
TITLE PAGE 

Statistical Analysis Plan 

A Phase 1, Open-label, Fixed-sequence Study to Investigate the Effect of 
the Moderate CYP3A Inducer Rifabutin on the Pharmacokinetics of 

Zanubrutinib in Healthy Male Subjects 

Page 2 of 20



TABLE OF CONTENTS 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

Page 3 of 20



 

 

 

 

 

 

Page 4 of 20



LIST OF ABBREVIATIONS 

Page 5 of 20



1. INTRODUCTION 

Statistical Principles for Clinical Trials
Structure and Content of Clinical Study Reports

2. STUDY OBJECTIVES  

 

 

3. STUDY ENDPOINTS  

3.1. Primary Endpoints 

 

 

Page 6 of 20



 

 

 

 

 

3.2. Secondary Endpoints 

 

 

 

 

 

4. STUDY DESIGN  

 

 

 

5. SAMPLE SIZE JUSTIFICATION  

6. STUDY TREATMENTS  

Page 7 of 20



Table 1: Presentation of Study Treatment Sequence for AE summaries 

Study Treatment Sequence Includes AEs with Onset on Study Day: 

Table 2: Presentation of Study Treatments in TFLs  

Study Treatment Order in TFLs 

7. DEFINITIONS OF POPULATIONS  

7.1. All Subjects Population  

7.2. Safety Population  

7.3. Pharmacokinetic Population  

8. STATISTICAL METHODOLOGY  

8.1. General  

Page 8 of 20



8.1.1. Calculation of the Summary Statistics  

 
 
 

 

 

 

8.1.2. Repeat and Unscheduled Readings  

Page 9 of 20



8.1.3. Definitions of Baseline and Change from Baseline 

8.2. Subject Disposition, Population Assignment, and Protocol Deviations 

8.3. Demographics 

8.4. Prior and Concomitant Medication  

Page 10 of 20



8.5. Pharmacokinetic Assessments 

8.5.1. Pharmacokinetic Analysis  

Parameter Unitsa Definition 

8.5.1.1. Criteria for the Calculation of Apparent Terminal Elimination Rate Constant 
and Half-life 

Page 11 of 20



Parameter Units Definition 

8.5.1.2. Criteria for Calculation and Reporting of Area Under the Concentration-time 
Curve 

8.5.1.3. Criteria for Handling Below the Limit of Quantification or Missing 
Concentrations for Pharmacokinetic Analysis 

 

 

Page 12 of 20



 

8.5.1.4. Treatment of Outliers in Pharmacokinetic Analysis 

8.5.2. Presentation of Pharmacokinetic Data 

 
 
 

 

8.5.3. Pharmacokinetic Statistical Methodology  

Page 13 of 20



Mixed Model Analysis 
proc mixed data = <data in>; 
  by parcat1n parcat1 pkday paramn param; 
  class trtan aperiod trtseqp usubjid; 
  model lpk = trtan aperiod trtseqp / cl residual ddfm = kr2; 
  lsmeans trtan / cl pdiff = control('1') alpha = 0.1; 
  random intercept / subject = usubjid(trtseqp);  
  ods output lsmeans = <data out>;   
  ods output diffs = <data out>; 
  ods output covparms = <data out>; 
run; 
8.6. Safety and Tolerability Assessments  

8.6.1. Adverse Events  

 

 

 

Page 14 of 20



 

 
 

 

 

 

 

 

 

 

8.6.2. Clinical Laboratory Parameters  

Page 15 of 20



8.6.3. Vital Signs Parameters  

8.6.4. 12-lead Electrocardiogram Parameters  

8.6.5. Other Assessments  

8.6.6. Safety and Tolerability Statistical Methodology  

9. INTERIM ANALYSES  

10. SIGNIFICANT CHANGES FROM THE PROTOCOL-SPECIFIED ANALYSES  

11. REFERENCES  

 

 

 Stat Med

 Applied Mixed Models in Medicine

Page 16 of 20



12. APPENDICES 

Appendix 1: Document History 

Status, Version Date of 
Change Summary/Reason for Changes 

Page 17 of 20



Page 18 of 20



Page 19 of 20



16.1.9.2. Quality Tolerance Limit Definitions 

Page 20 of 20Final


