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CLINICAL STUDY PROTOCOL SYNOPSIS

Title
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Principal Investigator

Objectives

Study Design
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Study Duration

Population

Sample Size: 

Target Population:

Treatments

Study Drug

Dose/Route/Schedule:

Placebo

Route/Schedule:
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Background Treatment
Dose/Route/Schedule:

Endpoints

Co-Primary:

Key Secondary Endpoints:

Procedures and Assessments

Statistical Plan Sample Size and Power:



Clinical Study Protocol R668-AD-1415.03 

Regeneron Pharmaceuticals, Inc

o
o

o
o

Efficacy Analysis Set:

Methods:
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1. INTRODUCTION AND RATIONALE 

1.1. Introduction 
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1.2. Rationale 

1.2.1. Rationale for Study Design 
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1.2.2. Rationale for Dose Selection 

2. STUDY OBJECTIVES 

2.1. Primary Objective 

2.2. Secondary Objective 

3. STUDY DESIGN 

3.1. Study Description and Duration 
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Figure 1: Study Flow Diagram 

Treatment Period (Study Weeks, Days) Follow-Up

3.2. Planned Interim Analysis 

3.3. Study Committees 

3.3.1. Independent Data Monitoring 

4. SELECTION, WITHDRAWAL, AND REPLACEMENT OF 
PATIENTS 

4.1. Number of Patients Planned 

4.2. Study Population 
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4.2.1. Inclusion Criteria 

OR

4.2.2. Exclusion Criteria 

4.3. Premature Withdrawal from the Study 
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4.4. Replacement of Patients 

5. STUDY TREATMENTS 

5.1. Investigational and Reference Treatments 
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5.2. Background Treatments 

5.3. Rescue Treatments 

NOTE: Systemic rescue treatments may necessitate temporary 
discontinuation of study drug (see next paragraph).  
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5.4. Dose Modification and Study Drug Discontinuation Rules 

5.4.1. Dose Modification 

5.4.2. Study Drug Discontinuation 

5.4.2.1. Reasons for Permanent Discontinuation of Study Drug 
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5.4.2.2. Reasons for Temporary Discontinuation of Study Drug 

5.5. Method of Treatment Assignment 

5.5.1. Blinding 
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5.5.2. Emergency Unblinding 

5.6. Treatment Logistics and Accountability 

5.6.1. Packaging, Labeling, and Storage 

5.6.2. Supply and Disposition of Treatments 

5.6.3. Treatment Accountability 
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5.6.4. Treatment Compliance 

5.7. Concomitant Medications and Procedures 

5.7.1. Prohibited Medications and Procedures 

Live (attenuated) vaccine

Immunomodulating biologics

Investigational drugs 

TCS or TCI

Systemic corticosteroids or nonsteroidal systemic immunosuppressive drugs 
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5.7.2. Permitted Medications and Procedures 

5.7.3. Prohibited Concomitant Medications or Procedures as Rescue 

6. STUDY SCHEDULE OF EVENTS AND PROCEDURES 

6.1. Schedule of Events 
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Table 1: Schedule of Events 

Study Procedure Treatment Period Follow-up

Visit (V)
Baseline

V 1 V 2 V 3 V 4 V 5 V 6 V 7 V 8 V 9

Primary 
Endpoint 

Visit
V 10 V 11

End of 
Study
V 12

Early 
Termination 

or 
Unscheduled 

Visit4

Week (W) W0 W4 W8 W12 W16 W20 W24 W28 W32 W36 W40 W48
Day (D) D11

+/-3d
D29
+/-3d

D57
+/-3d

D85
+/-3d

D113
+/-3d

D141
+/-3d

D169
+/-3d

D197
+/-3d

D225
+/-3d

D253
+/-3d

D281
+/-7d

D337
+/-7d

Screening/Baseline:

2 3

Treatment:

4

4

5

Efficacy: 6

7
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Study Procedure Treatment Period Follow-up

Visit (V)
Baseline

V 1 V 2 V 3 V 4 V 5 V 6 V 7 V 8 V 9

Primary 
Endpoint 

Visit
V 10 V 11

End of 
Study
V 12

Early 
Termination 

or 
Unscheduled 

Visit4

Week (W) W0 W4 W8 W12 W16 W20 W24 W28 W32 W36 W40 W48
Day (D) D11

+/-3d
D29
+/-3d

D57
+/-3d

D85
+/-3d

D113
+/-3d

D141
+/-3d

D169
+/-3d

D197
+/-3d

D225
+/-3d

D253
+/-3d

D281
+/-7d

D337
+/-7d

8

8

9

Safety: 10
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Study Procedure Treatment Period Follow-up

Visit (V)
Baseline

V 1 V 2 V 3 V 4 V 5 V 6 V 7 V 8 V 9

Primary 
Endpoint 

Visit
V 10 V 11

End of 
Study
V 12

Early 
Termination 

or 
Unscheduled 

Visit4

Week (W) W0 W4 W8 W12 W16 W20 W24 W28 W32 W36 W40 W48
Day (D) D11

+/-3d
D29
+/-3d

D57
+/-3d

D85
+/-3d

D113
+/-3d

D141
+/-3d

D169
+/-3d

D197
+/-3d

D225
+/-3d

D253
+/-3d

D281
+/-7d

D337
+/-7d

Laboratory Testing10:

11

12

PK/Drug Concentration and ADA Samples10:

13
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6.2. Study Visit Descriptions 

6.2.1. Treatment Period 

6.2.1.1. Visit 1 (Baseline)/Week 16 in the Initial Treatment Study/Day 1 (+/- 3 Days) 
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6.2.1.2. Visit 2/Week 4/Day 29 (+/- 3 Days) 

6.2.1.3. Visit 3/Week 8/Day 57 (+/- 3 Days) 
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6.2.1.4. Visit 4/Week 12/Day 85 (+/- 3 Days) 
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6.2.1.5. Visit 5/Week 16/Day 113 (+/- 3 Days) 

6.2.1.6. Visit 6/Week 20/Day 141 (+/- 3 Days) 



Clinical Study Protocol R668-AD-1415.03 

Regeneron Pharmaceuticals, Inc

6.2.1.7. Visit 7/Week 24/Day 169 (+/- 3 Days) 
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6.2.1.8. Visit 8/Week 28/Day 197 (+/- 3 Days) 
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6.2.1.9. Visit 9/Week 32/Day 225 (+/- 3 Days) 
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6.2.1.10. Visit 10/Week 36/Day 253 (+/- 3 Days) – Primary Endpoint Visit 
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6.2.1.11. Visit 11 (Follow-up)/Week 40/Day 281 (+/- 7 Days) 
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6.2.1.12. Visit 12 (End of Study)/Week 48/Day 337 (+/- 7 Days) 
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6.2.1.13. Early Termination Visit 
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6.2.1.14. Unscheduled Visit
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6.2.2. Early Termination Visit 

6.2.3. Unscheduled Visits 
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6.3. Study Procedures 

6.3.1. Procedures Performed Only at the Screening/Baseline Visit 

6.3.2. Efficacy Procedures 

6.3.2.1. Patient Assessment of Pruritus 

6.3.2.2. Patient-Assessed Pruritus Categorical Scale 

6.3.2.3. Investigator’s Global Assessment
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6.3.2.4. Eczema Area and Severity Index 

6.3.2.5. Global Individual Signs Score 

6.3.2.6. SCORing Atopic Dermatitis 

6.3.2.7. Body Surface Area Involvement of Atopic Dermatitis 
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6.3.2.8. Patient Oriented Eczema Measure 

6.3.2.9. Patient-Reported Dermatology Life Quality Index 

6.3.2.10. Patient-Assessed EQ-5D
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6.3.2.11. Patient-Assessed Hospital Anxiety and Depression Scale 

6.3.2.12. Patient Global Assessment of Disease 

6.3.2.13. Patient Global Assessment of Treatment 

6.3.2.14. Juniper Asthma Control Questionnaire 

6.3.2.15. Sinonasal Outcome Test 
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6.3.2.16. Well-Controlled Weeks 

6.3.2.17. Assess Sick Leave/Missed School Days 

6.3.2.18. Atopic Dermatitis Area Photographs 

6.3.3. Safety Procedures 

6.3.3.1. Vital Signs 

6.3.3.2. Physical Examination 

6.3.3.3. Weight and Height 

6.3.3.4. Electrocardiogram 
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6.3.3.5. Laboratory Testing 

Blood Chemistry 

Hematology 
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Urinalysis 

Other Laboratory Tests 

Abnormal Laboratory Values and Laboratory Adverse Events 

6.3.4. Pharmacokinetic and Antibody Procedures 

6.3.4.1. Drug Concentration Measurements and Samples 

6.3.4.2. Anti-Drug Antibody Measurements and Samples 
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6.3.5. Research Testing 

6.3.5.1. Research Samples 

Use and Storage of Research Samples (Serum/Plasma) 

6.3.5.2. Exploratory Biomarker Testing 
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7. SAFETY DEFINITIONS, REPORTING, AND MONITORING 

7.1. Definitions 

7.1.1. Adverse Event 

7.1.2. Serious Adverse Event 

death

life-threatening

hospitalization prolongation of existing hospitalization

disability/incapacity

congenital anomaly/birth defect

important medical event 



Clinical Study Protocol R668-AD-1415.03 

Regeneron Pharmaceuticals, Inc

7.2. Recording and Reporting Adverse Events 

7.2.1. Adverse Events 

7.2.2. Serious Adverse Events 

7.2.3. Other Events that Require Accelerated Reporting 

Symptomatic Overdose of Study Drug:

Pregnancy:
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Adverse Events of Special Interest:

7.2.4. Reporting Adverse Events Leading to Withdrawal from the Study 

7.2.5. Abnormal Laboratory, Vital Signs, or Electrocardiogram Results 
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7.2.6. Follow-up

7.3. Evaluation of Severity and Causality 

7.3.1. Evaluation of Severity 

Mild:

Moderate:

Severe:

7.3.2. Evaluation of Causality 

Relationship of AEs to Study Drug: 

Not Related:

Related:

7.4. Safety Monitoring 
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7.5. Investigator Alert Notification 

8. STUDY VARIABLES 

8.1. Demographic and Baseline Characteristics 

8.2. Primary and Secondary Endpoints 

Co-primary endpoints: 

Key secondary endpoints: 

Other secondary endpoints: 
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8.3. Pharmacokinetic Variables 

8.4. Anti-Drug Antibody Variables 
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9. STATISTICAL PLAN 

9.1. Statistical Hypothesis 
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9.2. Justification of Sample Size 

9.3. Analysis Sets 

9.3.1. Efficacy Analysis Set 
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9.3.2. Safety Analysis Set 

9.3.3. Other Analysis Sets 

9.3.3.1. Pharmacokinetic Analysis Set 

9.3.3.2. Anti-Drug Antibody Analysis Set 

9.4. Statistical Methods 

9.4.1. Patient Disposition 

9.4.2. Demography and Baseline Characteristics 



Clinical Study Protocol R668-AD-1415.03 

Regeneron Pharmaceuticals, Inc

9.4.3. Efficacy Analyses 

9.4.3.1. Primary Efficacy Analysis 
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9.4.3.2. Key Secondary Efficacy Analysis 

9.4.3.3. Other Secondary Analysis 

9.4.4. Safety Analysis 

9.4.4.1. Adverse Events

Definitions 

Analysis 
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9.4.4.2. Other Safety 

Vital Signs 

Laboratory Tests 

9.4.4.3. Treatment Exposure 

9.4.4.4. Treatment Compliance 

9.4.5. Analysis of Drug Concentration Data 
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9.4.6. Analysis of Anti-Drug Antibody Data 

9.5. Additional Statistical Data Handling Conventions 
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9.6. Statistical Considerations Surrounding the Premature Termination 
of a Study 

10. DATA MANAGEMENT AND ELECTRONIC SYSTEMS 

10.1. Data Management 

10.2. Electronic Systems 

11. STUDY MONITORING 

11.1. Monitoring of Study Sites 
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11.2. Source Document Requirements 

11.3. Case Report Form Requirements 

12. AUDITS AND INSPECTIONS
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13. ETHICAL AND REGULATORY CONSIDERATIONS 

13.1. Good Clinical Practice Statement 

13.2. Informed Consent 

13.3. Patient Confidentiality and Data Protection 
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13.4. Institutional Review Board/Ethics Committee 

14. PROTOCOL AMENDMENTS 

15. PREMATURE TERMINATION OF THE STUDY OR 
CLOSE-OUT OF A SITE 

15.1. Premature Termination of the Study 

15.2. Close-out of a Site 

Investigator’s Decision
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Sponsor’s Decision

16. STUDY DOCUMENTATION 

16.1. Certification of Accuracy of Data 

16.2. Retention of Records 

17. CONFIDENTIALITY 

18. FINANCING AND INSURANCE
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19. PUBLICATION POLICY 

20. REFERENCES 
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21. INVESTIGATOR’S AGREEMENT 
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Appendix 1: Factors to Consider in Assessing the Relationship of AEs to Study Drug 





See appended electronic signature page 

See appended electronic signature page 

See appended electronic signature page 
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Other Laboratory Tests 















































































 
 

 

 
 

 

 
 



 

 

 

 









Blinded manual adjudication of relevant PTs by the study 
medical monitor before database lock



Note: *For items noted with the asterisk, blinded manual 
adjudication of relevant PTs will be required by the study medical 
monitor, before database locks
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