epoch 2. 
In the final analysis, the analysis will be performed with all Epoch 2 data.  

6.12 Data Monitoring Committee/Internal Review Committee/ [Other Data Review 
Committees] 

No Data Monitoring Committee or Internal Review Committee is planned. 

Prop
ert

y o
f T

ak
ed

a: 
For 

no
n-c

om
merc

ial
 us

e o
nly

 an
d s

ub
jec

t to
 th

e a
pp

lica
ble

 Term
s o

f U
se



  
TAK-771-3002 Page 44 of 77 
Statistical Analysis Plan v3.0 17-Oct-2024 
 
7.0 REFERENCES 
[1] Lewis, R. A., Cornblath, D. R., Hartung, H. P., Sobue, G., Lawo, J. P., Mielke, O., Durn, B. 

L., Bril, V., Merkies, I. S. J., Bassett, P., Cleasby, A. & Schaik, I. N. 2020. Placebo effect in 
chronic inflammatory demyelinating polyneuropathy: The PATH study and a systematic 
review. Journal of the Peripheral Nervous System, 25, 230-237. 

[2] Matsui, N. 2012. Multifocal motor neuropathy: current review of epidemiology and 
treatment. Rinsho shinkeigaku = Clinical neurology, 52, 920-2. 

[3] van Nes, S. I., Vanhoutte, E. K., van Doorn, P. A., Hermans, M., Bakkers, M., Kuitwaard, 
K., Faber, C. G. & Merkies, I. S. J. 2011. Rasch-built Overall Disability Scale (R-ODS) for 
immune-mediated peripheral neuropathies. Neurology, 76, 337-345 

 

Prop
ert

y o
f T

ak
ed

a: 
For 

no
n-c

om
merc

ial
 us

e o
nly

 an
d s

ub
jec

t to
 th

e a
pp

lica
ble

 Term
s o

f U
se



  
TAK-771-3002 Page 45 of 77 
Statistical Analysis Plan v3.0 17-Oct-2024 
 
8.0 CHANGES TO PROTOCOL PLANNED ANALYSES 
Changes to protocol-specified analyses have been made in this SAP, as follows: 
 Enrolled Set was added as analysis sets 
 Clinical lab assessment and vital signs are added for safety analysis. 
 All efficacy endpoints will be analyzed on Epoch 1 and Epoch 2. (except for the 

supplemental analysis) 

Prop
ert

y o
f T

ak
ed

a: 
For 

no
n-c

om
merc

ial
 us

e o
nly

 an
d s

ub
jec

t to
 th

e a
pp

lica
ble

 Term
s o

f U
se



  
TAK-771-3002 Page 46 of 77 
Statistical Analysis Plan v3.0 17-Oct-2024 
 
9.0 APPENDIX  

9.1 Data Handling Conventions  

9.1.1 General Data Reporting Conventions  
TFLs will follow Takeda standards, where applicable, except that footnotes will be printed at the 
bottom of every output page. IQVIA SOPs and work instructions will apply to all statistical 
programming, unless otherwise specified in this SAP or the corresponding TFL shells document. 
Listings will be sorted by cohort, and subject identification number, unless otherwise specified. 
Both derived and non-derived data, if available, will be displayed in listings. 

9.1.2 Definition of Baseline  
Definition of baseline is described in Section 6.1. 

9.1.3 Definition of Visit Windows  
For statistical analysis purposes, all efficacy assessments will be assigned to an analysis visit 
window. Unless otherwise specified for an analysis, the following will apply:  

• Assessments will be assigned based on the date the assessment was performed regardless 
of the completed CRF page.  

• Study day will be calculated as: date of assessment – date of first dose + 1. The date of 
the administration 10% IGI will be used as the date of first dose. 

• If two or more assessments fall within the same visit window, then the assessment that is 
closest to the target study day will be used for analysis. If two or more assessments are 
equidistant from a planned target study day, then the most recent assessment will be used 
for analysis.  

• If there is no assessment within a visit window, then the assessment for that planned 
study visit will be a considered as missing.  

Analysis visit windows are presented for: 

• Epoch 1 Efficacy assessments: 
o 2-week regimen (Table 3) 
o 3-week regimen (Table 4) 
o 4-week regimen (Table 5) 

• Epoch 2 Efficacy assessments: 
o 2-week regimen (Table 6) 
o 3-week regimen (Table 7) 
o 4-week regimen (Table 8) 
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9.1.4 Repeated or Unscheduled Assessments of Safety Parameters 
If a subject has repeated assessments before initial dose of IP, then the most recent assessment 
value will be used as baseline in analysis/summaries involving baseline. 
If a subject has repeated assessments after initial dose of IP (repeated post-baseline assessments), 
then the most recent assessment value will be used in analysis/summaries involving post-
baseline. 
Unscheduled assessments (i.e., assessments not done at a planned visit) will used only in 
summaries of abnormalities or toxicities (not otherwise). 
All assessments, including repeated and unscheduled assessments, will be presented in the 
subject data listings. 

9.1.5 Handling of Missing, Unused, and Spurious Data 
This section provides a general plan for handling of missing data, unused and spurious data. 
Specifics regarding handling are addressed in specific endpoint analysis sections. 
Data that appear to be spurious (e.g., outliers, incompatible with life) will be queried by Clinical 
Data Management and then either corrected or explained in the CSR if not correctable. Outliers 
will not be excluded from analysis unless otherwise specified. Any exclusion of data from 
analysis will be appropriately footnoted in the relevant TFLs. 

9.1.6 Missing Date of Investigational Product 
If the date of the last dose of IP is missing for a subject in the Safety analysis set, then all efforts 
will be made by the study sponsor, or on behalf of the sponsor, to obtain the date from the study 
investigator. If the date cannot be obtained despite all efforts, then the last visit date when IP was 
dispensed will be used in the calculation of treatment duration. 
That is, if last dose date is missing, then last visit in Treatment Period date will be used. 

9.1.7 Missing Date Information for Prior or Concomitant Medications 
(Therapies/Procedures) 

For prior or concomitant medications (and/or therapies/procedures), incomplete (fully or 
partially missing) start date and/or stop date of mediation will be imputed. When the start date 
and the stop date are both incomplete for a subject, impute the start date first using the 
imputation approach described in the subsequent sections. 

9.1.7.1 Incomplete Start Date 
The following rules will be applied to impute the missing numerical fields. If the stop date is 
complete and the imputed start date is after the stop date, then the start date will be imputed 
using the stop date. Prop
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9.1.7.1.1 Missing Day and Month 
 If the year of the incomplete start date is the same as the year of the date of the first dose of 

IP, then the day and month of the date of the first dose of IP will be assigned to the missing 
fields 

 If the year of the incomplete start date is before the year of the date of the first dose of IP, 
then December 31 will be assigned to the missing fields 

 If the year of the incomplete start date is after the year of the date of the first dose of IP, then 
01 January will be assigned to the missing fields 

9.1.7.1.2 Missing Month Only 
 The day will be treated as missing and both month and day will be replaced according to the 

above procedure 

9.1.7.1.3 Missing Day Only 
 If the month and year of the incomplete start date are the same as the month and year of the 

date of the first dose of IP, then the day of the date of the first dose of IP will be assigned to 
the missing day 

 If either the year is before the year of the date of the first dose of IP, or if both years are the 
same but the month is before the month of the date of the first dose of IP, then the last day of 
the month will be assigned to the missing day 

 If either the year is after the year of the date of the first dose of IP, or if both years are the 
same but the month is after the month of the date of the first dose of IP, then the first day of 
the month will be assigned to the missing day 

9.1.7.2 Incomplete Stop Date 
The following rules will be applied to impute the missing numerical fields. If the date of the last 
dose of IP is missing, then replace it with the last visit date. If the imputed stop date is before the 
(imputed or non-imputed) start date, then the imputed stop date will be equal to the start date. 
If imputation of an incomplete stop date is required for calculating duration, and both the start 
date and the stop date are incomplete for a subject, then the start date will be imputed first. 
A completely missing stop date will be interpreted as ongoing. 

9.1.7.2.1 Missing Day and Month 
 If the year of the incomplete stop date is the same as the year as of the date of the last dose of 

IP, then the day and month of the date of the last dose of IP will be assigned to the missing 
fields 

 If the year of the incomplete stop date is before the year of the date of the last dose of IP, 
then 31 December will be assigned to the missing fields 
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 If the year of the incomplete stop date is after the year of the date of the last dose of IP, then 

01 January will be assigned to the missing fields 

9.1.7.2.2 Missing Month Only 
 The day will be treated as missing and both month and day will be replaced according to the 

above procedure 

9.1.7.2.3 Missing Day Only 
 If the month and year of the incomplete stop date are the same as the month and year of the 

date of the last dose of IP, then the day of the date of the last dose of IP will be assigned to 
the missing day 

 If the year is before the year of the date of the last dose of IP, or if both years are the same 
but the month is before the month of the date of the last dose of IP, then the last day of the 
month will be assigned to the missing day 

 If the year is after the year of the last dose of IP, or if both years are the same but the month 
is after the month of the date of the last dose of IP, then the first day of the month will be 
assigned to the missing day 

9.1.8 Missing Date Information for Adverse Events 
The following approaches will be applied: 
 To facilitate categorization of AEs as treatment emergent, imputation of dates can be used 
 If an AE start date is completely missing, then the AE will be considered treatment-emergent 

in Epoch 1 
 For AEs with partial start dates, non-missing date parts will be used to determine if the AE is 

treatment-emergent or not. If a determination cannot be made using the non-missing date 
parts as to when the AE occurred relative to IP (eg, AE start year and month are the same as 
the year and month of the first dose of IP), then the AE will be classified as treatment-
emergent 

 For AEs, the default is to only impute incomplete (i.e., partially missing) start dates. 
Incomplete stop dates may also be imputed when calculation of the duration of an AE is 
required per the protocol 

 If imputation of an incomplete stop date is required, and both the start date and the stop date 
are incomplete for a subject, impute the start date first 
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9.1.8.1 Incomplete Start Date 
Rules in Section 9.1.7.1 apply. 

9.1.8.2 Incomplete Stop Date 
Rules in Section 9.1.7.2 apply. 

9.1.9 Missing Date Information for First Symptoms 
Incomplete (fully or partially missing) date of first symptoms will be imputed. Rules in Section 
9.1.7.1 apply. 

9.1.10 Missing Date Information for Diagnosis 
Incomplete (fully or partially missing) date of diagnosis will be imputed. Rules in Section 9.1.7.1 
apply. 

9.1.11 Missing Severity Assessment for Adverse Events 
If severity is missing for an AE starting prior to the date of the first dose of IP, then a severity of 
“Mild” will be assigned. If the severity is missing for an AE starting on or after the date of the 
first dose of IP, then a severity of “Severe” will be assigned. 
If a subject experiences more than one AE categorized under the same preferred term, where one 
of them is categorized as “severe” and one of them is categorized as “unknown”, then the 
severity of this AE will be counted as “severe”. 
If a subject experiences more than one AE categorized under the same preferred term, where one 
of them is categorized as “mild” or “moderate” and one of them is categorized as “unknown”, 
then the severity of this AE will be counted as “unknown”. 
The imputed values for severity assessment will be used for summaries, while both the actual 
and the imputed values will be used in subject data listings. 

9.1.12 Missing Seriousness of Adverse Events 
AEs of unknown seriousness will be tabulated as SAEs in summaries; however, every effort will 
be made to avoid study data lock with AEs for which a determination of seriousness is missing. 

9.1.13 Missing Relationship to Investigational Product for Adverse Events 
If the relationship to IP is missing for an AE starting on or after the date of the first dose of IP, 
then a causality of “related” will be assigned. The imputed values for relationship to IP will be 
used for incidence summaries, while both the actual and the imputed values will be presented in 
data listings. 
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9.1.14 Character Values of Clinical Laboratory Variables 
Laboratory measurements will be presented in SI units, unless otherwise specified for an 
analysis. If a laboratory result is expected to have a numeric value, but the data which are 
received include a special character such as “>” or “<”, then the result will be assumed to lie 
outside the range of quantitation (example: if the data is < 30 or <= 30, the result will assume to 
be 29). 
Tables based on a dichotomous or categorical grouping, including but not limited to shift tables, 
will place such data appropriately prior to removal of the special character, so that particularly 
low or high values remain recognized as such. For quantitative summaries by time-point or visit, 
the numeric part of such a result will be used, unless the table is designed to include explicit 
tabulation of results that are outside the range of quantitation. 
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Table 10 R-ODS Score Conversion 
R-ODS Total Score  

(R-ODS summed raw score) 
Centile Metric 

Value where PARAMCD = 
“SIRODS” 

Value where Derived 
PARAMCD = “CRODS” 

0 0 
1 6 
2 11 
3 14 
4 16 
5 19 
6 21 
7 22 
8 24 
9 26 

10 27 
11 28 
12 30 
13 31 
14 32 
15 34 
16 35 
17 36 
18 37 
19 39 
20 40 
21 41 
22 42 
23 43 
24 45 
25 46 
26 47 
27 48 
28 50 
29 51 
30 52 
31 54 
32 55 
33 57 
34 58 
35 60 
36 61 
37 63 
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38 65 
39 67 
40 69 
41 71 
42 73 
43 76 
44 80 
45 83 
46 88 
47 93 
48 100 

9.4 Analysis Software 
All statistical analyses will be performed using SAS, Version 9.4 or higher. 
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