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REVISION HISTORY 
Version  Approval Date Primary Rationale for Revision 
Original version 21-DEC-2020 Not applicable 
2.0 19-NOV-2021 To make SAP consistent with Amendment 01 of the protocol and 

to clarify statistical analysis methods, as outlined in Section 9.1.  
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ABBREVIATIONS 

Abbreviation Term 

ADA antidrug antibody(ies) 

AE adverse event 

AUC area under the concentration-time curve 

CI confidence interval 

  

Cmax maximum observed concentration 

CTCAE Common Terminology Criteria for Adverse Events 

Ctrough trough concentration 

%CV percent coefficient of variation 

  

ECG electrocardiogram 

eCRF electronic case report form (refers to any media used to collect study data [ie, paper or 
electronic]) 

  

ICF informed consent form 

Ig Immunoglobulin 

IgA Immunoglobulin A 

IgG immunoglobulin G 

IgM immunoglobulin M 

MedDRA Medical Dictionary for Regulatory Activities 

NK natural killer 

PB plasmablast 

PD pharmacodynamic(s) 

PK pharmacokinetic(s) 

PT preferred term 

PTE pretreatment event 

QTc corrected QT interval 

SAE serious adverse event 

SAP statistical analysis plan 

SC subcutaneous 

SD standard deviation 
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Abbreviation Term 

SLE systemic lupus erythematosus 

  

SOC system organ class 

SOE schedule of events 

TEAE treatment-emergent adverse event 

  

WHO World Health Organization 
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Protocol Figure 2.a TAK-079-2001 Study Cohort Reviews 

 
 
 

3.0 STATISTICAL HYPOTHESES AND DECISION RULES  

3.1 Statistical Hypotheses 
No formal tests of statistical hypotheses are planned. 

3.2 Multiplicity Adjustment 
No multiplicity adjustments are planned. 

4.0 SAMPLE-SIZE DETERMINATION 
This study is not statistically powered for any hypothesis testing. The sample size of 6 active and 
2 placebo patients for each of the 45 mg, 90 mg, and 135 mg dose groups (Cohorts A, B, and C, 
respectively) are considered to be sufficient to fulfill the study objectives of the evaluation of 
safety, tolerability, and PK of each cohort. 
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5.0 ANALYSIS SETS 

5.1 Safety Analysis Set 
The safety analysis set will consist of all patients who are enrolled and received at least 1 dose of 
study drug. Patients in this analysis set will be used for demographic, baseline characteristics 
and safety summaries. 

5.2 PK Analysis Set 
The PK analysis set will consist of all patients who receive study drug and have at least 1 
measurable serum concentration. 

5.3 PD Analysis Set 
The PD analysis set will consist of all patients who receive study drug and have at least 1 
postdose PD measurement. 

5.4 Immunogenicity Analysis Set 
The immunogenicity analysis set will consist of all subjects from the safety population who have 
the baseline immunogenicity sample and at least 1 postdose immunogenicity sample assessment. 

6.0 STATISTICAL ANALYSIS  

6.1 General Considerations 
Continuous data will be summarized using the following descriptive statistics: number of 
subjects (N), mean, standard deviation (SD), median, minimum, and maximum, where 
appropriate. Where indicated, the coefficient of variation (%CV) and geometric mean may also 
be included in the summary of continuous data. Arithmetic means, geometric means, and 
medians will be presented to 1 more decimal place than the recorded data, and SDs will be 
presented to 2 more decimal places than the recorded data, where appropriate. 
For PK related tables, mean, SD, median, minimum, and maximum will be rounded to 3 
significant digits and CV% will presented to 1 decimal place. 
Categorical data will be summarized using the number and percent of subjects for each category, 
where appropriate. Percentages will be reported to 1 decimal place. 
Unless otherwise stated, baseline value is defined as the last observed value before the first dose 
of study medication. 
There will be no visit windows. 
For values with several non-missing measurements, for example triplicate ECGs, the average of 
triplicate assessments will be used. 
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Subjects who receive placebo in each cohort will be pooled across the cohorts. All summaries 
will be presented by the pooled placebo group, TAK-079 doses, TAK-079 overall subjects in the 
study separately. 

6.1.1 Handling of Treatment Misallocations 
For analyses based on the safety, PK, PD, or immunogenicity analysis sets, subjects will be 
analyzed as treated, i.e., actual treatment. For analyses based on all randomized subjects, subjects 
will be analyzed as randomized, i.e., planned treatment. 

6.2 Disposition of Subjects 
The summary and listing of disposition of subjects will be based on all randomized subjects. The 
number of subjects in the safety set will be presented. Disposition will be tabulated in terms of 
subjects who prematurely discontinued from study treatment, subjects who completed study 
treatment, subjects who prematurely discontinued from the study, and subjects who completed 
the study. Primary reasons for premature discontinuation from study or study treatment, as 
entered on the electronic case report form (eCRF), will also be tabulated. Percentages will be 
based on the number of subjects in the safety set. 
In addition, the number of subjects randomized will be summarized for each country and site. 
Major protocol deviations will be summarized and listed based on all randomized subjects. 
Protocol deviations related to COVID-19 will be summarized and listed.  
The date of first dose, date of last dose, duration of treatment and the reason for premature 
discontinuation of study drug/study visit will be presented for each subject in listings. 
 

6.3 Demographic and Other Baseline Characteristics 

6.3.1 Demographics 
Summary statistics will be presented for continuous variables (for example, age and weight). The 
number and percentage subjects within each category will be presented for categorical variables 
(for example, race and sex). Individual subject demographic and baseline characteristic data will 
be listed. Placebo data will be pooled across the cohorts. 
Demographic variables of screen failure subjects and reasons for screen failures will be 
summarized for subjects who are screened, but not enrolled in the study.  
Individual demographic characteristics, date of informed consent form (ICF), and reason for 
screen failure will be listed. 
The analysis and listing of demographics and baseline characteristics will be based on the safety 
analysis set. 
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6.6 Safety Analysis 
Safety measures include AEs, clinical laboratory parameters, vital sign parameters, 12-lead ECG 
results, and other safety parameters. The safety analysis set will be used for all summaries of 
safety parameters.  
For all safety summary tables stated under this section, the tables will be summarized by 
placebo, each TAK-079 dose level, and TAK-079 overall. Placebo data will be pooled across the 
dose levels. 

6.6.1 Adverse Events 
A Pre-Treatment Event (PTE) is defined as any untoward medical occurrence in a clinical 
investigation subject who has signed informed consent to participate in a study, but prior to 
administration of any study medication; it does not necessarily have to have a causal relationship 
with study participation. 
An AE is defined as any untoward medical occurrence in a clinical investigation subject 
administered a drug; it does not necessarily have to have a causal relationship with this 
treatment. PTE and AE verbatim terms will be coded by SOC and PT using MedDRA (version 
23.1 or higher). 
Treatment-Emergent Adverse Events (TEAE)s will be defined as AEs that occur after the first 
dose of study drug received in the treatment period and until the end of safety follow up. 
TEAEs will be presented by intensity. Serious TEAEs, TEAEs leading to study drug 
discontinuation, TEAEs leading to dose modification (e.g. described as dose delay, dose skipped) 
and TEAEs leading to death will also be summarized using SOC and PT. 
When calculating the frequency and percentage of subjects who reported TEAEs, a subject will 
be counted only once for each SOC or PT when multiple TEAEs are coded to the same SOC or 
PT. For the intensity or relatedness summaries, if a patient reports multiple TEAEs coded to the 
same SOC or PT, the TEAE with maximum intensity or strongest relationship will be included in 
the summary. 
AEs with missing intensity will be listed as such in the AE listings, but will be summarized as 
severe in summary tables. Similarly, if the relationship of an event is missing, the event will be 
considered as related but in listings it will be presented as missing. 
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In general, AEs will be tabulated at the following levels: overall summary (subjects with at least 
1 AE in any dose or treatment), the MedDRA SOC, and the MedDRA PT. The tables will 
include the number and percentage (N [%]) of subjects. The following summary tables will be 
generated for all cohorts: 

• Overview of Treatment-Emergent Adverse Events. 

• Treatment-Emergent Adverse Events by System Organ Class and Preferred Term. 

• Serious Treatment-Emergent Adverse Events by System Organ Class and Preferred 
Term. 

• Most Frequent (N>2) Non-Serious Adverse Events by Preferred Term. AE events of 
TAK-079 overall will be used to decide whether the event of AEs >2.  

• Most Frequent (N>2) Non-Serious Adverse Events by System Organ Class and Preferred 
Term. AE events of TAK-079 overall will be used to decide whether the event of AEs >2. 

• Drug-Related Treatment-Emergent Adverse Events by System Organ Class and Preferred 
Term. 

• Intensity of Treatment-Emergent Adverse Events by System Organ Class and Preferred 
Term. 

• TEAE Overall, by Toxicity, Seriousness, Relatedness, and Discontinuation by SOC, HLT 
and PT. 

Data listings will be provided for PTEs, TEAEs, TEAEs leading to study drug discontinuation, 
TEAEs leading to dose modification of study drug with modification including dose delay and 
dose skipped, SAEs and AEs that resulted in death. 
There will be no imputation for missing adverse events dates. 

6.6.2 Clinical Laboratory Evaluations 
Unless otherwise stated in the protocol, all laboratory samples are to be sent to the study central 
laboratory for analysis, under the conditions for handling and shipping as outlined in the study 
laboratory manual. If a patient has repeated laboratory values for a given time point, the value 
from the last evaluation will be used. 
Clinical laboratory evaluations are obtained, handled, stored, and shipped to the designated 
central laboratory, in accordance to the laboratory manual. Clinical chemistry and hematologic 
assays are outlined Protocol Table 9.a and urinalysis assays are outlined in Protocol Table 9.b. 
Timings of these assessments should be in accordance to the study SOE (see Protocol Table 3.a 
and Protocol Table 3.b). 
All laboratory test parameters will be displayed in individual subject data listings in both SI units 
and conventional (CV) units. For test results not in SI units, the conversion to SI units will be 
done using the known conversion factors. If necessary, SI units from the central laboratory may 
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be converted to Takeda’s preferred SI units. All summaries and analyses will be based on the 
values using these preferred SI units. 
Study baseline will be used for change from baseline. 
The actual values, change from baseline, and percent change from baseline in clinical laboratory 
parameters will be summarized. Figures of mean actual values and changes from baseline by 
visit will also be generated. Individual subject profiles over time for selected parameters may be 
plotted as needed. 
CTCAE grading (version 4.03) for lab values are summarized by creating a shift table for the 
toxicity grades for baseline to worst toxicity grade post-baseline.  All clinical laboratory data will 
be presented in both SI and conventional units in data listings. 

6.6.3 Vital Signs 
Individual results of vital signs that meet abnormal criteria and are clinically significant per the 
PI will be captured as an AE by the investigator.  
A summary table of vital sign parameters by visit will be generated. All vital signs will be listed 
in a data listing. 

6.6.4 12-Lead ECGs 
A single 12-lead ECG is to be collected at the screening visit (for assessment of eligibility) and 
at the end of safety follow-up visit, and will be read locally. 
Pre-dose triplicate 12-lead ECGs, obtained before each study dose, are to be collected just before 
PK sampling, during timeframes outlined in Protocol Table 3.a and Table 3.b.  
Overall ECG interpretation category (normal, abnormal not clinically significant, abnormal 
clinically significant, not evaluable) is collected by eCRF at baseline and at each scheduled 
postbaseline visit. Shifts in ECG interpretation will be presented as cross-tabulations (baseline 
versus each post-baseline visit) of numbers of subjects with normal, abnormal not clinically 
significant, and abnormal clinically significant interpretations, not evaluable, with missing, if 
applicable, and total categories overall.  
Rate-corrected QT interval (millisec) of electrocardiograph (QTc) will be calculated using 
Bazett’s correction and Fridericia’s correction, if necessary. The formulas are: 
QTc (Bazett) = QT / (RR^0.5) 
QTc (Fridericia) = QT / (RR^0.33) 
where RR = 60 / heart rate (bpm) 
All ECG parameters will be listed in a data listing. Prop
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6.6.5 Extent of Exposure and Compliance 
The total number of doses taken and the total amount of dose taken will be summarized 
descriptively in the pooled placebo group and TAK-079 arms. 
Treatment compliance will be summarized in terms of the percent of scheduled doses received in 
the pooled placebo group and TAK-079 arms.  The percent of scheduled doses received for each 
subject is defined as: [(Actual total number of doses taken) ÷ (Planed number of doses)] *100. 
The date and time of each dose for each subject will be reported in a data listing. 

6.7 Pharmacokinetic, Pharmacodynamic,  Analyses 

6.7.1 Pharmacokinetic Analysis 
Due to sparse PK sampling, no noncompartmental analysis will be conducted. TAK-079 
concentration-time profile will be summarized using descriptive statistics. Individual TAK-079 
concentration-time data, individual Ctrough parameter (the last concentration reached before the 
next dose administration) and individual Cmax parameter (the maximum observed concentration) 
will be presented in listings and tabulated using summary statistics by treatment group. 
Individual and mean concentration-time profiles will be plotted by treatment group. The PK 
analysis set will be used for summaries and analyses of PK parameters. 
A population PK model may be developed. If developed, the population PK model may be 
reported separately. The analysis plan for the population PK analysis may be separately defined, 
and the results of these analyses may be reported separately. 

6.7.2 Pharmacodynamic  Analysis 
Individual values, change from baseline, and mean change from baseline and/or percent change 
from baseline at different timepoints for placebo and each TAK-079 dose level will be calculated 
for the pharmacodynamic measures listed in Appendix 9.3  listed below. 

• Serum immunoglobulin levels. 

  

• Autoantibodies. Only subjects who are positive for a specific SLE antibody at baseline 
will be summarized for that autoantibody.  

  
Descriptive summaries may include geometric mean and CV% where needed. 
For PD parameters, figures of mean values and mean percent change from baseline 
will be generated. Mean percent change from baseline will not be plotted for measures related to 
receptor occupancy, instead mean change from baseline will be generated. Individual subject 
profiles over time for selected parameters may be plotted as needed. 
The PD analysis set will be used for summaries, listings and analyses of PD  
parameters. 
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