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R Creation of Merck Center
R AD Support Group
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Our Study Model
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Twice as likely to have AD R Consider AD as normal

compared to whites memory loss
Have less factual R More confident in future
Information advances in AD research

Fewer information sources R Lower literacy skills
about the disease

Lower levels of perceived

risk of AD




AAAD Study Aims

R Improve outreach and knowledge base and recruitment

strategy
R Recruit 2000 African Americans
R Test the association of AD with human Genome

R Refine the phenotype of AD among AA

R Seek molecular targets for potential therapeutics
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R Nursing homes can cost
up to $70,000 per year

R Families are often left
broken:
A Financially
A Socially
A Mentally
A Physically




AAAD Key Goal

Removing Barriers to
Minority Participation in Health Related
Research Studies
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Genetic Research

Correspondence

TREMZ2 and Neurodegenerative
Disease;N EnglJ Med 2013;
369:1564-1570

Christiane Reitz, M.D., Ph.D., Richard Mayeux
M.D. for the Alzheimer's Disease Genetics
Consortium

In the VEGAS analyses, theTREMZ2gene was associated
with Alzheimer's disease (P<0.001). Finally, in VEGAS
analyses that were restricted to the largest individual data
set (907 cases and 1675 controls), the TREMgene remained
significantly associated with Alzheimer's disease (P=0.04).
This genetic study of Alzheimer's disease in blacks provides
support for a role of TREM2in Alzheimer's disease.

TREM2 and Neurodegenerative Disease
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+ TREM2 and Neurodegenerative Disease

Device Surgery without Interruption
of Anticoagulation

Metagenomic Analysis of Tuberculosis —
Current Limitations

Spread of Pacific Northwest Vibrio
parahaemolyticus Strain
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n). The results from ¢

simulation based on the linkage-disequilivrium
structure of a group of reference samples from
HapMap, VEGAS allowed us to calculate the
empirical P value for associations between dis
case status and varlants in TREM2 while taking
ino account gene size and linkage disequilio-
rium between the markers.?

‘The TREM2 SNP descrived by Guerreiro et al.
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Genetic Research:

RecentResults

ORIGINAL CONTRIBUTION

Variants in the ATHBInding Cassette
Transporter ABCA7), Apolipoprotein E 4,
and the Risk of Lat®©nset Alzheimer
Disease

in African Americans.

JAMA2013;309(14):148B492
www.jama.com

In this metaanalysis of data from African
American participants, Alzheimer disease was

significantly associated with variants iBBA7 and
with other genes that have been associated with

Alzheimer disease in individuals of European ancestry.
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Variants in the ATP-Binding Cassette
Transporter (ABCA?7), Apolipoprotein E €4,
and the Risk of Late-Onset Alzheimer Disease
in African Americans
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|mpomn(e Genetic variants associated with susceptibility to late-onset Alzheimer
or individuals of European ancestry, but whether the same or dif-
4(- nt variants account for the genetic risk of Alzheimer disease in African American
individuals is unknown. Identification of disease-associated variants helps identi
gets for genetic testing, prevention, and treatment

Objective To identify genetic loci associated with late-onset Alzheimer disease in
African Americans

Design, Setting, and Participants The Alzheimer Disease Genetics Consortium
(ADGC) assembled multiple data sets representing a total of 5896 African Americans
(1968 case participants, 3928 control participants) 60 years or older that were col
lected between 1989 and 2011 at multiple sites. The association of Alzheimer disease
with genotyped and imputed single-nucleotide polymorphisms (SNPs) was assessed
in case-control and in family-based data sets. Results from individual data sets were
combined to perform an inverse variance-weighted meta-analysis, first with genome:
wide analyses and subsequently with gene-based tests for previously reported loci

‘Main Outcomes and Measures Presence of Alzheimer disease according to stan-
dardized criteria
Results Genome-wide significance in fully adjusted models (sex, age, APOE geno
type, population stratification) was observed for a SNP in ABCA7 (15115550680, allele=G:
frequency, 0.09 cases and 0.06 controls; odds ratio [OR), 1.79 [95% CI, 1.47-2.12]
P=2.2%10-"), which is in linkage disequilbrium with SNPs pvt‘vmmly associated with
Alzheimer disease
was comparable with that of the APOE e4-determining SNP 5429355 (allele~C;
quency, 0.30 cases and 0.18 controls; OR, 2.31 [95% C1,2.19-2.42], P=5.5X10""").
Several loci previously associated with Alzheimer disease but ot reaching signif
in genome-wide analyses were replicated in gene-based analyses accou
kage disequiibrium between markers and correctng for number of tests per
formed per gene (CR1, BIN1, EPHA1, CD33; 0.0005 <empirical P

Conclusions and Relevance In this r analysis of data from African Ameri
participants, Alzheimer disease was significantly associated with variants in ABCA7 and
with other genes that have been associated with Alzheimer disease in individu:
European ancestry. Replication and functional validation of this finding is needed
fore this information is used in clinical settings
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Genetic Research

RecentResults

ORIGINAL CONTRIBUTION

Repeat expansions in the COORF72
gene contribute to Alzheimer's
disease in Caucasians

Neurobiology Aging (2013)
May;34(5):1519.e82

Expansions in the C90RF72 gene have been found in
Caucasian families with Frontal Temporal Dementia.
In this genetic analysis of gene region C90RF72,
large repeats were seen in 0.75% of Caucasian
samples with AD. No large repeats were seen in
control samples or in African American samples.

Neurobiology of Aging 34 (2013) 15195 1519212

Contents lists available at SciVerse ScienceDirect

Neurobiology of Aging

www.elsevier.com/locate/neuaging

ELSEVIER journal homepage:

Repeat expansions in the C9ORF72 gene contribute to Alzheimer's disease
in Caucasians
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ARTICLE INFO ABSTRACT

Articte history: Recently, a hexanucleotide repeat expansion in the C9ORF72 gene has been identified to account for
Received 14 September 2012 a significant portion of Caucasian families affected by frontotemporal dementia (FTD) and amyotrophic
Received in revised form 1 October 2012 lateral sclerosis (ALS). Given the clinical overlap of FTD with Alzheimer's disease (AD), we hypothesized
Accooma 20acbe U, 0t that C9ORF72 expansions might contribute to AD. In Caucasians, we ©und C9ORF72 expansions in the
pathogenic range of FID/ALS (>30 repeats) at 4 proportion of 0.76% in AD cases versus 0 in control
e subjects (p  33E-03; 1182 cases, 1039 controls). In contrast, no large expansions were detected in
i tesae individuals of African American ethnicity (291 cases, 620 controls). However, in the range of normal
variation of COORF72 expansions (0-23 repeat copies), we detected significant differences in distribution
Alzheimer disease and mean repeat counts between Caucasians and African Americans. Clinical and pathological re-
Genetic association evaluation of identified C90RF72 expansion carriers revealed 9 clinical andjor autopsy confirmed AD
Repeat-primed PR and 2 FTD final diagnoses. Thus, our results support the notion that large COORF72 expansions lead to
Spectrum of neurodegenerative phenatypes a phenotypic spectrum of neurodegenerative disease including AD.
© 2013 Elsevier Inc. All rights reserved,

1. Introduction Disease Mutation Databases (www.molgen.ua.acbe/ADMutations
and www.molgen.uaacbe/FTDMutations for the AD&FTLD Muta-
Despite clinical and genetic heterogeneity, a number of molec-  tion Database, and www.molgen.ua.acbe/PDmutDB for the PD

ular commonalities have long been recognized for disorders as  mutations database), which curate mutations in the 15 established
diverse as Alzheimer's disease (AD), Parkinson disease (PD), fron-  monogenctic disease genes for AD, FTD, and PD: with the exception
totemporal and of the PD genes PARK2 and PINK1, all other genes, for instance the
These diseases show extracellular and/or AD gene PSENZ or the FTD gene MAPT, are associated with more
abnormal proteins, which has been attributed to a number of  than 1 clinical diagnosis or characteristics thereof (Cruts et al.,

pathways, foremost the misfolded protein hypothesis (Taylor et al.,
2002). Shared molecular mechanisms are usually the result of
overlapping genetic factors. This has indeed been documented by
the Alzheimer Disease & Frontotemporal Dementia and Parkinson

¢ Comesponchog stbora: Uskversicy of Vs WillerSchon of edlcoe, Human
Genetics, 1501 MW 10¢h Avee, Bmedical Research Bukding. i, L. 33136
05 241 308, .41 305 243 1968

A e, oo mismic (MA. Kol

01974580/ see front matter © 2013 Elsevier Inc. All ights rescrved.
hetp:/kdxdol org/10.1016/|neurobiolaging 201210.003

2012). Further characterization of the phenotypic spectrum of
genes involved in neurodegeneration does improve clinical and
molecular disease models.

Genetic linkage with FTD and/or ALS was established to chro-
mosome 9p21 (Luty et al., 2008; Morita et al,, 2006; Vance et al.,
2006) and subsequently an intronic hexanucleotide (GGGGCCla
repeat expansion in the COORF72 gene (NM_145005) was identified
as the underlying mutation (Dejesus-Hernandez etal., 2011; Renton
et al., 2011). Expansions measured by repeat-primed polymerase




Survey |AfricanAmericans & Researdtarticipation

African American Males

ORIGINAL COMMUNICATION

Recruiting Intergenerational African
American Males for Biomedical Research
Studies: A Major Research Challenge

Goldie S. Byrd, PhD; Christopher L. Edwards, PhD;
VinayaA. Kelkar, Ph.D; Ruth G. Phillips, MD;Jennifer
R. Byrd, BS; DoraSom Pim-Pong, MS;Takiyah D.
Starks, MS; Ashleigh L. Taylor, MS;Raechel E.
Mckinley; Yi-Ju Li; Margaret Pericak-Vance, PhD.J
Natl Med Assoc. 2011;103:480487

In order to close health disparities gaps for African
American males, there is a great need to assist African
American males in understanding underlying reasons
and expectations for their participation. It is clear that
most are willing to participate, but based on this study,
there are important motivators that would

encourage their participation.




