


TABLE OF CONTENTS





LIST OF IN-TEXT TABLES



LIST OF IN-TEXT FIGURES



PROTOCOL SYNOPSIS
Gilead Sciences, Inc.
333 Lakeside Drive

Foster City, CA 94404

Study Title: 

IND Number:
EudraCT Number:
Clinical Trials.gov 
Identifier:

Study Centers Planned:

Objectives:











Study Design:

 Treatment Group 1:

 Treatment Group 2:













Test Product, Dose, and 
Mode of Administration:

Reference Therapy, 
Dose, and Mode of 
Administration:



Criteria for Evaluation:







Statistical Methods:



GLOSSARY OF ABBREVIATIONS AND DEFINITION OF TERMS















1. INTRODUCTION

1.1. Background



1.2. Tenofovir Alafenamide (TAF, GS-7340)

1.2.1. General Information
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1.2.2. Preclinical Pharmacology and Toxicology



1.2.3. Nonclinical Pharmacokinetics





















1.2.4. Nonclinical Toxicology

















1.2.5. Clinical Trials of E/C/F/TAF
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1.3. Rationale for This Study



1.4. Risk/Benefit Assessment for the Study

1.5. Compliance



2. OBJECTIVES











3. STUDY DESIGN

3.1. Endpoints







3.2. Study Design

3.3. Study Treatments

 Treatment Group 1: 

 Treatment Group 2:

Antiretroviral Class Agents







4. SUBJECT POPULATION

4.1. Number of Subjects and Subject Selection

4.2. Inclusion Criteria















Table 4-1. Allowable Antiretroviral Agents of Pre-Existing Regimen

Antiretroviral Class Agents

4.3. Exclusion Criteria

any



Table 4-2. Disallowed Agents

Drug Class Agents Disallowed*

*



5. INVESTIGATIONAL MEDICINAL PRODUCTS

5.1. Randomization, Blinding and Treatment Codes

 Treatment Group 1:

 Treatment Group 2:

Randomization and baseline visit cannot occur until subject eligibility has been confirmed.

All Day 1
visit tests and procedures must be completed prior to the administration of the first dose of 
the study drug

5.2. Description and Handling of E/C/F/TAF FDC

5.2.1. Formulation



5.2.2. Packaging and Labeling

5.2.3. Storage and Handling

5.3. Dosage and Administration of E/C/F/TAF FDC

5.4. Prior and Concomitant Medications



Table 5-1. Prior and Concomitant Medications

Drug Class Agents Disallowed Use Discouraged and To Be Used With Caution



Drug Class Agents Disallowed Use Discouraged and To Be Used With Caution



Drug Class Agents Disallowed Use Discouraged and To Be Used With Caution



Drug Class Agents Disallowed Use Discouraged and To Be Used With Caution



5.5. Accountability for Study Drug







5.5.1. Study Drug Return or Disposal



6. STUDY PROCEDURES

6.1. Subject Enrollment and Treatment Assignment

6.2. Pretreatment Assessments

6.2.1. Screening Visit







































 



6.2.2. Day 1 Visit















o





















o



o





6.4. Treatment Assessments

6.4.1. Treatment Visits (Weeks 4, 8, and 12)














Weeks 4 and 12

o



















6.4.2. Treatment Assessments (Week 24)
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6.4.3. Treatment Assessments (Week 28 and 32) − Treatment Group 2 ONLY












Week 28

o























 Week 48

 Week 36



 Week 48







Week 36 [Treatment Group 2 subjects only] and Week 48 [all subjects])

o








Week 36 [Treatment Group 2 subjects only] and Week 48 [all subjects]













6.5. Post-treatment Assessments

6.5.1. Early Study Drug Discontinuation (ESDD) Visit











































6.6. Assessments for Premature Discontinuation from Study

6.7. Criteria for Discontinuation of Study Treatment

















6.8. Other Evaluations

6.8.1. Blood and Urine Storage

6.8.2. Bone Safety and Inflammation

6.8.3. Markers of Platelet Function and Coagulation

6.8.4. Markers of Renal Tubular Function

6.9. End of Study

6.10. Post Study Care



6.11. Virologic Failure

6.11.1. Management of Virologic Failure























7. ADVERSE EVENTS AND TOXICITY MANAGEMENT

7.1. Definitions of Adverse Events, Adverse Reactions, and Serious Adverse Events

7.1.1. Adverse Events











7.1.2. Serious Adverse Events

serious adverse event















7.1.3. Clinical Laboratory Abnormalities and Other Abnormal Assessments as 
Adverse Events or Serious Adverse Events

7.2. Assessment of Adverse Events and Serious Adverse Events

7.2.1. Assessment of Causality for Study Drugs and Procedures

 No: 

 Yes:



 No: 

 Yes:

7.2.2. Assessment of Severity

7.3. Investigator Requirements and Instructions for Reporting Adverse Events
and Serious Adverse Events to Gilead

7.3.1. Adverse Events

7.3.2. Serious Adverse Events





7.3.3. Electronic Serious Adverse Event (eSAE) Reporting Process





Gilead Sciences DSPH:













7.4. Gilead Reporting Requirements

7.5. Special Situations Reports

7.5.1. Definitions of Special Situations



7.5.2. Instructions for Reporting Special Situations

Gilead Sciences DSPH:



7.6. Toxicity Management







7.6.1. Grades 1 and 2 Laboratory Abnormality or Clinical Event



7.6.2. Grade 3 Laboratory Abnormality or Clinical Event









7.6.3. Grade 4 Laboratory Abnormality or Clinical Event





7.6.4. Management of Hyperbilirubinemia in Patients Receiving Atazanavir



7.6.5. Management of Possible Abacavir Hypersensitivity Reaction

7.6.6. Management of Potential Nephrotoxicity
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8.2.1. Analysis Sets



.
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8.4. Efficacy Analysis

8.4.1. Primary Analysis



8.4.2. Secondary Analyses

8.5. Safety Analysis
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8.5.2. Adverse Events







8.5.3. Laboratory Evaluations

8.5.4. Other Safety Evaluations

8.6. Biomarker Analysis

8.7. Sample Size



9. RESPONSIBILITIES

9.1. Investigator Responsibilities

9.1.1. Good Clinical Practice

9.1.2. Institutional Review Board (IRB) / Independent Ethics Committee (IEC) 
Review and Approval



9.1.3. Informed Consent

9.1.4. Confidentiality

,

9.1.5. Study Files and Retention of Records





























9.1.6. Case Report Forms
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9.3.1. Payment Reporting

9.3.2. Access to Information for Monitoring

9.3.3. Access to Information for Auditing or Inspections



9.3.4. Study Discontinuation



10. REFERENCES

13

1238

2202

4256

4266

7896

8284

15971

19661

21769

24156



25149

27881

34827

34898

35184

35257



11. APPENDICES





Appendix 2. Study Procedures Table

Study Procedure Screeninga Day 1b

End of Weekc

30 Day 
Follow-upe ESDDf4 8 12 24w 28d 32d 36 48



Study Procedure Screeninga Day 1b

End of Weekc

30 Day 
Follow-upe ESDDf4 8 12 24w 28d 32d 36 48

PPD







Appendix 4. GSI Grading Scale for Severity of Adverse Events and Laboratory Abnormalities

HEMATOLOGY
Grade 1 Grade 2 Grade 3 Grade 4

Adult and Pediatric  57 Days









Adult and Pediatric  57 Days 



















Infant, 36–56 Days 


 

Infant, 22–35 Days 








Infant, 1–21 Days 








Adult and Pediatric, 
≥ 7 Months#

  

  

Adult and Pediatric 
> 13 Years












HEMATOLOGY
Grade 1 Grade 2 Grade 3 Grade 4

Adult and Pediatric 
 13 Years




















  

  

  

  

 
 

  

  

       

       

  



CHEMISTRY

Grade 1 Grade 2 Grade 3 Grade 4

  
  

  
  

Adult and Pediatric
 1 Year

  
  

Infant <1 Year   

Adult and Pediatric
 1 Year










Infant <1 Year 





Adult and Pediatric
 1 Month










Infant, 1 Month 








  
  



CHEMISTRY

Grade 1 Grade 2 Grade 3 Grade 4

Adult and Pediatric
2 Years










Pediatric ≥7 days -2 Years

Infant, 7 Days   

Adult and Pediatric  7 Days
  

  

Infant, 7 Days   

  

   

   

   










  



CHEMISTRY

Grade 1 Grade 2 Grade 3 Grade 4

Adult and Pediatric
 14 Years 










Pediatric 1 Year–14 Years   

Pediatric  1 Year   

Adult and Pediatric > 14 Days        

Infant,  14 Days  

Infant,  14 Days 

      

  

  



CHEMISTRY

Grade 1 Grade 2 Grade 3 Grade 4

Adult and Pediatric           
≥ 1 year

Infant  < 1 Year































Adult and Pediatric 
≥ 4 Years

   

   

Pediatric < 4 Years  

 









CHEMISTRY

Grade 1 Grade 2 Grade 3 Grade 4

 

 

Pediatric  18 Years 





       

ENZYMES
Grade 1 Grade 2 Grade 3 Grade 4

      

      

      

      

       

       

       

Pediatrics <16 years

≥ 16 years


















URINALYSIS

Grade 1 Grade 2 Grade 3 Grade 4

 





  

Adult and Pediatric 
 10 Years



Pediatric  3 Mo to 
< 10 Years



 








CARDIOVASCULAR
Grade 1 Grade 2 Grade 3 Grade 4

















Pediatric  17 Years 



CARDIOVASCULAR
Grade 1 Grade 2 Grade 3 Grade 4

 

Pediatric  16 Years






Pediatric  16 Years




RESPIRATORY

Grade 1 Grade 2 Grade 3 Grade 4



Pediatric  14 Years



OCULAR/VISUAL

Grade 1 Grade 2 Grade 3 Grade 4



SKIN

Grade 1 Grade 2 Grade 3 Grade 4



GASTROINTESTINAL

Grade 1 Grade 2 Grade 3 Grade 4

Adult and Pediatric  1 Year




Pediatric  1 Year



GASTROINTESTINAL

Grade 1 Grade 2 Grade 3 Grade 4






NEUROLOGICAL
Grade 1 Grade 2 Grade 3 Grade 4



NEUROLOGICAL
Grade 1 Grade 2 Grade 3 Grade 4

Pediatric  16 Years



NEUROLOGICAL
Grade 1 Grade 2 Grade 3 Grade 4

Pediatric  18 Years



MUSCULOSKELETAL

Grade 1 Grade 2 Grade 3 Grade 4



Pediatric  21 Years



SYSTEMIC

Grade 1 Grade 2 Grade 3 Grade 4

 
 

 
 

 
 

 
 





INJECTION SITE REACTION

Grade 1 Grade 2 Grade 3 Grade 4

  
 




Pediatric  15 Years
 






ENDOCRINE/METABOLIC

Grade 1 Grade 2 Grade 3 Grade 4



GENITOURINARY

Grade 1 Grade 2 Grade 3 Grade 4

INFECTION

Grade 1 Grade 2 Grade 3 Grade 4

Basic Self-care Functions:
Usual Social & Functional Activities:



Appendix 5. Pregnancy Precautions, Definition for Female of Childbearing 
Potential, and Contraceptive Requirements

1) Definitions

a) Definition of Childbearing Potential

b) Definition of Male Fertility

2) Contraception Requirements for Female Subjects

a) Study Drug Effects on Pregnancy and Hormonal Contraception

b) Contraception Requirements for Female Subjects of Childbearing Potential



















o

o

o



o

o

o

o

o

o



3) Contraception Requirements for Male Subjects

4) Unacceptable Birth Control Methods

5) Procedures to be Followed in the Event of Pregnancy



Appendix 6. Definitions of HIV-1 Related Disease (CDC Guidelines) {35184}



































 Mycobacterium avium Mycobacterium kansasii

 Mycobacterium tuberculosis











 Salmonella






