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1 INTRODUCTION 

 

2 STUDY SUMMARY 

2.1 Study Objectives 

Primary Efficacy objective: 

 

Secondary Efficacy objectives: 

 

 

 

 

Safety objective: 

 

Exploratory objectives: 
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2.2 Study Design 

Dosimetry Phase 

Randomized Treatment Phase 
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Treatment Arm A 

Treatment Arm B 

 

 
o or
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Long-Term Follow-up Phase 
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2.2.1 Number of Subjects 

Sample Size Estimation 

2.2.2 Randomization Procedures 

2.2.3 Stopping Rules 
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2.2.4 Efficacy Assessments 

2.2.4.1 Progression 

2.2.4.1.1 Radiographic Progression 

2.2.4.1.2 CT and MRI Tumor Assessment 

2.2.4.1.3 Bone Scans 

2.2.4.1.4 Biochemical Progression 

2.2.4.1.5 Unequivocal Clinical Progression 
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2.2.4.4 Symptomatic Skeletal-Related Event 
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2.2.5 Safety Assessments 

2.2.6 Dosimetry Analysis 

2.2.7 PK Assessments 
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3 STATISTICAL METHODS  

3.1 General Methods 

3.1.1 Computing Environment 
 

3.1.2 Reporting of Numerical Values 

3.1.3 Statistical Testing and Multiplicity Control 
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3.1.4 Investigational Product and Study Treatment 

3.1.5 Baseline Value, Change from Baseline, and Percent Change from Baseline 

3.1.6 Handling of Missing/Incomplete Values 



3.2 Analysis Sets 



3.3 Analysis Endpoints 

3.3.1 Primary Efficacy Endpoint  

3.3.1.1 Overall Radiological Response per Visit (RECIST/PCWG3) 
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Table 1. Overall Soft Tissue Visit Response (RECIST 1.1)
Target lesions Non-Target lesions New Lesions Overall soft tissue 

response



 

 

Table 2. Bone Progression Status Categories (PCGW3) 



Table 3. Overall Radiological Visit Response (RECIST/PCWG3) 

Overall visit soft
tissue response
(RECIST 1.1)

Bone progression 
status
(PCWG3)

Bone lesions at visit
Present/Absent

Overall radiological
visit response

 

3.3.1.2 Primary Endpoint – Radiological Progression Free Survival (rPFS) 
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3.3.2 Key Secondary Efficacy Endpoints 

3.3.2.1 Overall survival (OS)  

 
 
 

3.3.2.2 Objective Response Rate (ORR)  
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3.3.2.3 Time to Symptomatic Skeletal-Related Event (SSRE)  

3.3.3 Secondary Efficacy Endpoints 

3.3.3.1 Duration of response (DoR)  

3.3.3.2 PSA Response Rate 

3.3.3.3 Biochemical Progression-free Survival (bPFS)  



3.3.4 Safety Endpoints 
 

 

 

3.3.5 Exploratory Endpoints 
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3.4 Subjects Disposition and Evaluability 

3.4.1 Subject Disposition 
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3.4.2 Protocol Deviations and Exclusions from the Per Protocol Analysis Set 

  

  

  

  

  

3.5 Demographics and Baseline Characteristics 

3.5.1 Demographics and Baseline Disease Characteristics 



3.5.2 Prior Cancer Therapy and Cancer-Related Surgery 
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3.5.3 Medical/Surgical History 

3.6 Prior and Concomitant Medications/Procedures 

 

 

 

 



3.7 Treatment Exposure and Compliance 

3.7.1 Exposure to Study Treatment 



3.7.2 Compliance to Study Treatment 

 

3.8 Efficacy Analysis 

 

3.8.1 Primary Efficacy Endpoint 
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Sensitivity analyses of rPFS  

Subgroup analyses of rPFS
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3.8.2 Key Secondary Efficacy Endpoints 
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3.8.2.1 Overall Survival (OS) 

Sensitivity analyses of OS 
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Rank Preserving Structural Failure Time Models 
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Subgroup analysis of OS 

3.8.2.2 Objective Response Rate (ORR) 
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Sensitivity analysis of ORR 

3.8.2.3 Time to First Symptomatic Skeletal-Related Event (SSRE) 



3.8.3 Secondary Efficacy Endpoints 

3.8.3.1 Duration of Response 

3.8.3.2 PSA Response Rate 

3.8.3.3 Biochemical Progression-Free Survival 

3.8.3.4 Concordance between BICR and Investigator Assessments 
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3.9 Safety Analysis 
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3.9.1 Adverse Events 
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3.9.1.1 Overall Summary of AEs 

3.9.1.2 AE Incidences 



3.9.1.3 Serious AEs 

3.9.1.4 Deaths 

3.9.1.5 Related AEs 

3.9.1.6 AEs Leading to Study Treatment Discontinuation, Reduction, 
Interruption, or Delay 

3.9.1.7 AEs of Special Interest 

  



  

 

 

 

 

3.9.2 Clinical Laboratory Evaluation 

 

 

 

 

 

 

 

 



 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 



3.9.3 ECG 

 

 

 

 

 

 

3.9.4 Vital Signs and Other Physical Findings 

3.9.5 Physical Examination 



3.10 Exploratory Endpoints 
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3.13 Changes to Analysis from Protocol 

4 DATA HANDLING 

4.1 Date Imputation Rules  

4.1.1 Date Imputation for Medications 
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4.1.2 Date Imputation for Adverse Events 
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