






  

  

  

  

  

  

  

  

 
 

  

  

  

  

  

  

  

  

  

  

  

  

  

  

  

  

  

  

  



  

  

  

  

  

  

  

 
 

  

  

  

  

  

  

  

  

  

  

  

  

  

  

  

  

  

  

  

  

  

  

  

  



  

  

  

  

  

  

  

  

  

  

  

  

  

  

  

  

  

  

  

  

  

  

  

  

  

  

  

  

  

  





Table 1: Abbreviations and acronyms 











Table 2: Clinical Laboratory Tests, by Tier 

Fecal occult blood (screening; thereafter only if the preceding assessment was abnormal 
or if clinically indicated) 







 

 

 

 

 

 

 

  









The number of subjects contributing to each mean value will be presented in each figure











 

 

 

 

 

 

 

 

 

 

 

 

 

 

 



 

Table 3: Age and reference date 
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Source: Pierce, Rod. (11 Oct 2014). "Normal Distribution". Math Is Fun. Retrieved 14 Jan 2016 from http://www.mathsisfun.com/data/standard-normal-distribution.html 

 



 

 


	1. approval Signatures
	2. Table of Contents, List of Tables, and List of Figures
	3. List of Abbreviations and Definitions of Terms
	4. Description of the Protocol
	4.1. Changes from Analyses Specified in the Protocol

	5. Definitions
	5.1. Safety
	5.1.1. Primary Endpoint(s)
	5.1.1.1.  Adverse Events (AEs), Serious Adverse Events (SAEs) and Infusion-Associated Reactions (IARs)
	5.1.1.2. Vital Signs, Height and Weight
	5.1.1.3. Physical Examination
	5.1.1.4. Laboratory Assessments
	5.1.1.5. Concomitant Medications and Treatments
	5.1.1.6. Electrocardiogram (ECG)
	5.1.1.7. Anti-drug Antibodies (ADAs)


	5.2. Efficacy
	5.2.1. Secondary Endpoint(s)
	5.2.2. Tertiary Endpoint(s)

	5.3. Pharmacokinetic Assessment
	5.4. Exploratory Biomarker Assessment

	6. Data Sets Analyzed (Study Populations)
	6.1. Full Analysis Set (FAS)
	6.2. Pharmacokinetic Analysis Set

	7. Statistical Analysis
	7.1. Study Subjects
	7.1.1. Disposition of Subjects
	7.1.2. Protocol Deviations
	7.1.3. Demographics and Medical History
	7.1.3.1. Demographics
	7.1.3.2. Disease Characteristics
	7.1.3.3. Medical History


	7.2. Safety Analyses
	7.2.1. SBC-102 Exposure
	7.2.2. Adverse Events and Infusion-Related Reactions
	7.2.2.1. Overall Summary of Adverse Events
	7.2.2.2. AEs, SAEs and IARs by System Organ Class (SOC) and Preferred Term (PT)
	7.2.2.3.  Deaths

	7.2.3. Analyses for Laboratory Tests
	7.2.4. Physical Examination
	7.2.5. Vital Signs
	7.2.6. Electrocardiograms (ECG)
	7.2.7. Denver II Developmental Screening Test (DDST)
	7.2.8. Antidrug Antibody (ADA) Titer

	7.3. Efficacy Analyses
	7.3.1. Handling of Dropouts or Missing Data
	7.3.1.1. Overall Survival and Survival at 12, 18, 24 and 36 months of age
	7.3.1.2. Abdominal Magnetic Resonance or Abdominal Ultrasound
	7.3.1.3. Clinical Laboratory Tests
	7.3.1.4. Anthropometric Parameters
	7.3.1.5. Exploratory Efficacy Analyses


	7.4. Pharmacokinetic Analyses
	7.4.1. Plasma Concentration Analysis
	7.4.2. PK Analysis

	7.5. Subgroup Analysis
	7.6. Additional Exploratory Analyses
	7.7. Interim Analyses
	7.8. Data Monitoring Committee

	8 References
	9 Appendices
	9.1   Protocol Schedule of events
	9.2   Changes from Analyses Specified in the Previous Version of the SAP
	9.3   Sample Size, Power, and Randomization
	9.4  Technical Specifications for Derived Variables
	9.4.1 Age
	9.4.2 Time to Death (from Birth)
	9.4.3 Time to Death (from first Infusion of SBC-102)
	9.4.4 Time to Peak ADA Titer
	9.4.5 Time to Transfusion-Free Hemoglobin Normalization
	9.4.6 Body Mass Index (BMI)
	9.4.7 Derivation of Study Day
	9.4.8 Definition of Baseline Values and Change from Baseline
	9.4.8.1 Baseline
	9.4.8.2 Change from Baseline
	9.4.8.3 Percent Change from Baseline
	9.4.9 Adverse Events
	9.4.9.1 Treatment-emergent Adverse Events (TEAEs)
	9.4.9.2 Missing AE Dates
	9.4.9.3 AE Duration (Days)
	9.4.10 Calculation of Multiples of Normal for Liver and Spleen Volume
	9.4.11 Geometric Mean of ADA Titer
	9.4.12 The Z-Score (or SD Score) and Percentiles
	9.4.12.1 Z-Score
	9.4.12.2 Z-Scores in Growth Curves
	9.4.12.3 Classification of Z-Scores for malnutrition
	9.4.12.4 Percentiles
	9.4.12.5 Note on Z Scores and Percentiles
	9.4.12.6 Denver II Developmental Screening Test (DDST)


