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1. INTRODUCTION AND OBJECTIVES

Introduction

Study Objectives and Endpoints Open-label Extension
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Statistical Hypotheses

Sample Size Determination

2. GENERAL STATISTICAL METHODOLOGY AND CONVENTIONS

General Considerations
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Reporting Conventions
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Randomization and Blinding
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Analysis Populations

Treatment Groups

Definition of Baseline Assessments
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Definition of Study Visit

Handling of Dropouts and Missing Data

Adjustment for Multiplicity

Adjustment for Multiple Centers

Subgroup Analyses
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Pooled Analyses

Coding of Concomitant Medications and Adverse Events

3. INTERIM ANALYSES
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Safety Data Monitoring: 

4. STATISTICAL ANALYSES AND REPORTING

Patient Characteristics

4.1.1. Patient Disposition

4.1.2. Protocol Violations

4.1.3. Demographics and Baseline Assessments
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4.1.4. ALS and Medical History 

 

 

 

 

 

 

4.1.5. Prior and Concomitant Medications 
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Efficacy Endpoints

4.2.1. Time to Death or Permanent Ventilator
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4.2.2. ALS Functional Rating Scale  Revised (ALSFRS-R) 

 

 

 

 

4.2.2.1. Additional ALSFRS-R Endpoints 
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4.2.3. Slow Vital Capacity (SVC) 
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4.2.4. Pulse Oximetry 

 
  

 

 

4.2.5. Hand-Held Dynamometry 

 

4.2.6.  
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4.2.7. The Combined Assessment of Function and Survival (CAFS) 
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Pharmacokinetic and Pharmacodynamic Endpoints

4.3.1. PK Profile
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4.3.2. CSF Penetration of AP-101 (PK in CSF) 

 

4.3.3. Neurofilament Levels 
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4.3.4. Total SOD1 and Misfolded SOD1 
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Biomarkers

Safety Endpoints

4.5.1. Study Medication Exposure

4.5.2. Adverse Events
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4.5.3. Adverse Events of Special Interest 

 

4.5.4. Adverse Events Related to Lumbar Puncture 

 

4.5.5. Clinical Laboratory Analyses 

 

 

 

 

 

4.5.6. Vital Signs 
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4.5.7. Electrocardiograms 
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4.5.8. Immunogenicity Assessments 

 

 

 

 

4.5.9. Other Safety Endpoints 
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