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A. SPECIFIC AIMS

A.1 Primary Aims

A.2  Secondary Aims
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B.  BACKGROUND AND SIGNIFICANCE

B.1 Vitamin Supplements and Cancer
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B.1.a  Vitamin E 
B.1.a.1 Prostate cancer:

In vitro in vivo
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B.1.a.2  Total and colorectal cancer:

B.1.b  Vitamin C 

B.1.b.1 Total cancer:
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°

B.1.c Multivitamins and cancer

Table 1

B.1.c.1 Total cancer:

Table 1.

Constituent Dose 
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B.2  Cardiovascular Disease

B.2.a Vitamin E and important vascular events
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P

P

Table 2

Table 2. 

Trial Population Vitamin E Treatment Results 
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P

B.2.b  Vitamin C and important vascular events
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B.2.c Multivitamins and important vascular events 

P
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B.3 Eye Diseases: Cataract and Age-Related Macular Degeneration

B.3.a Vitamin E, vitamin C, and multivitamins and age-related macular degeneration

B.3.b Vitamin E, vitamin C, and multivitamins and cataract
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B.4 Declines in cognitive function
B.4.a Vitamin E and vitamin C and declines in cognitive function
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B.4.b  Multivitamin and declines in cognitive function

B.5  Potential for innovative substudies
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B.6 Summary

C.  PROGRESS REPORT / PRELIMINARY STUDIES

C.1  Introduction and Overview
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C.2   Enrollment, Run-in, and Randomization

Appendix A
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Table 3

C.3   Gender and Minority Inclusion

C.4   Blood Collection

Table 3.
Vitamin E Vitamin C Multivitamin 

Characteristic Vit E Plac Vit C Plac MV Plac 

* All p-values > 0.05. No significant differences noted for ß-carotene versus placebo.
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C.5   Dietary Assessment
Appendix A

C.6   Treatment and Follow-up

Appendix A

C.7   Compliance Rates



Last, first, middle

Table 4

Table 4

Appendix B

Table 4. 
Phase 1 physicians 

(from PHS I) 
Phase 2 physicians 

(newly recruited) 
Median follow-up 
Vitamin E 

Vitamin C 

Multivitamin 
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C.8 Endpoint Ascertainment

Table 5 Table 5.
Outcome Confirmed Unrefuted 
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C.9 Substudies and Previous Work

Appendix C

C.10 Summary
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D.  RESEARCH DESIGN AND METHODS

D.1   Overview

Table 6

Table 6. 

1997 1998 1999 2000 2001 2002 2003 2004 2005 2006 2007
Current Funding Proposed Continuation 

PHS II Recruitment: 
Phase 1 
Phase 2 

PHS II treatment and FU 
Trial closeout 

D.2 Continuation of Follow-up

D.3 Assessment of Compliance
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D.4 Assessment of Endpoints

D.5 Study Close-out

D.6 Data Management
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D.7 Data Analysis

Table 3
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D.8 Data and Safety Monitoring Board

P

P

Ex officio

D.9 Power

Table 7 
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Table 7. 

  3.7-year Follow-up (current) 8.2-year Follow-up (proposed) 

True 
RR

Observed 
RR

Prostate 
Cancer

Total 
Cancer

Important
Vascular
Events 

Prostate 
Cancer

Total 
Cancer

Important 
Vascular
Events 
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(Table 8)

Table 8. 

3.7-year Follow-up (current) 8.2-year Follow-up (proposed)
True 
RR

Observed 
RR MI Stroke Cataract AMD MI Stroke Cataract AMD

D.10 Study Organization

E. HUMAN SUBJECTS

E.1   Characteristics of the Study Population
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E.2  Sources of Research Material

E.3 Recruitment of Subjects and Consent Procedures

E.4 Assessment of Potential Risks

E.5 Procedures for Minimizing Potential Risks
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ex officio 

E.6 Risk/Benefit Ratio
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