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1. Synopsis

2.  Background and significance 
Diabetes and Cardiovascular Disease  
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Diabetes, Sex and Cardiovascular Disease  

Cholesterol and Platelet Activity 

3.  Specific Aims  

4. Research Design 
4.1 Recruitment 
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4.2 Inclusion/Exclusion Criteria for Diabetes Patients 
 
Inclusion Criteria 

1. 
2. 

3. 

Exclusion Criteria 
1. 
2. 
3. 
4. 
5. 
6. 
7. 
8. 
9. 
10. 
11. 

12. 
13. 

4.3 Inclusion/Exclusion Criteria for Controls 
 
Inclusion Criteria

1.  
2. Either: LDL-C >100mg/dl, or Lp(a) > 50 mg/dl

3. 
 

 
Exclusion Criteria

1. 
2. 
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1.
2.
3.
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4.4  Informed consent 

4.5 Methods 
4.5.1 Schedule of assessments 

4.5.2 Longitudinal component 



s19-01964 

 

 

)



s19-01964 

Table 1. 
Patient Group  
 

Baseline Visit Longitudinal 
Analysis 

Initial Follow-up Visit  
(at 4 weeks +/- 5 days) 

Second Follow-
up Visit (at 7-12 

weeks from 
baseline) 
*Optional* 

 

 
1.1.1 Biospecimen collection 
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1.1.2 

1.1.3 Vascular function assessment  

1.1.4 Endothelial cell harvesting 
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Longitudinal Follow-up Data Collection 
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1.1.5 Genetic Profiling 

 

1.2 Future Sample Storage 
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2. RISKS 

Treatment risks: 
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Genetic risks: 

6. BENEFITS 

7. COST 

8. Reimbursement: 
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9. STATISTICAL ANALYSIS 
Specific Power Analysis: 
Sample Size Estimation for Platelet Activity: 

Sample Size Estimation for Platelet Transcriptome

 

10. DATA ANALYSIS 

Statistical Analysis Plan for Platelet Activity Measurements 

t
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Statistical Analysis Plan for Platelet Transcriptomics 

 
11. Safety and Adverse Events 
 
11.1 Definitions 
 
Unanticipated Problems Involving Risk to Subjects or Others 

Adverse Event 
adverse event

Serious Adverse Event 
serious adverse event

non-serious adverse 
events
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Adverse Event Reporting Period 

 
 
Preexisting Condition 

General Physical Examination Findings 

 
 
Post-study Adverse Event 

Abnormal Laboratory Values 

  

Hospitalization, Prolonged Hospitalization or Surgery 

  

not

11.2 Recording of Adverse Events 
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11.3 Reporting of Serious Adverse Events and Unanticipated Problems

For Narrative Reports of Safety Events 

11.3.1 Investigator reporting: notifying the study sponsor 
 

 
Initial Report: within 24 hours: 

 
 

 
Follow-up report: within 48 hours: 

Other Reportable events: 
Deviations from the study protocol 

no later than 5 working days

Withdrawal of IRB approval 

no later than 5 working days

11.3.2 Investigator reporting: notifying the IRB 
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Report Promptly, but no later than 5 working days: 
 

Unanticipated problems including adverse events that are unexpected and related 
Unexpected: An event is “unexpected” when its specificity and severity are not accurately reflected in 
the protocol-related documents, such as the IRB-approved research protocol, any applicable 
investigator brochure, and the current IRB-approved informed consent document and other relevant 
sources of information, such as product labeling and package inserts.  
Related to the research procedures: An event is related to the research procedures if in the opinion of 
the principal investigator or sponsor, the event was more likely than not to be caused by the research 
procedures.  
Harmful: either caused harm to subjects or others, or placed them at increased risk 

 
Other Reportable events: 

no later than 5 working days
Complaint of a research subject

Protocol deviations or violations

one or more participants were placed at increased risk of harm  
the event has the potential to occur again 
the deviation was necessary to protect a subject from immediate harm 

Breach of confidentiality 
Incarceration of a participant

New Information indicating a change to the risks or potential benefits

 
 
Reporting Process 

11.4 Stopping Rules  

11.5 Data and Safety Monitoring Plan 
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12. Data Handling and Record Keeping 
 
12.1 Confidentiality 

 
12.2 Confidentiality and HIPAA 

o

o

Source Documents 



s19-01964 

Case Report Forms 

Signature and Delegation Responsibility Log 

Records Retention 
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