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Cancer Genetic Markers of Susceptibility Project

The Cancer Genetic Markers of Susceptibility (CGEME) is a three-year,

$14 million initiative that will identify genetic alterations that make people
susceptible to prostate and breast cancer. Scientists involved will use DNA
available from five large studies of prostate cancer and five large studies of
breast cancer to *scan” the genome for commmon genetic variations between
patients who have these cancers and controls who do not have cancer,
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project and background. The CGEMS study design uses cases and controls
drawn from well designed epidemiclogical studies of prostate and breast
cancer. DNA from these subjects is being used to generate genotypes to
perform a Genome-Wide Association Study (GWAS) on over 500,000
genetic variants to determine their role in cancer susceptibility.

CGEMS Prostate Scan Phase 1

A GWAS has been conducted in a large, national study in the U.5.A., the
Prostate, Lung, Colorectal, and Owvary study (PLCO). The analysis includes Click the guestion mark lcon for
1,177 subjects who developed prostate cancer during the observational ;gr;ll:lecagttliinsltwe help throughout the
period and 1,105 individuals who did not develop prostate cancer during i

the same time period. The prostate scan is being conducted in two parts,
Phase 1A and Phase 1B

The data generated from these scans can be accessed through this portal.
The first posting includes data from Phase 1A of the prostate cancer scan
and includes:

= Association test results for over 300,000 SMPs

= Freguency and descriptive statistics on these SMNPs

» Individual phenotypic and genotypic data for the study participants
and control samples. Mote that these data can only be made
available to eligible investigators after a registration process (link).

The results of Phase 1B will be available in February 2007. h tt p

./lcgems.cancer.gov/data
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dbGaP Current Activities

m Genetic Association Information Network (GAIN)
m Genetics and Environment Initiative (GEI)
m Framingham Genetic Study

m National Institute for Neurological Disease and
Stroke (NINDS)

m NHGRI Medical Resequencing
m NEI Macular Degeneration
m Control sets
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Research Group

Impact of antioxidants, zinc, and copper on cognition in the elderly: a
randomized, controlled trial.
Neurology2004 Nov;63(9):

Diseases Related to This Study (MESH terms)

* Macular Degeneration
e Cataract

Principal Investigators

* Susan B. Bressler, Wilmer Eye Institute, The Johns Hopkins Medical Institutions,
Baltimore, MD

e Suresh R. Chandra, University Station Clinics, University of Wisconsin, Madison,

WI

Hemin Chin, The National Eye Institute

Emily Y. Chew, The National Eye Institute
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Elaine Gunter, Centers for Disease Control and Prevention, Atlanta, GA
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Michael 1. Elman, Elman Retina Group, Baltimore, MD

Barbara E. K. Klein, University of Wisconsin - Madison, Madison, W1

Alan J. Ruby, Associated Retinal Consultants, P.C., Clinical Research Center,
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Frederick L. Ferris III, The National Eye Institute

Michael L. Klein, Devers Eye Institute, Portland, OR

John Paul SanGiovanni, The National Eye Institute

Thomas R. Friberg, The Eye and Ear Institute, University of Pittsburgh,

Pittsburgh, PA
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Johanna M. Seddon, Massachusetts Eye and Ear Infirmary, Boston, MA

Natalie X. Kurinij, The National Eye Institute
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Anne 5. Lindblad, The EMMES Corporation, Rockville, MD
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National Eye Institute (NEI) Age-Related Eye Disease Study (AREDS)
ID: phs000001
Version: 1

National Eye Institute (NEI) Age-Related Eye Disease Study (AREDS)

Description

The Age-Related Eye Disease Study (AREDS) was initially conceived as a long-term
multicenter, prospective study of the clinical course of age-related macular
degeneration (AMD) and age-related cataract. In addition to collecting natural history
data, AREDS included a clinical trial of high-dose vitamin and mineral supplements for
AMD and a clinical trial of high-dose vitamin supplements for cataract. Results from
these clinical trials have been published. The two clinical trials generally shared 1 pool
of participants (Figure 1). The clinical trials were initiated largely because of the
widespread public use in the United States of commercially available pharmacologic
doses of vitamins and minerals to treat these two eye conditions and the absence of
definitive studies on the safety and efficacy of their use.

Eligible AREDS participants were age 55 to 80 years of age at enrollment and had to be
free of any illness or condition that would make long-term follow-up or compliance with
study medications unlikely or difficult. On the basis of fundus photographs graded by a
central reading center, best-corrected visual acuity and ophthalmologic evaluations,
participants were enrolled in one of several AMD.

It is hoped that this resource will help researchers better understand two important
diseases that affect an aging population. The AREDS Research Group hopes that data
from AREDS on progression rates and risk factors for AMD and cataract will further
understanding of the clinical course of both conditions, generate hypotheses about
eticlogy and aid in the design of clinical trials of potential interventions.

AREDS, The National Eve Institute

AREDS, The EMMES Corporation

« Subjects: 600
* Type: case-control
* Status: Completed

Inclusion/ Exclusion Criteria

» Inclusion/exclusion criteria

-
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é NEI Age-Related Eye Disease Study

Chapter 7 EXAMINATION PROCEDURES

Sa3yyv

7.1 INTRODUCTION

The procedures for carrving out the examinations required in the study are described i this
chapter. Required ocular examinations include refraction and visual acuity measurements.
intraocular pressure measurement, and ophthalmoscopic exammation. General characteristic
assessments mclude measurement of height, weight, and blood pressure and determination of
past medical listory. Risk factor assessments will require the admimstration of the food
frequency and sunlight exposure questionnaires as well as collection of blood specimens.
Procedures for participant identification. masking, distribution and management of the
supplementation, adherence assessment, and home visit examination are also described.
Procedures for taking photographs of the lens and fundus are described in detail 1n Chapter 8.
The schedule and description of participant visits in Chapter 6 outline the examinations
required during each visit.

7.2 REFRACTION AND VISUAL ACUITY

A manifest refraction and visual acuity measurement according to the detailed study protocol
must be performed during (a) the Qualifying Visit when the visual acuity score using Chart R
15 73 letters or less in at least one eve, (b} the Randomization Visit, (c) Annual Visits, and (d)
any Nonannual Visit when the wvisual acuity score using Chart R has dropped by 10 letters or
more compared to the Randomization Visit score for the first time. Participants' pupils should
not be dilated at the time of visual acuity testing at any study visit; except they may be dilated
during the Qualifying Visit. Pinhole acuity will not be tested as part of AREDS. At the
Qualifying Visit, visual acuity may be mmitially assessed utilizing the participant’s current
distance glasses. At the Nonannual Visits, visual acuity 1s mutially assessed utilizing the
previously obtained manifest refraction. Participants will be asked to read the letters on Chart
R only (not Charts 1 or 2), using the equipment described in Section 7.2.1. They will start
reading from the top lefi-most letters—-first with the right eye and then with the left eye. A
visual acuity score will be calculated as described 1 Section 7.2 3 3. If at the Qualifying Visit
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>= Variable: diasD4
£ diaso3

NEI Age-Related Eve Disease Study (AREDS) Sitting diastolic blood pressure (at follow-up year 3) unknown

== Variable: diasD3
(2 diasoo

MEI Age-Related Eve Disease Study (AREDS) Sitting diastolic blood pressure (at follow-up year 0) integer

== Variable: dias00
2 syst13
MEI Age-Related Eve Disease Studv (AREDS) Sitting systolic blood pressure (at follow-up year 13) unknown

== Variable: syst13
(2 syst12

NEI Age-Related Eve Disease Study (AREDS) Sitting systolic blood pressure (at follow-up year 12)

integer

== Variable: syst12
=/ systl11

MEI Age-Related Eve Disease Study (AREDS) Sifting systolic blood pressure (at follow-up year 11)

integer

== Variable: syst11
= syst10
NEI Age-Related Eve Disease Study (AREDS) Sitting systolic blood pressure (at follow-up year 10) integer

=> Variable: syst10
(2 systoo

NEI Age-Related Eve Disease Study (AREDS) Sitting systalic blood pressure (at follow-up year 9) integer

== Variable: syst09
(2 systos

NEI Age-Related Eve Disease Study (AREDS] Sitting systolic blood pressure (at follow-up year 8) integer

== Variable: syst08
[2 systoz
NEI Age-Related Eve Disease Studv (AREDS) Sitting systolic blood pressure (at follow-up year 7) integer

== Variable: syst07
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Document Parts Related to Variable Blood pressure measurements will be taken by a certified examiner using a standard mercury sphygmomanometer. Instructions for
preparing the participant, using the proper techniques, utilizing equipment, and measuring and recording the blood pressure are
Soooodo ol oloee oo o foobbebtioo - boeo- S-otol- alactronic automated sphygmomanometers. In the interest of data consistency,
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UF @ 53 AREDS: BASELINE INTERVIEW — PHASE | | | J 3 - B - & - 5hPage - G Took lth feet flat and on the floor and legs uncrossed, with the right arm bared, supported,
of the Manual of Operations.): =llould not have smoked, eaten, ingested caffeine or been exposed to exertion or cold for
Systolic (mmHg) surement. The participant should be seated and quiet for at least 5 minutes prior to the
a. Systolic (mmHg

talk while blood pressure is being taken.

a. Diastolic (mmHg) I J

to be tested. The rubber bladder should encircle at least two-thirds of the arm. If the
b. Certification number of blood pressure examiner: I re reading will be erroneously high; if it is too wide, the reading may be low. A cuff that
the average adult arm.

9. Have you ever smoked cigarettes for a total of 6 months or more?

C no
© yes
If no, skip to 10 nometer to measure the blood pressure. The mercury manometer must be handled
he level of mercury in the tube should be observed with no pressure applied to the cuff.
a. How old were you when you first started smoking? ed to the reservoir to bring the edge of the mercury meniscus exactly to the zero mark.

| manometer must be vertical for correct reading. Some mobile or floor-based mercury
€ < v pack i at a reclined angle and the gradations are adjusted accordingly. It is important that

€ 5%, 21 pack e and its scale in the correct position. The tube of the mercury manometer should be
€ 1, <2 packs F oxidation. Clogging in the air vent or filter at the top of the manometer tube will cause
= 2 packs gishly to declining pressure in the bladder and will cause an erroneous reading. The filter
east annually to ensure continued accuracy.

b. over your lifetime of smoking, on the average, how many packs per day have you smoked?

c. Do you smoke cigarettes at present?

;”0 ing connections approximately 1 inch above natural crease of the inner aspect of elbow
yes

If no, skip to e

d. If you currently smoke, how many cigarettes a day do you smoke? skip to 10 atable inner bladder centered over area of brachial artery {medial surface of arm).

. If you do not smoke currently, how old were you when you last quit smoking? tached to the mercury column is away from the participant's body and that the tube

e to the participant's body. Secure the wrapped cuff firmly by applying pressure on the

10. Have you ever smoked cigars, a pipe, or chewed tobacco for a total of & months or more? where it is applied to the cuff.

o |
© yes [ [ [ € mnternet [®100% ~ 4

If no, skipto 11
—— d
a. How old were you when you first started smoking cigars, a pipe, or chewing tobacco? —
b. Do you now smaoke cigars, a pipe, or chew tobacco?
“ no
 yes =
If yes skip to 11 EI
c. How old were you when you last quit smoking cigars, a pipe, or chewing tobacco? - _I
- -

Done . [T T [ [ [6mtenet L 100% - /—l_l_l_l_l_l_|e Internat L 00% v
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dbGaP Authorized Access is the management portal for individual-level data.

Authorized users can use this site to submit a data access request, manage access requests, and download approved Log in to the Authorized access
data sets. system.
Help

In order to apply for authorized access to dbGaP studies you must have one of the following accounts:

+ eRA Commaons (for NIH Extramural principal investigators, grantees, or other extramural investigators)
+ NIH Login (for intramural NIH sdientists and staff)

Who can apply? NIH is committed to respecting the privacy and intentions of research participants with regard to how data pertaining to their individual
information is used. Data access is therefore intended only for scientific investigators pursuing research questions that are consistent with the informed consent
agreements provided by individual research participants. Furthermore, investigators provided access will be expected to utilize appropriate data security measures
(http://wnww.ncbi.nlm.nih.gov/projects/gap/pdf/dbGaPLevel 25ecurityProcedures. pdf)

What is an authorized user within the data access request system? Authorized users are the Principal Investigators who may request data sets for spedific
research uses, the Institutional Signing Officials from the PI's home organization who certify and submit such requests, and the NIH staff who will review and
process requests (e.g., members of the Data Access Committees).

dbGaP also maintains a help desk to assist investigators, institutional signing officials and NIH staff with authorized access management, and answer any
questions related to the application process. Contact the help desk with your queries.

The system is a service of NCBI. Flease contact us with any questions.

MNational Center for Biotechnology Information | U.S. Mational Library of Medicine
Privacy Motice | Disclaimer | Accessibility
National Institute of Health | United States Department of Health and Human Services | FirstGov.gov: The U.S. Government's Official Web Portal

Done (0359 | @ | N stopped (@ | Mom:7sER | TuerzetE



The dbGaP data request process
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Data is downloaded via Web with Commons account controlling
access to data.
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