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1.4 Clinical Data  
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1.5 Dose Rationale and Risk/Benefits 

1.5.1 Dose Rationale 

o
o

o

o

1.5.2 Risk/Benefit Assessment  

The Metabolic and Molecular Basis of Inherited Disease
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2 Study Objectives 

2.1 Primary Objective  

2.2 Secondary Objectives 

2.3 Exploratory Objectives 
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3 Study Design 

3.1 Overview of Study Design and Flow Chart 
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3.1.1 Dose Escalation   

3.1.1.1 Dose escalation criteria during first 3 months of treatment 

o

o

o
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o
o
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o
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3.2 Rationale for Study Design 

3.2.1 Dose Selection 

3.2.2 Outcome Variable Selection 

3.2.2.1 Safety 

Page 27 of 66 
 

ALEXION PHARMACEUTICALS, INC. PROPRIETARY AND CONFIDENTIAL:  
DO NOT COPY OR DISTRIBUTE WITHOUT PERMISSION



3.2.2.2 Efficacy 

 
o
o
o
o
o
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3.2.2.3 Pharmacokinetics 

3.2.2.4 Exploratory Biomarkers 

3.2.3 Study Duration 
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4 Study Population 

4.1 Target Population 

4.2 Number of Subjects 

4.3 Inclusion Criteria 

4.4 Exclusion Criteria 
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4.5 Concomitant Medication and Treatment 
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5 Schedule of Assessments and Study Procedures 

Table 1: Mean Blood Volume, by Age 
Age Mean blood volume per weight (mL/kg)
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5.1 Study Assessments 

5.1.1 Informed Consent 

5.1.2 Subject Eligibility 

5.1.3 Medical History 

5.1.4 Demographic Information 

5.1.5 Anthropometrics 
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Liver size: 

Spleen size: 

Lymphadenopathy:

5.1.7 Abdominal Ultrasound 

5.1.8 Abdominal MRI 
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5.1.9 Vital Signs 

5.1.10 Electrocardiogram 

5.1.11 Laboratory Assessments 

5.1.11.1 Clinical Laboratory Tests 
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Table 2: Clinical Laboratory Tests, By Tier 

Tier 1 (Mandatory)

Complete Blood Count (CBC)/ 
Hematology:

Chemistry:

Liver Function Tests:

Anti-drug Antibody:

Urinalysis:

Coagulation Studies: (screening; thereafter only if the 
preceding assessment was abnormal or if clinically 
indicated)

DNA Sample 

LAL Enzyme Activity :
Tier 2 (Optional, based on blood volume thresholds)

Lipid Panel:

Other Chemistry: 

Tier 3 (Optional, based on blood volume thresholds)

Pharmacokinetic Assessments

Exploratory Biomarkers

5.1.11.2 Clinical Laboratory Collection for Changes in Dose or Lipid Lowering 
Medications 
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5.1.11.3 Clinical Laboratory Collection and Analysis 

5.1.12 Denver II Developmental Screening Test 

Pediatr

5.1.13 Exploratory Biomarkers 
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5.1.14 Pharmacokinetic Assessments 
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5.1.15 DNA Sample 

5.1.16 LAL Enzyme Activity 
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5.1.17 Liver Biopsy 
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6 Investigational Medicinal Product 

6.1  Description of IMP 

6.2 Method for Assigning Subjects to Treatment Groups 

6.3 Storage and Disposition of IMP 

6.3.1 Receipt of IMP 

6.3.2 Storage 
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6.3.3 Disposition 

6.4 Preparation and Administration of IMP  

6.4.1 Preparation of IMP 

6.4.2 Administration of IMP 

6.5 Blinding of IMP 
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6.6 Destruction of IMP 

7 Assessment of Safety  

7.1 Adverse Events and Laboratory Abnormalities 

7.1.1 Clinical Adverse Events 
Adverse Event

Mild: 

  
Moderate: 

 
Severe: 
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Table 3: Assessment of Causality 
Relationship to IMP  Criteria for Judgment 

serious adverse event

non-serious 
adverse events
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7.1.2 Laboratory Test Abnormality 

7.1.3 Adverse Events of Special Interest (Infusion-Associated Reactions) 
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7.2 Handling of Safety Parameters 

7.2.1 Serious Adverse Events (Immediately Reportable to the Sponsor) 
and

7.2.2 Adverse Event Reporting Period 

  

7.2.3 Treatment and Follow-up of Adverse Events 
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7.2.5 Pregnancy 

7.3 Recording of Adverse Events 
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7.4.1 Investigator Reporting: Notifying the Study Sponsor 

7.4.2 Investigator Reporting: Notifying the IRB/IEC 

7.4.3 Sponsor Reporting: Notifying the FDA and all Regulatory Authorities  

o

o

SAE Reporting:
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7.4.4 Sponsor Reporting: Notifying Participating Investigators 

7.5 Independent Safety Review Committee (SRC) 
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Appendix A: Schedule of Assessments 
 Screening Treatment Phase,* 

Assessments Day -21 to 
Day -1 

W 010 W 1 W 2 W 3 W 4 W 5 W 6 W 7 W 8 W 9 W 10 W 11 W 12 W 13 W 14 W 15 W 16 

 

Prior to any dose change, serum lipid, serum liver, hematology, chemistry, ferritin, and 
hs-CRP shall be obtained. Serum lipid and serum liver assessments should be taken 4, 8, and 12 weeks following any study drug or lipid lowering medication change.
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Schedule of Assessments: Week 17 through Study Completion*  

 
W 17 W 18 W 19 W 20 W 21 W 22 W 23 W 24 

R
ep

ea
tin

g 
A

ss
es

sm
en

ts
 u

nt
il 

en
d 

of
 s

tu
dy

 

Repeating Assessments Relative to Week 24 Annually 
(Week 48, 
Week 96, 

Week 144) 

Follow-up/ 
Early 

Withdrawal 
Every 
Week 

Every 
Month 

Every 2 
Months  

(8 weeks) 

Every 3 
Months  

(12 weeks) 

Every 6 
Months  

(24 weeks) 

 
Prior to any dose change, serum lipid, serum liver, hematology, chemistry, ferritin and 

hs-CRP shall be obtained. Serum lipid and serum liver assessments should be taken 4, 8, and 12 weeks following any study drug or lipid lowering medication dose change.
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Appendix B: Diagnosis and Guidelines for Management of Infusion Associated 
Reactions 

Symptoms Action 

Common 

Less Common 

o
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