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APPENDICES  

14.  TABLES, FIGURES AND GRAPHS REFERRED TO BUT NOT 
INCLUDED IN THE TEXT 

14.1  Demographic and Baseline Data Summary Figures and Tables 
14.1.1 Summary of Subject Disposition 
 Part 1 
 Part 2 
14.1.2 Summary of Demographics and Baseline Characteristics 
 14.1.2.a1 Part 1 – Safety Set 
 14.1.2.a2 Part 1 – Per Protocol Set 
 14.1.2.b1 Part 2 – Safety Set 
 14.1.2.b2 Part 2 – Per Protocol Set 
14.1.3 Summary of Subject Apolipoprotein E (APOE) Genotyping (Part 2 Only) 
 14.1.3.a1 Part 2 – Safety Set 
 14.1.3.a2 Part 2 – Per Protocol Set 
14.1.4 Summary of Subject Val66Met Genotyping (Part 2 Only) 
 14.1.4.a1 Part 2 – Safety Set 
 14.1.4.a2 Part 2 – Per Protocol Set 

14.2. Exploratory 
14.2.1 Summary of Mini-Mental State Examination (MMSE) (Observed) 
 Part 1 
 Part 2 
14.2.2 Summary of Repeat Measurement of MMSE (Part 1 Only) (Repeated Measures 

Approach) 
14.2.3 Summary of Repeat Measurement of MMSE - Treatment Difference (Part 1 Only) 
14.2.4 Summary of CSF Diagnostic Biomarkers (Part 2 Only) 
14.2.5 Summary of Plasma Concentration by Dose Group by Nominal Time (Part 1) 
14.2.6 Summary of Plasma Concentration by Nominal Time (Part 2) 
14.2.7 Summary of Cerebral Spinal Fluid Concentration by Dose Group by Nominal Time 

(Part 1) 
14.2.8 Summary of Cerebral Spinal Fluid Concentration by Nominal Time (Part 2) 
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14.3. Safety 
14.3.1.1.1 Treatment-Emergent Adverse Events_1/2 
 14.3.1.1.1.a1 Part 1 – Safety Set 
 14.3.1.1.1.a2 Part 1 – Per Protocol Set 
 14.3.1.1.1.b1 Part 2 – Safety Set 
 14.3.1.1.1.b2 Part 2 – Per Protocol Set 
14.3.1.1.2 Treatment-Emergent Adverse Events_2/2 
 14.3.1.1.2.a1 Part 1 – Safety Set 
 14.3.1.1.2.a2 Part 1 – Per Protocol Set 
 14.3.1.1.2.b1 Part 2 – Safety Set 
 14.3.1.1.3.b2 Part 2 – Per Protocol Set 
14.3.1.2 Treatment-Emergent Adverse Events by SOC and PT 
 14.3.1.2.a1 Part 1 – Safety Set 
 14.3.1.2.a2 Part 1 – Per Protocol Set 
 14.3.1.2.b1 Part 2 – Safety Set 
 14.3.1.2.b2 Part 2 – Per Protocol Set 
14.3.1.3 Treatment-Emergent Adverse Events by SOC and PT (Preferred Term over 5%) 
 14.3.1.3.a1 Part 1 – Safety Set 
 14.3.1.3.a2 Part 1 – Per Protocol Set 
 14.3.1.3.b1 Part 2 – Safety Set 
 14.3.1.3.b2 Part 2 – Per Protocol Set 
14.3.1.4 Treatment-Emergent Adverse Events by SOC, PT and Severity 
 14.3.1.4.a1 Part 1  – Safety Set 
 14.3.1.4.a2 Part 1 – Per Protocol Set 
 14.3.1.4.b1 Part 2 – Safety Set 
 14.3.1.4.b2 Part 2 – Per Protocol Set 
14.3.1.5 Treatment-Emergent Adverse Events by SOC, PT and Relationship to Study Drug 
 14.3.1.5.a1 Part 1 – Safety Set 
 14.3.1.5.a2 Part 1 – Per Protocol Set 
 14.3.1.5.b1 Part 2 – Safety Set 
 14.3.1.5.b2 Part 2 – Per Protocol Set 
14.3.1.6 Treatment-Emergent Serious Adverse Events by SOC and PT 
 14.3.1.6.a1 Part 1 – Safety Set 
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 14.3.1.6.a2 Part 1 – Per Protocol Set 
 14.3.1.6.b1 Part 2 – Safety Set 
 14.3.1.6.b2 Part 2 – Per Protocol Set 
14.3.1.7 Treatment-Emergent Serious Adverse Events by SOC, PT and Severity 
 14.3.1.7.a1 Part 1 – Safety Set 
 14.3.1.7.a2 Part 1 – Per Protocol Set 
 14.3.1.7.b1 Part 2 – Safety Set 
 14.3.1.7.b2 Part 2 – Per Protocol Set 
14.3.1.8 Treatment-Emergent Serious Adverse Events by SOC, PT and Relationship to Study 

Drug 
 14.3.1.8.a1 Part 1 – Safety Set 
 14.3.1.8.a2 Part 1 – Per Protocol Set 
 14.3.1.8.b1 Part 2 – Safety Set 
 14.3.1.8.b2 Part 2 – Per Protocol Set 
14.3.2.1 Listing of Subjects with Treatment-Emergent AEs Leading to Death 
 14.3.2.1.a1 Part 1 – Safety Set 
 14.3.2.1.a2 Part 1 – Per Protocol Set 
 14.3.2.1.b1 Part 2 – Safety Set 
 14.3.2.1.b2 Part 2 – Per Protocol Set 
14.3.2.2 Listing of Subjects with Treatment-Emergent SAEs 
 14.3.2.2.a1 Part 1 – Safety Set 
 14.3.2.2.a2 Part 1 – Per Protocol Set 
 14.3.2.2.b1 Part 2 – Safety Set 
 14.3.2.2.b2 Part 2 – Per Protocol Set 
14.3.2.3 Listing of Subjects with Treatment-Emergent AEs Leading to Premature 

Discontinuation of the Study Drug 
 14.3.2.3.a1 – Safety Set 
 14.3.2.3.a2 – Per Protocol Set 
 14.3.2.3.b1 Part 2 – Safety Set 
 14.3.2.3.b2 Part 2 – Per Protocol Set 
14.3.4.1 Abnormal Laboratory Values 
 14.3.4.1.a1 Part 1 – Safety Set 
 14.3.4.1.a2 Part 1 – Per Protocol Set 
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 14.3.4.1.b1 Part 2 – Safety Set 
 14.3.4.1.b2 Part 2 – Per Protocol Set 
14.3.4.2 Summary of Clinical Laboratory – Hematology 
 14.3.4.2.a1 Part 1 – Safety Set 
 14.3.4.2.a2 Part 1 – Per Protocol Set 
 14.3.4.2.b1 Part 2 – Safety Set 
 14.3.4.2.b2 Part 2 – Per Protocol Set 
14.3.4.3 Summary of Clinical Laboratory – Chemistry 
 14.3.4.3.a1 Part 1 – Safety Set 
 14.3.4.3.a2 Part 1 – Per Protocol Set 
 14.3.4.3.b1 Part 2 – Safety Set 
 14.3.4.3.b2 Part 2 – Per Protocol Set 
14.3.4.4 Summary of Clinical Laboratory – Urinalysis 
 14.3.4.4.a1 Part 1 – Safety Set 
 14.3.4.4.a2 Part 1 – Per Protocol Set 
 14.3.4.4.b1 Part 2 – Safety Set 
 14.3.4.4.b2 Part 2 – Per Protocol Set 
14.3.4.5 Shift Table of Clinical Laboratory – Hematology 
 14.3.4.5.a1 Part 1 – Safety Set_1/2 
 14.3.4.5.a1 Part 1 – Safety Set_2/2 
 14.3.4.5.a2 Part 1 – Per Protocol Set_1/2 
 14.3.4.5.a2 Part 1 – Per Protocol Set_2/2 
 14.3.4.5.b1 Part 2 – Safety Set 
 14.3.4.5.b2 Part 2 – Per Protocol Set 
14.3.4.6 Shift Table of Clinical Laboratory – Chemistry 
 14.3.4.6.a1 Part 1 – Safety Set_1/2 
 14.3.4.6.a1 Part 1 – Safety Set_2/2 
 14.3.4.6.a2 Part 1 – Per Protocol Set_1/2 
 14.3.4.6.a2 Part 1 – Per Protocol Set_2/2 
 14.3.4.6.b1 Part 2 – Safety Set 
 14.3.4.6.b2 Part 2 – Per Protocol Set 
14.3.4.7 Shift Table of Clinical Laboratory – Urinalysis 
 14.3.4.7.a1 Part 1 – Safety Set_1/2 
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 14.3.4.7.a1 Part 1 – Safety Set_2/2 
 14.3.4.7.a2 Part 1 – Per Protocol Set_1/2 
 14.3.4.7.a2 Part 1 – Per Protocol Set_2/2 
 14.3.4.7.b1 Part 2 – Safety Set 
 14.3.4.7.b2 Part 2 – Per Protocol Set 
14.3.5.1 Summary of 12-Lead Electrocardiogram 
 14.3.5.1.a1 Part 1 – Safety Set 
 14.3.5.1.a2 Part 1 – Per Protocol Set 
 14.3.5.1.b1 Part 2 – Safety Set 
 14.3.5.1.b2 Part 2 – Per Protocol Set 
14.3.5.2 Listing of C-SSRS During Treatment 
 14.3.5.2.a1 Part 1 – Safety Set 
 14.3.5.2.a2 Part 1 – Per Protocol Set 
 14.3.5.2.b1 Part 2 – Safety Set 
 14.3.5.2.b2 Part 2 – Per Protocol Set 
14.3.5.3 Summary of C-SSRS During Treatment 
 14.3.5.3.a1 Part 1 – Safety Set 
 14.3.5.3.a2 Part 1 – Per Protocol Set 
 14.3.5.3.b1 Part 2 – Safety Set 
 14.3.5.3.b2 Part 2 – Per Protocol Set 
14.3.6 Summary of Vital Signs 
 14.3.6.a1 Part 1 – Safety Set 
 14.3.6.a2 Part 1 – Per Protocol Set 
 14.3.6.b1 Part 2 – Safety Set 
 14.3.6.b2 Part 2 – Per Protocol Set 

14.4  Narratives 
Subject  PPD
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16. APPENDICES 

16.1  Study Information 

16.1.1 Protocol and Protocol Amendments 

16.1.2 Sample Case Report Form 

16.1.3 List of Independent Ethics Committee/ Institutional Review Board and 
Representative Written Information for Subject and Sample Consent Forms 

16.1.4 List and Description of Investigators and Other Important Participants in the 
Study 

16.1.5 Signatures of National Coordinating Investigator and Sponsor’s Responsible 
Medical Officer 

16.1.6 Listing of Subjects Receiving Investigational Products from Specific Batches 

Not applicable 

16.1.7 Randomization Scheme and Codes 

Not applicable 

16.1.8 Audit Certificates 

16.1.9 Documentation of Statistical Methods 

SAP 

SAP Addendum  

16.1.10 Documentation of Inter-Laboratory Standardization Methods and Quality 
Assurance Procedures if Used 

16.1.11 Publications Based on the Study 

Not applicable 

16.1.12 Important Documents/Publications Referenced in the Report 

16.1.12.1 Part 1 Reports 

Interim Safety Report – Part 1 

Interim Analysis: Plasma Population PK Modeling and Plasma PK-CSF Exploration 

Memo 04: Revised Dose Decision for Part 2 
Cogstate Topline Report 
Peripheral Blood Mononuclear Cell Report 
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16.1.12.2 Part 2 Reports 

Cogstate Computerized Battery, ISLT 

qEEG Report 

PET Report 

PK Report 

16.1.12.3 Reports Containing Results From Part 1 and Part 2 

Plasma Population PK Modeling and Plasma PK-CSF Exploration 

BR-02206 

BR-02205 

16.2  Subject Data Listings 

16.2.1  Subject Disposition and Eligibility 
16.2.1.1 Subject Disposition (Completion Status) 
 16.2.1.1.a – Part 1 
 16.2.1.1.b – Part 2 
16.2.1.2 Subject Disposition (Date of Visit) 
 16.2.1.2.a – Part 1 
 16.2.1.2.b – Part 2 
16.2.1.3 Inclusion/ Exclusion Criteria at Screening 
 16.2.1.3.a – Part 1 
 16.2.1.3.b – Part 2 
16.2.1.4 Re-evaluation of Eligibility at Treatment Period 
 16.2.1.4.a – Part 1 
 16.2.1.4.b – Part 2 

16.2.2  Protocol Deviations 
16.2.2 Protocol Deviation 
 16.2.2.a – Part 1 
 16.2.2.b – Part 2 

16.2.3  Subjects Excluded 
16.2.3 Subjects Excluded from Analysis 
 16.2.3.a – Part 1 
 16.2.3.b – Part 2 
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16.2.4  Demographics and Baseline Characteristics 
16.2.4.1 Individual Subject Demographics 
 16.2.4.1.a – Part 1 
 16.2.4.1.b – Part 2 
16.2.4.2 Medical History 
 16.2.4.2.a – Part 1 
 16.2.4.2.b – Part 2 
16.2.4.3 Prior Medication 
 16.2.4.3.a – Part 1 
 16.2.4.3.b – Part 2 
16.2.4.4 Concomitant Medication 
 16.2.4.4.a – Part 1 
 16.2.4.4.b – Part 2 
16.2.4.5 Apolipoprotein E (APOE) Genotyping (Part 2 Only) 
16.2.4.6 Val66Met Genotyping (Part 2 Only) 

16.2.5  Compliance and/or Drug Concentration 
16.2.5.1 Randomization and Study Drug Administration 
 16.2.5.1.a – Part 1 
 16.2.5.1.b – Part 2 
16.2.5.2 Study Drug Compliance 
 16.2.5.2.a – Part 1 
 16.2.5.2.b – Part 2 
16.2.5.3 Individual Concentrations in Pharmacokinetic Blood Sampling Timepoint 
 16.2.5.3.a – Part 1 
 16.2.5.3.b – Part 2 
16.2.5.4 Individual Concentrations in Pharmacokinetic and Pharmacodynamic CSF Sampling 

Timepoint 
 16.2.5.4.a – Part 1 
 16.2.5.4.b – Part 2 
16.2.5.5 Individual Subject Biomarkers in Pharmacodynamic Blood Sampling Timepoint 
 16.2.5.5.a – Part 1 
 16.2.5.5.b – Part 2 
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16.2.5.6 Individual Subject Peripheral Blood Mononuclear Cells (PBMC) in 
Pharmacodynamic Blood Sampling Timepoint (Part 1 Only)  

16.2.5.7 Radioligand Administration (Part 2 Only) 

16.2.7  Safety 
16.2.7 Individual Subject Adverse Events 
 16.2.7.a – Part 1 
 16.2.7.b – Part 2 

16.2.8  Laboratory and Other Assessments 
16.2.8.1 Clinical Laboratory Tests – Hematology 
 16.2.8.1.a – Part 1 
 16.2.8.1.b – Part 1 (Additional Assessments) 
 16.2.8.1.c – Part 1 (Comment) 
 16.2.8.1.d – Part 2 
 16.2.8.1.e – Part 2 (Additional Assessments) 
 16.2.8.1.f – Part 2 (Comment) 
16.2.8.2 Clinical Laboratory Tests – Chemistry 
 16.2.8.2.a – Part 1 
 16.2.8.2.b – Part 1 (Additional Assessments) 
 16.2.8.2.c – Part 1 (Comment) 
 16.2.8.2.d – Part 2 
 16.2.8.2.e – Part 2 (Additional Assessments) 
 16.2.8.2.f – Part 2 (Comment) 
16.2.8.3 Clinical Laboratory Tests – Urinalysis 
 16.2.8.3.a – Part 1 
 16.2.8.3.a – Part 2 
16.2.8.4 Clinical Laboratory Tests – Microscopic Exam 
 16.2.8.4.a – Part 1 
 16.2.8.4.a – Part 2 
16.2.8.5 Clinical Laboratory Tests – Coagulation 
 16.2.8.5.a – Part 1 
 16.2.8.5.a – Part 2 
16.2.8.6 Clinical Laboratory Tests – Serology 
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 16.2.8.6.a – Part 1 
 16.2.8.6.a – Part 2 
16.2.8.7 Clinical Laboratory Tests – Urine Drug Screen 
 16.2.8.7.a – Part 1 
 16.2.8.7.b – Part 2 
16.2.8.8 Clinical Laboratory Tests – Alcohol Breath Test 
 16.2.8.8.a – Part 1 
 16.2.8.8.b – Part 2 
16.2.8.9 Brain MRI (Part 2 Only) 
16.2.8.10 Individual Subject Vital Signs (Height, Weight, BMI) 
 16.2.8.10.a – Part 1 
 16.2.8.10.b – Part 2 
16.2.8.11 Individual Subject Vital Signs 
 16.2.8.11.a – Part 1 
 16.2.8.11.b – Part 2 
16.2.8.12 Individual Subject 12-Lead Electrocardiogram (ECG) 
 16.2.8.12.a – Part 1 
 16.2.8.12.b – Part 2 
16.2.8.13 Individual Subject Physical Examination 
 16.2.8.13.a – Part 1 
 16.2.8.13.b – Part 2 
16.2.8.14 Individual Subject Neurological Examination 
 16.2.8.14.a – Part 1 
 16.2.8.14.b – Part 2 
16.2.8.15 Individual Subject Columbia-Suicide Severity Rating Scale (C-SSRS) – Suicidal 

Ideation 
 16.2.8.15.a – Part 1 
 16.2.8.15.b – Part 2 
16.2.8.16 Individual Subject Columbia-Suicide Severity Rating Scale (C-SSRS) – Intensity of 

Ideation 
 16.2.8.16.a – Part 1 
 16.2.8.16.b – Part 2 
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16.2.8.17 Individual Subject Columbia-Suicide Severity Rating Scale (C-SSRS) – Suicidal 
Behavior 
16.2.8.17.a – Part 1 
16.2.8.17.b – Part 2 

16.2.8.18 Individual Subject Columbia-Suicide Severity Rating Scale (C-SSRS) – For Actual 
Attempts Only 
16.2.8.18.a – Part 1 
16.2.8.18.b – Part 2 

16.2.8.19 Individual Subject Cognitive Testing 
16.2.8.19.a – Part 1 
16.2.8.19.b – Part 2 

16.2.8.20 Individual Subject Mini-Mental State Examination (MMSE) 
16.2.8.20.a – Part 1 
16.2.8.20.b – Part 2 

16.2.8.21 Individual Subject Brain Positron Emission Tomography (PET) Scan (Part 2 Only) 
16.2.8.22 Individual Subject Quantitative Electroencephalography (qEEG) (Part 2 Only) 
16.2.8.23 Clinical Laboratory Tests - Additional Hepatic Laboratory Assessments 

16.2.8.23.a – Part 1 
16.2.8.23.b – Part 1 (Ad hoc) 
16.2.8.23.c – Part 1 (Comment) 
16.2.8.23.d – Part 2 
16.2.8.23.e – Part 2 (Ad hoc) 
16.2.8.23.f – Part 2 (Comment) 

16.3  Case Report Forms 

16.3.1 Case Report Forms for Deaths, Other Serious Adverse Events, and Withdrawals 
for Adverse Events 

Subject PPD




