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1. INTRODUCTION 

This analysis plan summarizes the planned analyses and presentation of the safety and 
efficacy data from the Sarepta Therapeutics, Inc. Protocol 4658-204: “An Open-Label, 
Multi-Center Study to Evaluate the Safety and Tolerability of eteplirsen in Patients with 
Advanced Stage Duchenne Muscular Dystrophy”. 

The investigational product is eteplirsen injection. Eteplirsen 30 mg/kg will be 
administered as an intravenous (IV) infusion over approximately 35 to 60 minutes, or 
approximately 5 mL/min, once a week for up to 96 weeks, followed by a safety extension 
(not to exceed 48 weeks), until the product is commercially available or until patients can 
transition into another eteplirsen trial. 
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• For partial or missing medication dates, the medication will be classified as a 
concomitant medication unless the available part of the date indicates it is not 
possible for the drug to be concomitant. For example, if only the year for the stop 
date is available and the year is prior to the year of dosing, the medication would 
be classified as a prior medication. 

For partial or missing adverse event dates, the event will be classified as 
treatment-emergent if the month and/or year are on or after the initiation of 
eteplirsen and within 28 days of the last dose of eteplirsen, or if it is not possible 
to determine whether the adverse event date is on or after the initiation of 
eteplirsen and within 28 days of the last dose of eteplirsen. 

• For the purpose of calculating the duration of an adverse event with a missing day 
but known month and year, the first of the month will be used for all start dates 
and the end of the month will be used for all end dates (where applicable). For 
example 01MMMYYYY will be used for UNMMYYYY for start date and 
31JANYYYY for UNJANYYYY (actual value will be based on the month 
recorded). 

5.4.5 Presentations Over Time 
For endpoints that are collected serially over time (i.e. laboratory tests, efficacy 
assessments), events will be assigned to a time-point based upon the eCRF page the event 
was reported on (nominal time).  

5.4.6 Definitions and Terminology 
Study Day 
Study day will be defined as Event Date – Study Day 1 + 1 
 
Study Day 1 
Day 1 is defined as the date of first dose of eteplirsen at the Week 1 visit during the 4658-
204 Study. 
 

Days on Study 
Days on Study is the number of days from Study Day 1 to the date of study completion or 
early termination as recorded on the END OF STUDY VISIT CRF. 
 

Days on Study Drug 
Days on Study Drug is the number of days from the date of first dose to the date of the 
last dose of the specific study medication as recorded on the STUDY DRUG 
ADMINISTRATION CRF. 
 
Planned Number of Infusions 
The planned number of infusions will be based on the subject’s last local site visit. The 
subject will be expected to receive an infusion once weekly up until their last local site 
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     5)  AEs leading to discontinuation 

5.5.7.1.1. Adverse Events of Special Interest 
Summaries of TEAEs of special interest (AESIs) and other AEs of Interest will be 
summarized by SOC and PT. All SMQs listed below will include broad and narrow 
terms. The AESIs are: 

• Hypersensitivity (Anaphylactic Reaction SMQ and Anaphylactic/Anaphylactoid 
Shock Conditions SMQ) 

• Renal Toxicity (Acute Renal Failure SMQ) 

• Leukopenia and Neutropenia (Haematopoietic SMQ) 

• Infusion Site Reactions (Extravasation Events SMQ and the following PTs: 
Application Site Erythema, Application Site Rash, Catheter Site Haematoma, 
Catheter Site Haemorrhage, Catheter Site Related Reaction, Infusion Site Rash, 
Infusion Site Swelling) 

• Severe Cutaneous Adverse Reactions (Severe Cutaneous Adverse Reactions 
SMQ) 

• Infusion Related Reactions (PTs of Nausea, Vomiting, Pyrexia, Body 
Temperature Increased, Erythema, Flushing Infusion Related Reaction, 
Hypotension, Blood Pressure Decreased, Diastolic Hypotension, Orthostatic 
Hypotension, Procedural Hypotension, Blood Pressure Ambulatory Decreased, 
Blood Pressure Diastolic Decreased, Blood Pressure Orthostatic Decreased, Blood 
Pressure Systolic Decreased, Blood Pressure Systolic Inspiratory Decreased) 

• Drug Induced Hepatotoxicities (Cholestasis and Jaundice of Hepatic Origin SMQ, 
Hepatic Failure, Fibrosis and Cirrhosis and Other Liver Damage-Related 
Conditions SMQ, Hepatitis, Non-infectious SMQ, Liver Neoplasms, Benign (incl 
Cysts and Polyps) SMQ, Liver Malignant Tumours SMQ, Liver Tumours of 
Unspecified Malignancy SMQ, Liver Related Investigations, Signs and 
Symptoms SMQ, Liver-Related Coagulation and Bleeding Disturbances SMQ) 

• Cardiac Events (Cardiomyopathy SMQ, Cardiac Failure SMQ, and Arrhythmia 
Related Investigations, Signs and Symptoms SMQ) 

• Coagulopathy (Haemorrhage Terms (excluding lab terms) SMQ, Haemotopoietic 
Thrombocytopenia SMQ, PTs in the Embolism and Thrombosis High Level 
Group Terms (HLGT) 

The Other AEs of Interest are: 

• Port-Related Events+ (Embolic and Thrombotic Events, Venous SMQ, 
Extravasation Events (Injections, Infusions and Implants) SMQ, PTs in the 
following High Level Terms (HLTs): Sepsis, Viraemia and Fungaemia NEC, 
Implant and Catheter Site Reactions, PTs in the following HLGTs: Endocardial 
Disorders and Device Issues. In addition, a search will be performed on the 
verbatim terms for “port”, “central venous” and “central line”) 
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• Fractures (PTs in the following HLGTs: Fractures and Bone and Joint Injuries) 

• Falls (search of verbatim terms for “fall”) 

+ For subjects who have a port, Port-Related Events will only be identified after the port 
insertion occurred. 

A corresponding listing will be generated for each table. 

5.5.7.2. Laboratory Measurements 
Descriptive statistics for continuous hematology, clinical chemistry, urinalysis, and 
coagulation laboratory measurements will be presented by time point. Summary statistics 
for each lab parameter and time point as well as the change from Baseline to the time 
point will be displayed. For each numeric laboratory parameter, box plots of values over 
time will be generated. A shift table will compare N (%) of low, normal, and high status 
of the lab values at Baseline to their worst value post-Baseline through Week 96. A table 
summarizing the frequency and percent of subjects meeting the predefined markedly 
abnormal criteria at each visit will be presented. The predefined markedly abnormal 
criteria are defined below in Tables 3-1, 3-2, and 3-3. All laboratory values will be 
displayed in a data listing. 
 

Table 3-1 Predefined Markedly Abnormal Hematology Laboratory Values 
   

Test Unit Markedly Abnormal Criteria 

Hematocrit 1 < LLN 

Hemoglobin g/L (or mmol/L) < LLN 

Red blood cell count T/L < LLN 

White blood cell count count/L >1.5 × ULN or < LLN 

Platelet count 10^3/L < 150 or < 200 with a decrease of at 
least 100 

Basophils (abs) count/L > ULN or < LLN 

Eosinophils (abs) count/L > 1.5xULN or < LLN 

Lymphocytes (abs) count/L < LLN 

Monocytes (abs) count/L < LLN 

Neutrophils (abs) count/L >1.5 × ULN or < 1000 
ULN = upper limit of normal 
LLN = lower limit of normal  
abs = absolute 
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Table 3-2 Predefined Markedly Abnormal Chemistry Laboratory Values 
  Predefined Change  

Test Unit Decrease Increase Markedly Abnormal Criteria 

Fasting blood glucose* mmol/L 3.1 3.2  

Urea (BUN) mmol/L   Value >1.5 × Baseline Value 
AND > ULN 

Creatinine µmol/L  35 Value >1.5 × ULN 

Sodium mmol/L 8 8  

Potassium mmol/L 1.1 1.0 Value >5.5 mmol/L or < 3 
mmol/L 

Chloride mmol/L 9 8  

Uric acid µmol/L   >1 × ULN 

Calcium# mmol/L 0.30 0.30  

Total cholesterol mmol/L  1.73  

AST (SGOT) U/L   Value ≥3 × Baseline Value 

ALT (SGPT) U/L   Value ≥2 × Baseline Value 

Gamma GT (GGT) U/L   Value >3 × Baseline Value OR  
> ULN 

Alkaline phosphatase U/L   Value >1.5 × ULN 

Total protein@ g/L 11 10  

Albumin g/dL 1 g/dL 
decrease 

or  

1 g/dL 
increase   

Value < LLN or > ULN 

Total bilirubin& µmol/L  10 Value >1.5 × ULN 

LDH U/L   Value ≥2 × Baseline Value 

Creatine phosphokinase U/L   Value ≥2 × Baseline Value 

Triglycerides mmol/L  2.88  

Cystatin C mg/L   > ULN 
*Convert to SI unit by multiplying mg/dL value by 0.0555; #multiply mg/dL value by 0.25; @multiply g/dL 
value by 10; &multiply mg/dL value by 17.1. 
TEMA = treatment-emergent markedly abnormal 
LLN = lower limit of normal 
ULN = upper limit of normal 
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Table 3-3 Predefined Markedly Abnormal Urinalysis Laboratory Values 
 Predefined Change  

Test Decrease Increase Markedly Abnormal Criteria 

Protein in urine   >1+ 

KIM-1*   > ULN 

* Adult normal ranges provided by the laboratory will be used for all subjects as no 
pediatric ranges are available. 

5.5.7.3. Vital Signs 

Vital sign parameters will be presented by time point, summarizing the actual values and 
change from Baseline to each on-treatment time point using descriptive statistics. A table 
summarizing the frequency and percent of subjects meeting the predefined markedly 
abnormal criteria at each visit will be presented. The predefined markedly abnormal 
criteria are defined below in Table 4. Vital signs data will be presented in the data 
listings.  

Table 4 Predefined Markedly Abnormal Vital Sign Values 

Variable Units Markedly Abnormal 
Criteria Lower limit 

Markedly Abnormal 
Criteria Upper limit 

Systolic blood pressure mm Hg <80 >130 

Diastolic blood pressure mm Hg <40 >90 

Pulse Rate beats/min <50 >130 

Temperature oC  ≥40 

 

5.5.7.4. 12-Lead ECGs 
Electrocardiogram (ECG) parameters will be presented by time point, summarizing the 
actual values and change from Baseline to each on-treatment time point using descriptive 
statistics. A shift table will compare N (%) of ECG status at Baseline to the worst 
reported value through Week 96. A table summarizing the frequency and percent of 
subjects meeting the predefined markedly abnormal criteria at each visit will be 
presented. The predefined markedly abnormal criteria are defined below in Table 5. ECG 
data will be provided in a data listing. 
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Table 5 Predefined Markedly Abnormal Electrocardiogram Values 

Variable Units Lower limit 
of normal 

Upper limit 
of normal 

Age 
Group 
(yrs) 

Markedly Abnormal Criteria 

Heart Rate beats/min 50 120   

QTcF Interval 

 

 

msec 

 

 

 

 

 

 

 

 

All Screening Visit >450 

<12 >480 

≥12 >500 

All <320 

Increase >60 

QRS Interval 

 

msec 

 

  <12 IVCD or any QRS conduction 
disturbance 

with a QRS >110ms 

≥12 IVCD or any QRS conduction 
disturbance 

with a QRS >120ms 

PR Interval 

 

msec 

 

  <12 >190 

≥12 >220 

5.5.7.5. Echocardiograms 
The actual value and change from Baseline to each on-treatment time point will be 
summarized for each ECHO parameter. A table summarizing the frequency and percent 
of subjects meeting the predefined markedly abnormal criteria at each visit will be 
presented. The predefined markedly abnormal criteria are defined below in Table 6. 
ECHO parameters will be listed by subject in a data listing. 
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Table 6 Predefined Markedly Abnormal Echocardiography Values 

Variable Units Markedly Abnormal Criteria 

LVEF % <55% 

Fractional Shortening % <44% 

 

5.5.7.6. Holter Monitoring 
Holter monitoring data will be provided in a data listing. A separate listing will be created 
for hourly values and summary values. 

5.5.7.7. Physical Examinations 
Physical examination results will be listed by subject in a data listing. 
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6. CHANGES FROM PLANNED ANALYSES 
This SAP has made the following change to the planned analyses in the protocol 
(Amendment 1, 05 July 2016): 

• Holter monitoring was to be summarized. It will instead be listed only. 
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7. REFERENCES 
None. 
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