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Abstract

In a genome-wide association study (GWAS) of late-onset Alzheimer's disease (AD), we found an
association between common haplotypes of the GAB2 gene and AD risk in carriers of the
apolipoprotein E (APOE) &4 allele, the major late-onset AD susceptibility gene. We previously
proposed the use of fluorodeoxyglucose positron emission tomography (FDG-PET) measurements
as a quantitative presymptomatic endophenotype, more closely related to disease risk than the
clinical syndrome itself, to help evaluate putative genetic and non-genetic modifiers of AD risk. In
this study, we examined the relationship between the presence or absence of the relatively
protective GAB2 haplotype and PET measurements of regional-to-whole brain FDG uptake in
several AD-affected brain regions in 158 cognitively normal late-middle-aged APOEe4
homozygotes, heterozygotes, and non-carriers. GAB2 haplotypes were characterized using
Affymetrix Genome-Wide Human SNP 6.0 Array data from each of these subjects. As predicted,
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the possibly protective GAB2 haplotype was associated with higher regional-to-whole brain FDG
uptake in AD-affected brain regions in APOEe4 carriers. While additional studies are needed, this
study supports the association between the possibly protective GAB2 haplotype and the risk of
late-onset AD in APOEe4 carriers. It also supports the use of brain-imaging endophenotypes to
help assess possible modifiers of AD risk.
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INTRODUCTION

Alzheimer's disease (AD) is the most common cause of disabling cognitive impairment in
older adults. Past research has led to the identification of well-established associations
between four genes and AD risk. While more than 200 mutations of the presenilin 1 (PS1),
presenilin 2 (PS2), and amyloid precursor protein (APP) genes account for the majority of
early-onset AD cases with autosomal dominant inheritance, the apolipoprotein E (APOE) &4
allele accounts for the majority of late-onset AD (LOAD) cases with dementia onset after
age 60 (Corder et al., 1993; Farrer et al., 1997; Papassotiropoulos et al., 2006). The APOE
gene has three variants, €2, €3, and 4. The €2 allele is associated with a lower LOAD risk,
while each copy of the €4 allele in a person's genotype is associated with higher LOAD risk
and a younger median age at dementia onset (Corder et al., 1993; Farrer et al., 1997). Twin
studies suggest that 80% of LOAD cases are attributable to heritable factors (Gatz et al.,
2006). While the identification of LOAD susceptibility genes besides APOE has been
elusive (Bertram et al., 2007), the need for doing so remains a pressing matter as the
discovery of new susceptibility genes will provide new targets for developing improved AD
therapeutics. Sufficiently powered genome wide association studies (GWAS) and next
generation sequencing technologies now in development may help characterize the genetic
variants that contribute to LOAD risk.

In the first reported GWAS of LOAD, we found an association between common variants of
the GAB2 (Grb2-associated binding factor 2) gene on chromosome 11 and the risk of AD in
APOE¢4 carriers (Reiman et al., 2007). The study implicated five single nucleotide
polymorphisms (SNPs) surviving Bonferroni correction for more than 300,000 independent
comparisons in the &4 carrier group (rs901104, rs1385600, rs4945261, rs7115850,
rs2373115), as well as a 189 kb-pair haplotype block encompassing the entire GAB2 gene
and ranging from rs901104 to rs2373115. With these findings, we proposed the existence of
a common risk GAB2 haplotype, a less common protective GAB2 haplotype, and a rare
neutral GAB2 haplotype. Based on the HapMap CEU (Caucasian European) population,
consisting of Utah residents with Northern and Western European ancestry from the CEPH
(Centre d'Etude du Polymorphisme Humain) collection
(http://napmap.ncbi.nlm.nih.gov/index.html.en), the population frequency for the risk
haplotype is 0.836, 0.112 for the protective haplotype, and 0.036 for the neutral haplotype.
Several independent groups have confirmed the association between these GAB2 variants in
APOEze4 carriers ((Feulner et al., 2009; Ikram et al., 2009; Nacmias et al., 2009; Schjeide et
al., 2009; Sleegers et al., 2009), though with lower odds ratios than in the original report,
raising the possibility of a common phenomenon in genetic associations studies known as
“winners curse” (Nakaoka and Inoue, 2009). Other studies have failed to confirm the
association (but have limited power to refute an association with adequate statistical power)
(Harold et al., 2009; Li et al., 2008; Lin et al., 2009; Miyashita et al., 2009; Ramirez-Lorca
et al., 2009). Based on meta-analyses of existing data, GAB2 is currently listed as the 18th
most replicated LOAD susceptibility gene on the AlzGene website
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(http://www.alzgene.org). Based on genetic association, neuronal transcriptomic, and siRNA
(short interfering RNA) data, as well as the known pathways associated with GAB2, we
postulated that the Gab2 protein is involved with reducing tau phosphorylation and
neurofibrillary tangle formation and that a loss-of-function isoform might contribute to an
increase in the vulnerability to phosphorylated tau pathology in individuals already at risk
for AD. Additional studies are needed to determine the extent to which GAB2 variants
modify AD risk in APOEe4 carriers, the extent to which they may do so in €4 noncarriers,
and the biological basis for any confirmed association.

AD is associated with characteristic and progressive reductions in regional
fluorodeoxyglucose positron emission tomography (FDG-PET) measurements of the
cerebral metabolic rate for glucose (CMRgl), some of which are apparent years before the
onset of symptoms (Alexander et al., 2002; Langbaum et al., 2009; Minoshima et al., 1997,
Thal et al., 2006). Using data from an ongoing longitudinal study of initially cognitively
normal, late-middle-aged people with two copies, one copies and no copies of the APOEe4
allele, we previously demonstrated an association between APOEe4 gene dose, reflecting
three levels of genetic risk for late-onset AD, and lower CMRgl bilaterally in each of the
brain regions preferentially affected in symptomatic patients with AD. Based on these
findings, we proposed using FDG-PET as a quantitative presymptomatic endophenotype—a
biological measurement more closely related to disease susceptibility than the clinical
syndrome itself, to help evaluate the individual and aggregate effects of putative genetic and
non-genetic modifiers of AD. We subsequently used the data from our subjects to evaluate
several suggested modifiers of AD risk, testing the hypothesis that risk factors would be
associated with lower regional-to-whole brain FDG uptake in AD affected brain regions.

In the present study, we initially tested the hypothesis that the possibly protective GAB2
haplotype is associated with higher regional-to-whole brain FDG uptake (i.e. that
noncarriers of the protective GAB2 haplotype have lower regional-to-whole brain FDG
uptake than protective GAB2 haplotype carriers) in APOEe4 carriers. We then explored the
generalizability of this difference in the APOEe4 non-carrier and overall subject groups.

MATERIALS & METHODS

Subjects

Newspaper advertisements were previously used to recruit cognitively normal volunteers
47-68 years of age who reported a first-degree family history of probable AD, understood
they would not receive any information about their APOE genotype, provided their informed
consent, and were studied under guidelines approved by the human subjects committees at
Banner Good Samaritan Medical Center and the Mayo Clinic (Reiman et al., 1996). Venous
blood samples were drawn and APOE genotypes characterized with analysis involving
restriction fragment length polymorphisms (Crook et al., 1994; Hixson and Vernier, 1990;
Reiman et al., 1996). Originally, one APOEe4 heterozygote (with the €34 genotype) and
two &4 non-carriers were matched to a different ¢4 homozygote for their gender, age (within
3 years), and educational level (within 2 years). They denied having an impairment in
memory or other cognitive skills, had scores of at least 28 on the Mini-Mental State
Examination (MMSE) (Folstein et al., 1975) and less than 10 on the Hamilton Depression
Rating Scale (HAM-D) (Hamilton, 1960), did not satisfy criteria for a current psychiatric
disorder using a structured psychiatric interview, and had a normal neurological exam.
Study subjects have been assessed every two years using a medical examination, clinical
ratings, neuropsychological tests, volumetric MRI and FDG-PET as previously described
(Reiman et al., 2001; Reiman et al., 1996). The subjects include 57 carriers of the protective
GAB2 haplotype and 101 non-carriers of the protective GAB2 haplotype, including 33 and
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48, respectively in the APOEe4 carrier group and 24 and 53, respectively in the APOEe4
non-carrier group.

For the PET analyses described below, we performed a comparison of the APOEe4 carriers
with the protective GAB2 haplotype versus the APOEe4 carriers without the protective
GAB?2 haplotype to test the hypothesis that the lower-risk GAB2 haplotype group would
have higher metabolism than the comparator group in the brain regions preferentially
affected by AD. We then compared the protective GAB2 haplotype carrier and non-carrier
groups in the overall subject group to explore the extent to which findings might be
generalized to individuals irrespective of their APOEe4 carrier or non-carrier status. We
additionally performed this comparison in only APOEeg4 non-carriers to explore the
generalizability of our hypothesis in this subgroup.

DNA Isolation

DNA was isolated from collected whole blood and was resuspended in reduced EDTA TE
buffer (10mM Tris HCI, 0.1mM EDTA, pH 8.0) to an approximate concentration of 50 ng/
uL. Isolated DNA for all samples was assessed for quality by running samples on a 1% TAE
(Tris-acetate-EDTA) gel. If replacement samples were available for noticeably degraded
samples, these were re-assessed and used for genotyping if samples passed quality control
measures. Degraded samples were not genotyped. The concentration of double-stranded
DNA for each sample was measured using Invitrogen's Quant-iT Picogreen dsDNA Assay
Kit (Carlsbad, CA).

SNP genotyping & haplotype analysis

Approximately 500 ng (50 ng/uL) samples were analyzed on the Affymetrix Genome-Wide
Human SNP Array 6.0 (Santa Clara, CA), which probes for over 906,600 SNPs, according
to the manufacturer's protocol. In summary, samples were separately digested by Sty or Nsp
restriction enzymes, adaptor ligated, PCR (polymerase chain reaction) amplified and
purified using polystyrene beads, fragmented, labeled, and hybridized to arrays. Arrays were
washed and stained on Affymetrix GeneChip Fluidics Stations 450.

Following array scanning using Affymetrix's GeneChip Scanner 3000 7G, Birdsuite (Broad
Institute; Cambridge, MA) was used to call SNP genotypes based off of CEL files
(McCarroll et al., 2008). 1 sample that demonstrated a low call rate (71%) was dropped from
further analysis.

Using Haploview 4.1 (Broad Institute, Cambridge, MA), 16 SNPs distributed across the
GAB?2 gene were analyzed. Using this method, three haplotypes were found across a single
block spanning the GAB2 gene. As previously noted, these haplotypes were described in our
previously reported GWAS (Reiman et al., 2007). These haplotypes include a common risk
haplotype, a less common protective haplotype, and a rare neutral haplotype. Based on the
SNP calls for each subject, GAB2 haplotypes were determined for each individual.
Identification of protective haplotype carrier and non-carrier groups permitted us to perform
PET comparisons.

Image Acquisition & Analysis

PET was performed as previously described (Reiman et al., 1996; Reiman et al., 2005) using
the HR+ scanner (Siemens, Knoxville, TN) in the 3D mode, a transmission scan, the
intravenous injection of 5-8 mCi of [18F] FDG and a 60-minute dynamic sequence of
emission scans as the participants, who had fasted for at least 4 hours, lay quietly with eyes
closed in a darkened room. The reconstructed images consisted of 63 horizontal slices with a
center-to-center slice separation of 2.46 mm, an axial field of view of 15.5 cm, an in-plane
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resolution of 4.2-5.1 mm full width at half-maximum (FWHM), and an axial resolution of
4.6-6.0 mm FWHM. Voxel-based analyses were performed using the PET images (counts
relative to the whole brain uptake) acquired during the last 30 minutes.

The automated brain mapping algorithm SPM5 (Wellcome Department of Cognitive
Neurology, London, U.K.) was used to linearly and non-linearly deform each person's PET
image into the coordinates of a standard brain atlas, normalize data for the variation in
absolute whole brain measurements using proportionate scaling, and smooth the images
using a three-dimensional Gaussian filter to a spatial resolution of 12mm. General linear
model (GLM) based voxel-wise statistical ANOVA (analysis of variance) was initially used
to generate statistical parametric maps of significant regional-to-whole brain CMRgl
differences (P<0.005, uncorrected for multiple comparisons) in the protective carrier versus
protective haplotype non-carrier groups and in APOEe4 carriers to test the hypothesis that
the lower-risk GAB2 haplotype group would have higher measurements than the comparator
group in the brain regions preferentially affected by AD. It was then used to compare the
GAB?2 haplotype carrier and non-carrier groups in the APOEe4 non-carrier and overall
subject groups to explore the extent to which findings might be generalized to individuals
irrespective of their APOEe4 carrier or non-carrier status. In order to test our hypotheses,
significance levels were then adjusted for the number of resolution elements in the AD-
affected posterior cingulate, precuneus, parietotemporal, and frontal brain regions postulated
to be preferentially affected in cognitively normal persons at genetic risk for AD using the
small-volume correction procedure in SPM. To examine the differential effects of APOE on
the impact of GAB2 on regional-to-whole brain FDG uptake, a two factor ANOVA
(analysis of variance) was performed, and to examine the presence of an epistatic interaction
between GAB2 and APOE, a GAB2 x APOE interaction term was included in a separate
SPM analysis.

Following Birdsuite analysis of the genetic data, a total of 158 subjects were included for
PET analysis: One subject was not included in the PET analysis due to low call rates (71%)
and 3 other subjects were not included because no calls were made for at least one GAB2
tag SNP that is needed to determine the haplotype. Based on Haploview analysis, three
possible GAB2 haplotypes across one haplotype block in our cohort of 158 healthy subjects
were identified (Supplementary Figure 1). As previously described (Reiman et al., 2007),
these haplotypes include a common risk haplotype (population frequency (pf) of this cohort
=0.731), a less common protective haplotype (pf = 0.183), and a rare neutral haplotype (pf
= 0.044). Table 2 lists the SNPs that characterize the three GAB2 haplotypes within the
haplotype block.

Characteristics of protective GAB2 haplotype carriers and non-carriers with and without the
APOE¢4 allele are shown in Table 1. The four sub-groups did not differ significantly in their
age, gender, clinical ratings, or neuropsychological test scores with the following
exceptions: APOEe4 carriers with the protective GAB2 haplotype had a higher educational
level than those without the GAB2 protective haplotype (P=0.004, uncorrected for multiple
comparisons) and demonstrated better performance on the WAIS-R Digit Span sub-test
(P=0.02, uncorrected for multiple comparisons).

To test our hypothesis that the GAB2 protective haplotype may be associated with higher
regional-to-whole brain FDG uptake in APOEe4 carriers, we analyzed PET images from
158 cognitively normal late-middle-aged subjects. As predicted, APOEe4 carriers with the
protective GAB2 haplotype had higher regional-to-whole brain FDG uptake than APOEe4
carriers without the protective GAB2 haplotype in bilateral temporal, bilateral parietal and
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left occipital regions, areas that are in the vicinity of and overlap with regions previously
found to show preferential CMRgI decreases in patients with probable AD (P<0.005,
uncorrected for multiple comparisons, Figure 1, Table 3). The increases in FDK uptake
remained significant after covarying the data for each subject's educational level and the
WAIS-R Digit Span test (P<0.005, uncorrected for multiple comparisons). This 5.44%
increase in regional-to-whole brain FDG uptake (with means of 1.6806 for GAB2 protective
haplotype carriers and 1.5939 for GAB2 protective haplotype non-carriers; p=0.000314) in
the left temporal cortex remained significant after correction for multiple regional
comparisons. Additional increases (P<0.005, uncorrected for multiple comparisons) outside
of characteristic AD increases were observed in bilateral parietal areas, the right temporal
cortex, and the left occipital cortex (in a post hoc analysis of decreases in regional-to-whole
brain FDG uptake in the APOEe4 carrier group, we failed to detect any associations between
the protective GAB2 haplotype and lower regional-to-whole brain FDG uptake in AD
affected brain regions at P<0.005, uncorrected for multiple comparisons).

We further compared the association of GAB2 protective haplotype carriers in APOEe4
carriers versus APOEeg4 non-carriers. As expected, APOEe4 carriers with the GAB2
protective haplotype had higher regional-to-whole brain FDG uptake in regions in the
vicinity of and overlapping with AD regions (Figure 2 and Table 4; P<0.005, uncorrected
for multiple comparisons). These regions include left temporal, right frontal, bilateral
parietal regions, and the precuneus. Additionally, we evaluated whether an interaction
between the GAB2 and APOE genes affects regional-to-whole brain FDG uptake. We found
GAB2*APOE interaction effects in regions overlapping with and outside of AD affected
brain regions. These areas include the precuneus, parietal, temporal, postcentral regions, as
well as other areas (uncorrected P<0.005; Supplementary Figure 5).

In additional exploratory analyses, we compared GAB2 protective haplotype carriers versus
non-carriers in the overall subject and APOEeg4 non-carrier groups. As predicted, in the
overall subject group, carriers of the protective GAB2 haplotype had higher regional-to-
whole brain FDG uptake compared to non-carriers in right temporal regions previously
found to demonstrate characteristic decreases in regional-to-whole brain FDG uptake in
patients with probable AD (P<0.005, uncorrected for multiple comparisons; Supplementary
Figure 2 and Supplementary Table 1). The increase in regional-to-whole brain FDG uptake
in the right temporal cortex remained significant after correction for multiple regional
comparisons. Additional increases (P<0.005, uncorrected for multiple comparisons) outside
of characteristic AD regions were observed in bilateral occipital and parietal areas. We
additionally treated APOE genotype as a covariable in order to evaluate GAB2 haplotype
effects on regional-to-whole brain FDG uptake that are distinct from APOE genotype. In
occipital, and bilateral temporal and parietal regions, we identified regions of increased
regional-to-whole brain FDG uptake in carriers of the protective GAB2 haplotype compared
to non-carriers in areas in the vicinity of and overlapping with AD regions (P<0.005,
uncorrected for multiple comparisons; Supplementary Figure 3 and Supplementary Table 2).

In the analysis of only APOEe4 non-carriers, carriers of the protective GAB2 haplotype also
had higher regional-to-whole brain FDG uptake compared to non-carriers of the protective
GAB?2 haplotype in left temporal regions (P<0.005, uncorrected for multiple comparisons;
Supplementary Figure 4 and Supplementary Table 3) which have been found to show
preferential decreases in regional-to-whole brain FDG uptake in patients with probable AD.
This increase in regional-to-whole brain FDG uptake in the left temporal cortex did not
remain significant after correction for multiple regional comparisons. Additional increases
(P<0.005, uncorrected for multiple comparisons) were observed in bilateral occipital and
frontal regions.
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DISCUSSION

In a previous GWAS survey of more than 300,000 SNPs, we found an association between
GAB2 haplotypes and risk of late-onset AD in APOEe4 carriers (Reiman et al., 2007). In
this study, we used FDG-PET as a quantitative presymptomatic endophenotype to further
evaluate this haplotype. As predicted, APOEe4 carriers with the possibly protective GAB2
haplotype had higher regional-to-whole brain FDG uptake than APOEe4 carriers without
this GAB2 haplotype in brain regions known to be preferentially hypometabolic in patients
with probable AD. Our findings provide further support for the possibility that common
GAB?2 haplotypes modify AD risk in APOEe4 carriers and, to a smaller extent, non-carriers,
and provide further support for the role of brain imaging in the presymptomatic assessment
of putative modifiers of AD risk.

As we have previously noted, reductions in regional-to-whole brain FDG uptake in AD
brains may reflect a decrease in the density or activity of terminal neuronal fields or peri-
synaptic cells (Magistretti and Pellerin, 1996; Schwartz et al., 1979), metabolic dysfunctions
(Mark et al., 1997; Piert et al., 1996), or both. Based on our previous GWAS, neuronal gene
expression, histopathological, and siRNA findings, we postulated that the Gab2 protein may
be involved in a pathway that reduces tau phosphorylation and subsequent neurofibrillary
tangle formation so that a loss-of-function isoform may increase susceptibility to tangle
formation in APOEe4 carriers, who are already at risk for LOAD (Reiman et al, 2007).
Consistent with that possibility, carriers of the protective GAB2 haplotype and the fully
functional Gab2 gene may have less tau phosphorylation than non-carriers of this haplotype
in individuals who are already at risk for AD due to their APOEe4 carrier status or for other
reasons. The assessment of biomarkers such as cerebrospinal fluid total-tau and phospho-tau
levels could address our hypothesis further, while longitudinal follow-up studies comparing
rates of memory decline and clinical conversion to mild cognitive impairment and AD are
needed to confirm the posited GAB2 haplotype effect.

Among this study's limitations, our relatively small subject samples may have prevented us
from detecting even more significant regional-to-whole brain FDG uptake differences
between APOEe4 carriers with and without the protective GAB2 haplotype. Similarly our
relatively small sample size of GAB2 protective haplotype carriers prevents us from
evaluating regional-to-whole brain FDG uptake differences between APOEe4 carriers and
non-carriers within that group with adequate statistical power. In conclusion, this study finds
that APOEe4 carriers, and to a smaller extent, APOEe4 non-carriers, with the protective
GAB2 haplotype have higher regional-to-whole brain FDG uptake than those without this
haplotype in AD-affected brain regions, and that an epistatic interaction between GAB2 and
APOE may influence regional-to-whole brain FDG uptake. It provides further support for
the possibility that the protective GAB2 haplotype reduces AD risk in APOEe4 carriers, and
it supports the use of quantitative presymptomatic brain-imaging endophenotypes to help
assess possible modifiers of AD risk. We also previously proposed that FDG-PET could be
used in cognitively normal late-middle-aged subjects to help evaluate the individual and
aggregate effects of putative genetic and non-genetic modifiers of AD risk (Reiman et al.,
2005). In this way, it could complement observational studies of older AD cases and
controls, helping to address potentially confounding effects of differential survival as related
to the risk factor in question, inaccurate or biased recall of non-genetic risk factors, and
easier access to accurate measurements of the risk factors in question (such as mid-life
cholesterol levels (Reiman et al., 2009)). It could also complement prospective longitudinal
cohort studies by providing information about the risk factor without having to study many
more subjects or wait many years to determine whether or when they go on to develop
symptoms.
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Figure 1. APOEz¢4 carriers with the protective GAB2 haplotype have higher regional-to-whole
brain FDG uptake than those without the protective haplotype in brain regions preferentially
affected by AD

Brain regions with higher regional-to-whole brain FDG uptake (5.44%) in APOEe4 carriers
with the protective GAB2 haplotype than in those without the protective haplotype
(P<0.005, uncorrected for multiple comparisons) are shown in blue. Brain regions with
lower CMRgl in previously studied probable AD patients versus controls (Alexander et al.,
2002) are shown in purple. The APOEe4 carriers with the protective GAB2 haplotype have
higher regional-to-whole brain FDG uptake than those without the protective haplotype in
regions in vicinity of and overlapping with regions preferentially affected in patients with
probably AD. These regions include bilateral temporal, parietal, and left occipital regions.
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Figure 2. APOEz¢4 carriers with the protective GAB2 haplotype have higher regional-to-whole
brain FDG uptake than APOEe4 non-carriers with the protective GAB2 haplotype in brain
regions preferentially affected by AD

Brain regions with higher regional-to-whole brain FDG uptake in APOEe4 carriers with the
protective GAB2 haplotype than in APOEe4 non-carriers with the GAB2 protective
haplotype (P<0.005, uncorrected for multiple comparisons) are shown in blue. Brain regions
with lower CMRgl in previously studied probable AD patients versus controls (Alexander et
al., 2002) are shown in purple. APOEe4 carriers with the protective GAB2 haplotype have
higher regional-to-whole brain FDG uptake than APOEe4 non-carriers with the protective
haplotype in regions outside of and overlapping with regions preferentially affected in
patients with probably AD. These regions include the precuneus, and frontal, temporal, and
parietal areas.
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Table 3

Location and magnitude of maximally significant regional-to-whole brain FDG uptake increases in AD-
affected brain regions in APOEe4 carriers with the protective GAB2 haplotype than those without this

haplotype
Brain Atlas coordinates (mm)@  Z-5C0re  p_ygyeb
Region X,Y,2)
Temporal (right) (52, —48, —2) 2.65 0.004
Temporal (left) (—40,-62, 20) 3.60 0.0001C
Parietal 1 (right) (56, —18, 44) 3.29 0.001
Parietal 1 (left) (56, —42,— 32) _d 0.002
Parietal 2 (left) (—26,-60, 46) 2.82 0.002
Parietal 2 (right) (50, —32, 53) __d 0.0009
Occipital (left) (—38,-64, 22) 3.49 0.0002

&I'he coordinates were obtained from (Tournoux, 1988). X is the distance to the right (+) or left (—) of the midline, Y is the distance anterior (+) or
posterior (—) to the anterior commissure, and Z is the distance superior (+) or inferior (—) to a horizontal plane through the anterior and posterior

commissures.

The reported significance level is one-tailed and uncorrected for multiple comparisons.

Remains significant after correction for multiple comparisons.

d . .
No voxel survived small-volume correction.
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Table 4

Location and magnitude of maximally significant regional-to-whole brain FDG uptake increases in AD-
affected brain regions in APOEe4 carriers with the protective GAB2 haplotype compared to APOEe4 non-
carriers with the protective GAB2 haplotype

Brain Atlas coordinates (mm)@  Z-5C0re  p_ygyeb
Region XY,2)

Temporal (left) (—42,-62,22) 3.24 0.001
Frontal (right) (16,58,—14) 3.03 0.001
Parietal (left) (—44,-36,62) 2.80 0.003
Parietal (right) (56,—18,46) 2.89 0.002
Precuneus (right)  (4,—62,70) 3.04 0.001

aThe coordinates were obtained from (Tournoux, 1988). X is the distance to the right (+) or left (—) of the midline, Y is the distance anterior (+) or
posterior (—) to the anterior commissure, and Z is the distance superior (+) or inferior (—) to a horizontal plane through the anterior and posterior
commissures.

The reported significance level is one-tailed and uncorrected for multiple comparisons.
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