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1. Introduction  



1.1. Objectives, Endpoints, and Estimands  
Objectives Endpoints 
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Estimands 

Estimands for weight-related, blood pressure, and lipid parameters 

 

Treatment regimen estimand 

Treatment policy strategy 

 Population: 

 Endpoint: 
 Treatment condition: 

 Intercurrent events: 



 Population-level summary and treatment effect of interest: 

Rationale for the estimand: 

Efficacy estimand 

Hypothetical strategy 

 Population: 

 Endpoint: 
 Treatment condition:

 Intercurrent events:

 Population-level summary and treatment effect of interest: 

Rationale for the estimand: 

Estimands for delayed progression to type 2 diabetes 



Treatment regimen estimand 

 Population:

 Endpoints:
 Treatment condition:

 Intercurrent events:

 Population-level summary and treatment effect of interest:

Rationale for the estimand:

Efficacy estimand 

 Population:

 Endpoint:
 Treatment condition:

 Intercurrent events:



 Population-level summary and treatment effect of interest:

Rationale for the estimand:

Safety estimand 

 Population:

 Endpoints:
 Treatment condition:

 Intercurrent events:

 Population-level summary and treatment effect of interest:

Rationale for the estimand:

1.2. Study Design  
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Figure GZGP.1.1. Illustration of study design for Clinical Protocol J2A-MC-GZGP.



2. Statistical Hypotheses  

 

 

 

 

 

 

 

 

 

 

 

 

 



 

 

 

 

 

 

 

 

 

 

2.1. Multiplicity Adjustment  



Figure GZGP.2.1. Graphical testing procedure.  



3. Analysis Sets  

Table GZGP.3.1. Participant Analysis Sets  
Participant 
Analysis Set Description 

Definition: 
Purpose: 

 
Definition:  
Purpose: 

Treatment Groups:  
Inferential Comparisons: 

 
 Definition:

 
Purpose: 
Treatment Groups:  
Inferential Comparisons: 

 

Definition: 
 

Purpose: 

Treatment Groups:  
Inferential Comparisons: 

 

 
Definition:

 
Purpose: 
Treatment Groups:  
Inferential Comparisons: 

 



Table GZGP.3.2. Data Points Sets  
Data Points Sets Description 



4. Statistical Analyses  

4.1. General Considerations  



4.1.1. Definition of Baseline  



Table GZGP.4.1. Baseline and Postbaseline Definitions for Safety Analyses  
Analysis Type  Baseline Period Postbaseline Period 

4.1.2. Analysis Methods  

4.1.2.1. Analysis Methods for Treatment Regimen Estimand  

4.1.2.1.1. Method for Continuous Variables  

 
 
 
 
 
 



4.1.2.1.2. Primary Multiple Imputation (PMI) Strategy  

Figure GZGP.4.1. Treatment journey of a trial participant.  





Table GZGP.4.2. Imputation Procedure  

Scenario  
(Study Intervention/Treatment Period 
Discontinuation; Missingness Status at Endpoint) 

Methods to Handle Missing Values at Endpoint 

 



Table GZGP.4.3. Categorization of Treatment Period Discontinuation Reasons  
Disposition Reason Associated Sub-Categories Category 

4.1.2.1.3. Modified Multiple Imputation Strategy  

4.1.2.1.4. Multiple Imputation Based Tipping-Point Analysis  



4.1.2.1.5. Method for Binary Variables  

 

 

 
o 
o 
o 
o 
o 
o 

 

 

4.1.2.1.6. Analysis Methods for Time to Event Variables  

 
 
 



4.1.2.2. Analysis Methods for Efficacy Estimand  

4.1.2.2.1. Method for Continuous Variables  

 
 
 
 
 
 
 

 
 
 
 
 
 
 
 



 
 
 
 
 
 

4.1.2.2.2. Method for Binary Variables  
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4.1.2.2.3. Analysis Methods for Time to Event Variables  

 
 
 
 

4.1.2.3. Analysis Methods for Safety  

 
 
 
 



4.2. Participant Dispositions  

 

 



Table GZGP.4.4. Listings and Summary Tables Related to Dispositions  
Analysis Population/Period 

4.3. Primary Endpoint/Estimand Analysis  

4.3.1. Definition of endpoint(s)  

4.3.2. Main analytical approach  

4.3.3. Sensitivity Analysis  

4.3.4. Supplementary analyses  

4.4. Secondary Endpoints/Estimands Analysis  



Table GZGP.4.5. Descriptions and Derivation of Efficacy Measures and Patient Reported Outcomes  
Measure Description Variable Derivation/Comment Handling Missing 

Components 
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Table GZGP.4.6. Description of Efficacy/Health Outcomes Analyses  

Measure Variable 
Estimand Data Points Set 
/ Populationa Analysis Method Time Pointb Analysis Type 









 
 
 
 
 
 









 
 



 

 



 

 
 

 









4.4.1. Key Secondary Endpoints  

4.4.1.1. Definition of endpoints  

4.4.1.2. Main analytical approach  

4.4.1.3. Sensitivity Analyses  

4.4.1.4. Supplementary analyses  

4.4.2. Supportive secondary Endpoints  

4.5. Exploratory Endpoints/Estimands Analysis  

4.6. Safety Analyses  



4.6.1. Extent of Exposure  

total PY of exposure = sum of duration of exposure in days (for all participants in treatment 
group) / 365.25 

 

 

4.6.2. Adverse Events  

Table GZGP.4.7. Summary Tables Related to Adverse Events  

Analysis Method Population/Period 

 
 
 
 



Analysis Method Population/Period 

4.6.3. Clinical Laboratory Evaluation  

Table GZGP.4.8. Summary Tables Related to Clinical Laboratory Evaluations  
Analysis Method Population/Period 

4.6.4. Vital Signs and Physical Characteristics  

Table GZGP.4.9. Summary Tables Related to Vital Signs  
Analysis Method Population/Period 

4.6.5. Electrocardiograms  



Table GZGP.4.10. Summary Tables Related to ECG Parameters  
Analysis Method Population/Period 

4.6.6. Safety Topics of Interest  



Table GZGP.4.11. Description and Analyses of Safety of Interest  
Special Safety 
Topic Short Description Analysis Method Population/Period 
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4.7. Other Analyses  

4.7.1. Subgroup analyses  
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4.7.2. Supplementary Analyses  

4.8. Interim Analyses  

4.8.1. Data Monitoring Committee  

4.9. Changes to Protocol-Planned Analyses  

 

 



5. Sample Size Determination  



6. Supporting Documentation  

6.1. Appendix 1: Demographic and Baseline Characteristics  

Table GZGP.6.1. Demographics and Baseline Characteristics with Variables for 
Subgroup Analysis  

Variable 
Quantitative 
Summary Categorical Summary 

Subgroup 
Analysisa 

Demographics 



Baseline Disease Characteristics 



6.2. Appendix 2: Historical Illnesses and Preexisting Conditions  

Table GZGP.6.2. Summary Tables Related to Historical Illness and Preexisting 
Conditions  

Analysis Population/Period 

6.3. Appendix 3: Prior/Concomitant Medications  



Table GZGP.6.3. Summary Tables Related to Concomitant Medications  
Analysis  Population/Period 

Table GZGP.6.4. Protocol-Specified Concomitant Medication  
Category Preferred Name / ATC Code 



Table GZGP.6.5. Prohibited Concomitant Medication Rules  
Timing Preferred Name / ATC 

Code 
ATC Classification Rule 



Timing Preferred Name / ATC 
Code 

ATC Classification Rule 

6.4. Appendix 4: Treatment Compliance  

([total number of doses dispensed  total number of doses returned]/total number of doses 
expected to be administered) × 100%.



6.5. Appendix 5: Important Protocol Deviations  

6.6. Appendix 6: Clinical Trial Registry Analyses  
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6.7. Appendix 7: Body Composition Assessments via Dual-Energy 
X-ray Absorptiometry (DXA)  
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6.8. Appendix 8: Sample Size Determinations for Patient-Reported 
Outcomes of Cravings and Psychological Impact of Food  



6.9. Appendix 9: Statistical Analysis for China  
General Considerations 

 
 

6.10. Appendix 10: Statistical Analysis for Japan  

 
 

JASSO subpopulation criteria 



 

 

Eleven obesity-related health disorders 

Table GZGP.6.6. The 11 Obesity-Related Health Disorders  
Obesity-related health disorders Medical History Term 
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