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participants from the Alzheimer’s Disease Neuroimaging Initiative
(ADNI) with special emphasis on prodromal stages. Methods: 320
participants, including 106 healthy controls (HC), divided by genetic
risk (family history of AD and/or APOE &4 positive), 130 patients
with early (EMCI) and 44 participants with late mild cognitive
impairment (LMCI), and 29 patients with AD, were included in
this analysis. Florbetapir PET scans and structural MRI scans were
downloaded from the ADNI site for the baseline Florbetapir visit
and the two-year follow-up visit and processed using previously
described techniques [1]. FDG PET scans were also downloaded
from these timepoints and processed using standard techniques.
Average Florbetapir SUVR, FDG SUVR, and structural grey matter
density (GMD) were extracted from target ROIs at both visits,
including the global cortex for the PET and bilateral mean hippocam-
pus for MRI. Annualized percent change (APC) was calculated from
these regions and compared between groups. Results: No group dif-
ferences were observed for change in amyloid deposition. However,
glucose metabolism decline and hippocampal GMD atrophy rate
showed significant group differences (p<0.001, Fig. 1A&B). AD
showed faster glucose decline and hippocampal atrophy than all other
groups except LMCI (p<0.01). LMCI had a greater hippocampal at-
rophy rate than HC without risk and EMCI (p<0.05). HC at genetic
risk showed a non-significant trend toward greater decline in glucose
metabolism and hippocampal GMD than HC without risk (p=0.1 for
GMD). Conclusions: Mean amyloid deposition does not appear to
significantly change over two years in any stage of cognitive impairment.
However, declining glucose metabolism and hippocampal atrophy rates
appear to accelerate in later disease stages (LMCI, AD). Cognitively
normal older adults at risk for AD due to genetic background may
show greater rates of hippocampal atrophy and glucose metabolic decline
than those without genetic risk but larger samples and replication are
needed to further investigate this issue.[1] Risacher et al. (2013) Front
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Background: Older adults with significant memory concerns (SMC)
and/or genetic risk for AD are key groups of interest due to risk of
progression. Our goal was to evaluate amyloid deposition, glucose
metabolism, and medial temporal lobe (MTL) atrophy in SMC partic-
ipants from ADNI. Methods: 569 participants were selected from the
ADNI cohort, including 177 healthy controls (HC), 93 participants
with SMC, and 299 patients with early mild cognitive impairment
(EMCI). The HC participants were further divided into those with ge-
netic risk (APOE &4 positive and/or family history of AD (HC-risk))
and those without genetic risk (HC). The SMC participants were
also further divided by the presence or absence of informant com-
plaints about the participant’s memory. SMC participants were consid-
ered to have self-only concerns (SMC) if the informant did not endorse
>1.5 SD above the HC mean on the ECog Memory domain (~62% of
items) and to have self-plus-informant concerns if the informant
endorsed > 62% (SMC-plus). Florbetapir and structural MRI scans
were downloaded from the ADNI site for the baseline visit and pro-
cessed as previously described [1]. FDG PET scans were also down-
loaded from this timepoint and processed using standard techniques.
Average Florbetapir SUVR, FDG SUVR, and structural grey matter
density were extracted from the global cortex (PET) and bilateral hip-
pocampus (MRI). Florbetapir PET scans were also compared between
groups on a voxel-wise level in SPMS8. Results: A significant differ-
ence in amyloid deposition was observed between groups on both
voxel-wise and ROI analyses. HC-risk, SMC, and SMC-plus demon-
strated more global and regional amyloid deposition than HC without
risk, including in the global cortex (p=0.004) and precuneus
(p<0.001). Differences in glucose metabolism and MTL atrophy
were more variable with some regions showing a trend towards hypo-
metabolism and MTL atrophy in HC-risk and SMC groups. Conclu-
sions: Participants with SMC and HC participants at risk for
progression to AD due to genetic background show increased amyloid
deposition relative to HC without risk. This suggests that older adults
with SMC, especially those with informant corroboration, are at
increased risk for future cognitive decline and therefore may be a good
target population for enrichment of clinical trials.[1] Risacher et al.
(2013) Frontiers in Aging Neuroscience.
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Figure 1. Increased Amyloid Deposition in Older Adults at Risk for AD
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