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Purpose

 Provide basic results

* Preliminary scientific results for
Investigators

» Quality check for shared data

e Promote broad data use

» Protect against claims on genotype/
allele frequency data and phenotype-
genotype associations




Analysis ldeas

e Each study

= For each SNP

= For each target trait/condition

* For multi-SNP analyses

» Cross-study analyses




Analysis ldeas
for each SNP

Genotype call accuracy (clusters)
Allele frequencies
Genotype freguencies

Tests of Hardy-Weinberg equilibrium

Stratified on ascertainment status
= Case-control design: Cases, controls

= Family designs: Probands, unrelated
iIndividuals




Analysis ldeas
for each Target Trait/Condition

* Association with each SNP genotype

» Unadjusted measure of association
(e.g., unadjusted odds ratio)

= Statistical significance, with correction
for multiple tests

* By SNP
 Genome-wide visual representation




Visual Representation:
Genome-wide
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Visual Representation:

A More Detalled Look
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Analysis ldeas
for Multi-SNP Analyses

« Pairwise linkage disequilibrium
» By pairs of SNPs
* Visual representation

Stratified on ascertainment status
= Case-control design: Cases, controls

= Family designs: Probands, unrelated
iIndividuals
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Analysis ldeas
for Multi-SNP Analyses

* Haplotyping for chromosomal regions
that surround SNPs with significant
associlations
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Analysis ldeas

What else would be useful?

= Cross-study analyses?
=

=




Analysis ldeas

Questions: Analysis

=

=

How many/which genetic models should we
test?

How important to consider multiple testing for
p-values in the pre-computed analyses,
given that it is a public, unpublished
resource”?

What multiple testing corrections should be
iIncluded for the pre-computed analyses?



Analysis ldeas

Questions: Links to genomic information

For SNPs with a significant association

=

Should we include In the report information
about location of each SNP within a known
gene?

Should we annotate the genome with these
significant associations?



Availability

* Results initially available only through
the controlled access process for
approved users to download

o After the 9-month protected period for
a specific project, results available on
the GAIN public web site
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GWA data avallabllity

 dbGaP — NCBI
« CGEMS — NCI
* NINDS Open Access Repository




Genome-wide SNP genotyping

e |nitial genome wide genotyping In:

*2/6PD FROM NINDS OPEN

e 276 Stroke
. 276 ALS ACCESS REPOSITORY

e 276 Controls
« 200 African Americans | M.E. & A.Z. NIA
e 109k exon-centric assay (phase 1)
e 317k HapMap assay (phase Il)
e >99.8% call rate, >450,000,000 unique
genotypes, >99.9% reproducibility (over
19,000,000 replicate genotypes)




Genome-wide genotyping in Parkinson’s disease and > W
neurologically normal controls: first stage analysis and

public release of data

Hon-Chung Fung, Sonja Scholz, Mar Matarin, Javier

Simén- Sanchez, Dena Hernandez, Angdla Britton, | Raphoel Gibbs, Carl Langefeld,

Mart L Stiegert, Jennifer Schymick, Michae! § Okun, Ronald | Mande!, Hubert H Fernandez, Kedly DFaate, Raménl Rodriguez, Bizabeth Peckham,
Fabienne Wawant DeViieze, Katrina Gwinn-Hardy, John A Hardy, Andrew Singleton

Summany

Background Several genes underlying rare monogenic forms of Parkinson’s disease have been identified over the past  LometNewrsd 2006:5: 51116
decade. Despite evidence for a role for genetics in sporadic Parkinson's disease, few common genetic variants have  pubiished online
been unequivocally linked to this disorder. We sought to identify any common genetic variability exerting a large September 27, 2006

effect in risk for Parkinson’s disease in a population cohort and to produce publicly available genome-wide genotype Efl:%?gf;f’ Human Molecular Genetics, 2000, Vol. 16, No. 1 I-14
data that can be openly mined by interested researchers and readily augmented by genotyping of additional repository m'u;";cm“"d peacton doi: 10,1093/ img/ddid36
subjects. poge 95 Advance Access published on xxx

Genome-wide SNP assay reveals structural
genomic variation, extended homozygosity and
cell-line induced alterations in normal individuals

Javier Simon-Sanchez'*", Sonja Scholz'!, Hon-Chung Fung®*!, Mar Matarin™',
Dena Hernandez', J. Raphael Gibbs*, Angela Britton', Fabienne Wavrant de Vrieze®,
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"Molecular Genetics Unit, 2Laboratory of Neurogenetics and *Computaticnal Biclogy Core, National Institute on Aging,
“*Human Motor Control Section and *Neurogenetics Branch, National Institute of Neurological Disorders and Stroke,
National Institutes of Health, Bethesda, MD, USA, ®Unidad de Genética Molecular, Departamento de Gendmica y
Proteémica, Instituto de Biomedicina de Valencia-CSIC, 46010, Valencia, Spain and Coriell Institute for Medical
Research, Camden, NJ, USA
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Genome-wide SNP genotyping
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The current date iz: 9-18-2006

| — LI
@lk J‘I:. /'|I| i Wwelcorne Singleton Andrew
AT CC L Wisits: 16 (Last Login: 09/18/2006)
’ A Logout
@ Coriell Institute
» SNP Data

Current Location: » Home # SMP Data » SHNP Research

SMP Research
e —— SNP DataManagement:
SHNP Search

Q Memory Links (2): Wwelcorne to Coriell Institute's SHP Data Management Section. Here researchers can find the tools to
vy = upload and process SMP Data, az well as search on existing data and download entire SHP data sets. The
follawing lists below represent the existing data in the research databasze,

Please contact the person below to obtain uploading perrissions and for any help related questions:

+ Christopher Kronenthal ckronent@coriell.org

If the application and/or study of this data results in peer reviewed publication, press release, or other
publication, please acknowlege the MINDS Repository at Coriell and the laboratory which supplied the data,
asz noted where the data iz accessed. Please let us know if you have any questions regarding this access
policy ar the use of this data,

Upload Id DownlanciII:am Map Downlan?IeMam = Date Received Depositor Co-Depositor(s) System

1 map.zip NDPTO02.zip 0172320086 John Hardy Andrew Singleton Illurmina

General SMP data was produced by the Laboratary of Neurogenetics, of the intrarnural pragram of the Mational

Rernarks: Institubes on Aging, Mational Institutes of Health., The genotyping was perforrmned using the Hlurmina 100K
Infiniurn I assay, which assesses 109,365 unique exon-centric SMPs, The genotype data posted below is
divided into panels, aach consisting of neurclagically norrnal control individuals arrayed onta three plates
MDPTOO02, NDPTOOE and NDPTOOS, Each panel consists of 92 DHA samples, Genotype data iz entirely missing
for 2 samples on plate NDPTOOZ, MD-1630 and ND-1666 as these failed to meet the necesszary threshold for
data quality, Data is provided as zip archives for each plate and consist of map files and linkage farmat pre
files, Each map file contains markers and the decode map position of each marker. The pre files cansist of
columns for group ID (MO, member ID, father ID (always 0), mother ID (always 0), gender and affectation
status, These colurmns are followed by allele calls for each genotype in the arder specified within the map
file. The alleles are called in forward position accarding to dbSMP,
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Upload 1d File File
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