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3. Revision History
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4. Study Objectives

4.1. Primary Objective

•

•

4.2. Secondary Objectives
•

•

•

•

4.3. Exploratory Objectives
•

•

•

•
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5. Study Design

5.1. Study Design 

5.1.1. Summary of Study Design 

Figure 5.1. JVAA study design.
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5.1.2. Determination of Sample Size

•

1
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1 .5

•

.33

at least 1

.003

.33

•

Pr 1 99%

.51

5.2. Method of Treatment Assignment 
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6. A Priori Statistical Methods

6.1. General Considerations

.

6.1.1. Populations for Analysis



J1S-MC-JV01 and J1S-MC-JV02 Statistical Analysis Plan V3 Page 14

LY3009806

6.1.2. Handling of Dropouts and Missing Data

6.1.3. Multiple Comparisons/Multiplicity

6.2. Patient Disposition
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6.3. Patient Characteristics

•

•

6.4. Treatment Compliance

6.5. Concomitant and Post-Discontinuation Therapy

6.6. Efficacy Analyses

6.6.1. Primary Outcome and Methodology
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• Pr 1 |

99%

• Pr 1 | 99%

•

6.6.1.1. Primary PFS Endpoint Definition and Censoring Rules

Table 6.1. Progression-Free Survival Event/Censoring Scheme

Unless
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6.6.1.2. Bayesian Hierarchical Model for Primary Progression-Free Survival
Endpoint 
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0,1

1 .5

6.6.1.3. Prior Distributions for Control Progression-Free Survival

1,2

, | exp

|

|

|
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|

1,1 0

.1, .1

6.6.1.4. Retrospective (Real World) Data to Inform Control Priors

6.6.1.5. Prespecified Historical Control Matching Algorithm



J1S-MC-JV01 and J1S-MC-JV02 Statistical Analysis Plan V3 Page 20

LY3009806

with replacement

.5 . 5/



J1S-MC-JV01 and J1S-MC-JV02 Statistical Analysis Plan V3 Page 21

LY3009806

Table 6.2 Variables for Matching Real-World Data (Historical Control) and 
Prospective Patients

•

•

•

•

•

•

•

•

•

•

•

•

•

•

•

•

•

•

•

•

•

6.6.1.6. Simulations of Primary Progression-Free Survival Endpoint 
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both

neither

Table 6.3. Simulated Operating Characteristics

smaller 

both 
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Table 6.4. Impact of Biased Historical Controls on Type I Error

both

Table 6.5. Impact of Heterogeneous Effect-Size Between Tumors



J1S-MC-JV01 and J1S-MC-JV02 Statistical Analysis Plan V3 Page 24

LY3009806

Table 6.6. Impact on Interim Analysis when No RW data is Included

6.6.1.7. Sensitivity Analyses for Primary Progression-Free Survival Endpoint
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6.6.1.8. Expert Elicitation of Control Progression-Free Survival

6.6.2. Secondary Efficacy Analyses
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6.7. Bioanalytical and Pharmacokinetic/Pharmacodynamic Methods

.  

6.8. Safety Analyses

6.8.1. Extent of Exposure

6.8.2. Adverse Events

•

•

•

•

•
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6.8.3. Deaths, Serious Adverse Events, Other Significant Adverse 
Events

6.8.4. Clinical Laboratory Evaluation

6.8.5. Vital Signs and Other Physical Findings

6.8.6. Electrocardiograms

6.9. Subgroup Analyses

•

•

•

o

o

•

•

o
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o

6.10. Protocol Violations

•

•

•

•

•

•

•

6.11. Interim Analyses 
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6.12. Annual Report Analyses

•

•

•

•

•

•

•

•

•

•

•

6.13. Clinical Trial Registry Analyses

•

•
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•

o

o

o

•

•
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Appendix 1. JAGS Code for Bayesian Hierarchical Model of 
Primary PFS Endpoint

CCI
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CCI



J1S-MC-JV01 and J1S-MC-JV02 Statistical Analysis Plan V3 Page 34

LY3009806

Appendix 2. Prior Elicitation Protocol

•
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Prior elicitation

prior distributions 
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Figure 1. Examples of Prior Distributions Representing Various Expert 
Beliefs/Uncertainty
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longer

them

Table 1-1
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