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Abstract

This article investigates longitudinal imaging characteristics of early cognitive decline during
normal aging, leveraging on high-dimensional imaging pattern classification methods for the
development of early biomarkers of cognitive decline. By combining magnetic resonance imaging
(MRI) and resting positron emission tomography (PET) cerebral blood flow (CBF) images, an
individualized score is generated using high-dimensional pattern classification, which predicts
subsequent cognitive decline in cognitively normal older adults of the Baltimore Longitudinal
Study of Aging. The resulting score, termed SPARE-CD (Spatial Pattern of Abnormality for
Recognition of Early Cognitive Decline), analyzed longitudinally for 143 cognitively normal
subjects over 8 years, shows functional and structural changes well before (2.3-2.9 years) changes
in neurocognitive testing (California Verbal Learning Test [CVLT] scores) can be measured.
Additionally, this score is found to be correlated to the [11C] Pittsburgh compound B (PiB) PET
mean distribution volume ratio at a later time. This work indicates that MRI and PET images,
combined with advanced pattern recognition methods, may be useful for very early detection of
cognitive decline.
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1. Introduction

An estimated 22-45% of older people in locations worldwide have cognitive impairment
without dementia (Hanninen et al., 1996; Plassman et al., 2008; Scafato et al., 2010).
Although any degree of cognitive impairment can negatively impact quality of life
(Missotten et al., 2008, 2009), increasing impairment often signifies the progression of life-
altering illnesses such as Alzheimer’s disease (AD). Biomarkers of early brain changes
associated with AD are assuming increasing importance in newly revised criteria for
research and clinical diagnoses (Albert et al., 2011; McKhann et al., 2011; Sperling et al.,
2011). Because many intervention strategies, such as cognitive training (Mowszowski et al.,
2010), physical exercise (Baker et al., 2010; Yaffe et al., 2001), and nutritional
modifications (Naismith et al., 2009), may be more useful at earlier stages, it is important to
detect cognitive decline early.

Given that it is generally believed that cognitive changes occur after structural and
functional brain changes (Jack et al., 2009, 2010; Petersen and Jack, 2009), detecting
changes in structural magnetic resonance imaging (MRI) and functional positron emission
tomography (PET) cerebral blood flow (CBF) measures may be useful for early detection.
However, the spatiotemporal characteristics of brain change in elderly individuals are
widespread, complex, difficult to quantify, and difficult to detect on an individual basis with
sufficient sensitivity and specificity. High-dimensional pattern analysis and classification
methods may be useful for early identification of brain changes on an individual level, as
they have been shown to capture these complex characteristics and produce quantitative
metrics (Davatzikos et al., 2008, 2009; Duchesne et al., 2008; Kloppel et al., 2008;
Koutsouleris et al., 2009; Misra et al., 2009; Vemuri et al., 2008).

In this article, we aim to determine whether structural and functional patterns are detectable
and quantifiable before cognitive decline in apparently healthy individuals by using a high-
dimensional pattern analysis technique along with longitudinal analysis. We focus on
cognitive decline measured using immediate free recall score from the California Verbal
Learning Test (CVLT) (Delis et al., 1987), as change in immediate verbal recall is among
the earliest cognitive changes detected during the preclinical phase of Alzheimer’s disease
(Grober et al., 2008). We further describe later in the text our choice of high-dimensional
pattern analysis, along with a predominant model of cognitive decline.

1.1. Quantitative characterization of images

Recent studies have shown the potential of high-dimensional pattern analysis and
classification methods as a means to quantify and summarize imaging patterns (Davatzikos
et al., 2008, 2009; Kloppel et al., 2008; Koutsouleris et al., 2009; Misra et al., 2009; Vemuri
et al., 2008). These methods also provide diagnostic and prognostic indicators for
individuals, rather than groups, which is essential for clinical application. Pattern analysis
and classification techniques use data labeled into classes, typically the presence and
absence of a disease or condition, to derive a score representing the similarity of a given
image to the image pattern representative of that condition. Such work has been useful for
distinguishing, for example, normal subjects from those with AD (Davatzikos et al., 2009).
However, characterizing patterns emerging at much earlier stages of cognitive decline
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before clinical impairment are ultimately going to be more important, as intervention at
these stages before irreversible damage is likely to be more effective. To fill this need, we
studied aging individuals with cognitive decline compared with those without cognitive
decline from the Baltimore Longitudinal Study of Aging (BLSA). The BLSA provides
imaging and cognitive data from older adults over long follow-up periods, allowing
quantitative characterization of structural and functional data relative to cognitive decline.

1.2. Modeling cognitive decline

A predominant hypothesis (Jack et al., 2009, 2010; Petersen and Jack, 2009) is that the
progression of memory decline in AD occurs in the brain in the following order: 1) beta-
amyloid protein deposits build up in the brain, causing plaques to develop, which may be an
initial step in the chain of events leading to neuronal dysfunction and ultimately loss; 2)
brain function decreases; 3) atrophy occurs, changing the structural properties of the brain;
4) cognitive ability declines, leading to declines in memory and executive function; 5)
ultimately this leads to cognitive impairment across a range of cognitive domains. This
progression is schematically shown in Fig. 1 (resembling a similar figure in [Jack et al.,
20107]). In this study, we investigate further the temporal relationship of structural,
functional, and cognitive decline.

Based on this model of cognitive decline, along with recent evidence that high-dimensional
pattern classification can produce predictive and early diagnostic imaging-based biomarkers,
we hypothesize that structural and functional change can be detected before cognitive test
score decline in healthy older individuals. We also aim to determine a quantifiable score that
characterizes patterns representative of cognitive decline during normal aging. Such a
characterization could lead to identification of individuals at high risk for development of
AD at very early stages of disease progression.

2. Methods

We use high-dimensional pattern classification techniques, combined with indicators of the
dynamic changes of structure and function, to determine the temporal sequence of structural
and functional brain changes and cognitive decline.

2.1. Data acquisition

The BLSA has been prospectively collecting multidisciplinary data related to physical and
psychological aging since 1958. Its neuroimaging component, currently in its 15th year, has
followed approximately 160 individuals (aged 55-85 years at enrollment) with annual or
semiannual imaging and clinical evaluations. The neuroimaging sub-study of the BLSA,
which controls for consistency of imaging data over time, is described in detail in Resnick et
al. (2000, 2003).

In this study, we include longitudinal data with up to 8 years of follow-up for 143 BLSA
neuroimaging study participants who remained cognitively normal up to September 2007
(described in further detail in Table 1). We exclude from the classification longitudinal data
from 15 individuals diagnosed with mild cognitive impairment (MCI) over the course of the
BLSA neuroimaging study and 2 individuals with dementia. A diagnosis of MCI was
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assigned by consensus conference if a participant had deficits in either a single cognitive
domain (usually memory) or had more than one cognitive deficit but did not have functional
loss in activities of daily living. Participants were evaluated at the consensus conference if
their Blessed Information Memory Concentration (Blessed et al., 1968) score was greater
than 3 or if their informant or subject Clinical Dementia Rating (CDR) (Morris, 1997) score
was 0.5 or above. In addition, all deceased participants received a final diagnosis at death.
The BLSA and neuroimaging studies were approved by the local institutional review boards,
and all participants gave written informed consent before each assessment.

We used T1-weighted MR images to measure regional patterns of brain atrophy. The image
acquisition parameters have been described in Resnick et al. (2001). The BLSA protocol
included an axial T1-weighted volumetric spoiled gradient recalled (SPGR) series (axial
acquisition, 1.5 T, repetition time (TR) = 35 ms, echo time (TE) = 5 ms, flip angle = 45°,
voxel dimensions of 0.94 x 0.94 x 1.5 mm slice thickness). All scans were acquired on one
of three GE (Schenectady, NY, USA) Signa 1.5-T scanners with similar operating systems.

Regional CBF was measured using PET with a bolus injection for each scan of 75 mCi of
[150] water. The images were obtained on a GE 4096 scanner, during a resting state with
eyes open, as depicted in Beason-Held et al. (2008). A 60-second image was acquired after
reaching a threshold radioactivity concentration in brain and included 15 slices of 6.5-mm
thickness. Attenuation correction was performed.

[11C] Pittsburgh compound B (PiB) PET data have been acquired since 2005, and data from
a subset of 63 individuals, each with one to three evaluations, are included in the present
analyses. Images were acquired on a GE Advance scanner in 3-dimensional mode, with 37
time frames (90 minutes) obtained at rest (Sojkova et al., 2008). PET scanning started
immediately after an intravenous bolus injection of a mean of 529.1 + 37 MBq (14.3+ 1
mCi) of [11C] PiB with a mean specific activity of 152.81 + 55.5 GBg/ pmol [(4.13 + 1.5
Ci)/umol]. After attenuation correction and reconstruction using filtered backprojection with
a ramp filter, resulting spatial resolution was about 4.50 mm full width at half maximum at
the center of the field of view. Partial-volume correction was not performed on the [11C] PiB
PET images, but the partial-volume effect was minimized by excluding edges of tissue in the
volume of interest definition.

2.2. Image processing

The MR images used in this study were first preprocessed based on previously validated and
published techniques (Goldszal et al., 1998). The preprocessing steps included: (1)
alignment to the AC-PC (anterior commissure-posterior commissure) plane; (2) removal of
extracranial material (skull-stripping) and cerebellum; (3) N3 bias correction (Sled et al.,
1998; Zheng et al., 2009); (4) tissue segmentation into gray matter (GM), white matter
(WM), cerebrospinal fluid (CSF), and ventricles (Pham and Prince, 1999); (5) high-
dimensional image warping (Shen and Davatzikos, 2002) to a brain atlas (template) (Kabani
et al., 1998) in the Montreal Neurological Institute (MNI) standardized coordinate system;
and (6) formation of regional volumetric maps, called RAVENS (regional analysis of
volumes examined in normalized space) maps (Davatzikos et al., 2001; Goldszal et al.,
1998; Shen and Davatzikos, 2003), generated to enable analyses of volume data rather than

Neurobiol Aging. Author manuscript; available in PMC 2014 May 16.



1duosnue Joyiny vd-HIN 1duosnue Joyiny vd-HIN

1duosnuely Joyny vd-HIN

Clark et al.

Page 5

raw structural data. The RAVENS approach has been extensively validated (Davatzikos et
al., 2001; Goldszal et al., 1998) and applied to a variety of studies (Beresford et al., 20064,
b; Driscoll et al., 2009; Gur et al., 2005; Kim et al., 2003; Resnick et al., 2000, 2001, 2003,
2004; Stewart et al., 2006). In this study, RAVENS maps generated by HAMMER
(Hierarchical Attribute Matching Mechanism for Elastic Registration) (Shen and
Davatzikos, 2002, 2003) were normalized by individual intracranial volume (ICV) to adjust
for global differences in intracranial size, down-sampled, and smoothed for incorporation of
neighborhood information using an 8-mm-diameter Gaussian filter.

[150] water PET-CBF image processing included normalization for global activity, removal
of extraneous signal scatter by thresholding the image intensity at 80% of the GM mean,
removal of activity in the skull, nasal sinuses, and cerebellum, rigid registration to the
associated MR image, deformable registration to the standardized atlas using the MR
deformation field, smoothing by a 12-mm-diameter Gaussian filter, and downsampling.

From the [*1C] PiB dynamic PET images, the tracer distribution volume ratio (DVR), an
index of [11C] PiB-specific binding to amyloid-g, was calculated. DVR images were
generated using a simplified reference tissue model and a linear regression with a spatial
constraint algorithm (Zhou et al., 2003, 2007). Cerebellum GM was used as reference tissue.
The DVR values for each region of interest were obtained by applying the regions of
interest, manually drawn on the coregistered MR images, to the DVR images. Mean cortical
DVR was calculated by averaging values from orbitofrontal, prefrontal, superior frontal,
parietal, lateral temporal, occipital, and anterior and posterior cingulate regions. This mean
cortical DVR value was then averaged over all available [11C] PiB PET scans (baseline and
its follow-up scans, one to three) to obtain a single DVVR value for each subject.

2.3. Analysis

In this study, we developed three classifiers: one for MRI, one for [1°0] PET-CBF, and one
for MRI and [1°0] PET-CBF together. These classifiers aim to correctly identify cognitively
stable and cognitively declining subjects. These classifiers were trained with cross-sectional
imaging data from the first visit in the cognitively stable group and the last visit in the
declining group to maximize differences and allow the classifier to identify structural and
functional imaging patterns strongly associated with cognitive decline. Because [11C] PiB
PET images have only recently been acquired, the low quantity of data prohibits their
inclusion in our longitudinal analysis. Thus, we do not calculate a classification score for
[1C] PiB PET; rather, we calculate the correlation between our classification scores and
[11C] PiB PET measurements to investigate future potential.

2.4. Defining cognitive decliners and nondecliners

Change in immediate verbal recall is among the earliest cognitive changes detected during
the preclinical phase of Alzheimer’s disease (Grober et al., 2008). Thus, we used the
immediate free recall score (sum of the five learning trials) from the CVLT (Delis et al.,
1987) as a measure of cognitive function. We selected two subgroups from the entire cohort,
based on their distinct cognitive dynamics over the follow-up period: one that showed the
most pronounced cognitive decline, and one that showed the highest cognitive stability. We
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labeled these “cognitively stable” (CS) and “cognitively declining” (CD), the individuals
with the slowest and fastest rates of cognitive decline, respectively. After excluding all
subjects with MCI, our classification on the rate of decline was based on the slope of
performance change over all years of each individual’s CVLT scores. Slopes were
calculated with mixed-effects linear regression using an interval model with random
intercept and slope (no other covariates were included). The CS group contains 20% of the
total available subjects: those with the most positive or least negative CVLT score slopes.
Similarly, the CD group contains 20% of the subjects: those with the most negative
(declining) CVLT score slopes. In this way, we have determined two groups with distinct
patterns of cognitive performance with advancing age, CS and CD. The group demographics
are shown in Table 2.

2.5. High-dimensional pattern classification: the SPARE-CD score

Our goal is to quantify the similarity of an individual subject’s images to the CS or CD
group’s images, with respect to the patterns of brain structure and function that are found to
be most relevant to cognitive decline. To do this, we created a cross-validated classifier
using the high-dimensional pattern classification software COMPARE (Classification of
Morphological Patterns using Adaptive Regional Elements) (Fan et al., 2007).

High-dimensional pattern classification was used to generate one metric representing
similarity of a given image to the CS or CD groups using COMPARE (Fan et al., 2007) a
support vector machine (SVM)-based method for classifying groups of MR images based on
regional volumetric features and/or PET images. The full method is described elsewhere
(Fan et al., 2007), but briefly, the algorithm uses a number of images (in our case, the
RAVENS maps or processed [1°0] PET-CBF images) as input into a dimensionality
reduction and SVM classifier. The classifier uses a watershed segmentation algorithm and
leave-one-out cross-validation to automatically select the most relevant and discriminative
features, respectively. This produces a score generally between —1 and 1, which represents
the image similarity to the training groups (CD and CS, respectively). The classifier was
trained on cross-sectional data from the CS and CD groups and tested only on subjects not
included in the training set. This was accomplished by using external leave-two-out cross-
validation, meaning that the COMPARE software was run 25 different times, each time
leaving out two subjects (in a randomly selected order), one from the CS and one from the
CD training groups, and that trained classifier was used to generate scores for those two
subjects. This allows for generalizability of this method to previously unseen data. Using
this leave-two-out cross-validation, scores for subjects in the CS and CD groups were
computed for all available years. Scores for all available years for all other subjects were
also computed.

We have labeled this resulting score, a quantitative metric of similarity to CS or CD,
SPARE-CD (Spatial Pattern of Abnormality for Recognition of Early Cognitive Decline), in
the style of our previous article using COMPARE to generate a SPARE-AD index
(Davatzikos et al., 2009). SPARE-CD scores were generated for MRI, [1°0] PET-CBF, and
MRI and [*°0] PET-CBF together.
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2.5.1. Determining point of decline—We located the estimated point of the beginning
of decline for both the CVLT and SPARE-CD scores by fitting a curve to the longitudinal
scores for each subject and automatically estimating the point of decline based on the fit. To
do this, the method uses information from each individual over available time points and
excludes subjects with small amounts of data (5 or less years of relevant scores). We use a
piecewise linear approach to fit the CVLT score curves and determine the point of
inflection. We chose to model the CVLT scores using a piecewise linear function to
incorporate prior knowledge and avoid unnecessary complexity. We took into account
several pieces of prior knowledge: (1) In AD and even normal aging, the rate of decline of
cognitive scores often increases at a certain point (i.e., a strictly linear model is not
appropriate), (2) there is often an initial increase in CVLT scores as the subjects, particularly
younger ones, learn how to take the test (i.e., the beginning of the curve may have a positive
slope), and (3) there can be a stable period with no major change in scores (i.e., a quadratic
fit may not model the data correctly) (Lamar et al., 2003). The piecewise linear model has 3
potential line segments, the leftmost (I1) with increasing slope (learning), the second (I,)
with zero slope (stable), and the rightmost (I3) with decreasing slope (decline). It can be
formulated as:

b1I+(b3—b1b2) I<b2

=\ b3 by<w<by
f(l?, b )— b5$+(b3—b4b5) byi<z
NaN otherwise

where f is a function estimating the CVLT scores, X represents years, and bq through bs are
parameters representing slopes and intercepts of the three lines in the model (b1: slope of 14,
b,:x value of transition point between I and Iy, bs: constant y value of I, bs:x value of
transition point between I, and I3, and bsg: slope of I3). The point of transition between the
period of stability (I, with zero slope) and period of decline (I3 with negative slope), which
happens at x = by, is considered to be the point of decline for each curve.

In cases whereby, is found to be outside of the data range (before the first year of available

data or after the second-to-last year of available data), the point of decline is defined as the
first or last year of data, respectively. In the aforementioned data range, we use second-to-

last year instead of last year due to potential overfitting if the last data point happens to be

less than the second-to-last data point.

2.5.2. Fitting SPARE-CD score curves: sigmoidal—Observation of graphs of year
vs. SPARE-CD score revealed that the shape closely resembled a sigmoidal function, in that
the limits were asymptotic (with a range of -1 to 1) and had a pattern of changing values
once, rapidly. This is not surprising, given that support vector machines attempt to separate
the data in the two training groups as far apart as possible.

The sigmoidal function used to fit the SPARE-CD curves can be written as follows:
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i 1
f(z, ¢)=c (W-FCZ)

Visual inspection of these curves shows that strong decline begins to occur near the point
where the slope is half of the maximum slope occurring at the inflection point. In this
analysis, we consider the point with this slope value to be the point of decline.

If it is the case that the slope is zero, we considered the point of decline to be the last year of
data. In addition, if the calculated point of decline is outside the range of available data
(minus one year on either side), then the point of decline is considered to be either the first
or last year of available data, depending on the average score of all data points. If the
negative average score is less than zero, the point of decline is considered to be the first
year, and if the negative average score is greater than zero, the point of decline is considered
to be the last year of available data for either the SPARE-CD or CVLT data.

To rule out the possibility of the fitting method being the determining factor in the
differences found between SPARE-CD and CVLT, we also estimated the SPARE-CD score
using a piecewise linear function and the CVLT score using a sigmoidal function,
normalizing for the difference in scores (an approximate —1 to 1 for SPARE-CD and 20 to
80 for CVLT). We then calculated the mean squared error and the differences in points of
decline using the sigmoidal and piecewise linear functions for both SPARE-CD and CVLT.

2.5.3. Specifications—Because the CVLT and SPARE-CD score models have five and
four parameters, respectively, we have limited our modeling for both models to those
subjects for whom we have at least five data points. For both models, the Matlab r2009b
Optimization Toolbox (The Mathworks, Inc.) was used to fit the model to the raw data using
a least squares fit. The parameters used for the optimization were maximum number of
function evaluations (6000) and iterations (4000), while termination tolerance on both x and
function value was set to 1 x 10716,

2.6. Determining group differences using voxel-based morphometry

We used voxel-based comparisons (Ashburner and Friston, 2000) to determine group
differences between the CS and CD group in RAVENS maps and processed [1°0] PET-CBF
images. The RAVENS maps and [1°0] PET-CBF images were each registered to the same
stereotaxic space. A voxel-wise Student t-test was performed to test the differences between
images from the first year of the CS and the last year of the CD groups. A threshold
corrected for false discovery rate (p < 0.05) was used to determine significance of a voxel. If
no voxels were significant (i.e., [1°0] PET-CBF images), this was noted and a less stringent
non-corrected threshold was used (p < 0.005) to display non-significant differences. The
software used to perform the statistical analysis of group differences was 3dANOVA
(analysis of variance on 3D data sets), part of the AFNI (Cox, 1996) software package.

2.6.1. [11C] PiB PET correlations—In addition to analysis of point of decline, we
considered the potential for [11C] PiB PET to be useful in image analysis for cognitive
decline. For the [1°0] PET-CBF, MRI, and [1°0] PET-CBF/MRI joint SPARE-CD scores,
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we performed Spearman correlations (to allow for nonlinear trends) between mean cortical
DVR, representing overall PiB level, and SPARE-CD metrics, including point of decline,
rate of decline, average SPARE-CD value over time, and first SPARE-CD value.

3. Results

3.1. Change in brain structure and function precedes memory decline

We observed the temporal sequence of structural, functional, and cognitive decline. Having
calculated the points of decline for all subjects with more than five time points, we
computed the difference for each subject between the SPARE-CD point of decline and the
CVLT score point of decline, visually represented in Fig. 2. MRI SPARE-CD scores
declined on average 2.8 (standard deviation [SD] 2.5) years earlier than CVLT scores. [1°0]
PET-CBF SPARE-CD scores declined on average 2.3 (SD 2.6) years earlier than CVLT
scores, and the MRI SPARE-CD scores declined 0.4 (SD 2.5) years before [1°0] PET-CBF
SPARE-CD scores. SPARE-CD scores based on both MRI and [1°0] PET-CBF showed
decline on average 2.9 (SD 2.2) years earlier than CVLT scores. These results show that
structural and functional change occurs years before observed cognitive decline.

3.2. [*1C] PiB PET correlation with SPARE-CD scores

The mean cortical DVR of [11C] PiB PET data is significantly correlated with the mean
(over time) of SPARE-CD scores generated using MRI data, p = 0.026 (Fig. 3). This
difference can be visualized as in Fig. 2, where the median MRI curve is calculated for high
PiB and low PiB tertiles. The difference in the curves for high vs. low PiB shows that
individuals with higher g-amyloid burden have higher SPARE-CD scores, i.e., they show
greater similarity to CD subjects in terms of their imaging patterns.

3.3. Accuracy and consistency

We investigated several aspects of accuracy and consistency, on which the previous results
are based. These included classification accuracy, modification by age, estimated curves and
points of decline, and group differences.

3.4. COMPARE classification accuracy

The SPARE-CD score classified CS and CD individuals with 84% accuracy, using
RAVENS (MRI) data, 84% using [1°0] PET-CBF data, and 86% using MRI and [1°0] PET-
CBF data together, with leave-two-out cross-validation. In addition, it was found (as
visualized in Fig. 4) that using the (cross-sectional) SPARE-CD scores greater than 1 year
before or after the estimated inflection point could predict whether the score was before or
after the SPARE-CD inflection point (AUC 0.89, sensitivity 86%, specificity 73% with
threshold 0.0), whereas the CVLT scores were not useful for determining whether the score
was before or after the CVLT inflection point (AUC 0.32, sensitivity 25%, specificity 50%
with threshold 52). This indicates that the actual value of the SPARE-CD score, not just its
longitudinal change, is useful for determining information regarding decline of an
individual, whereas the CVLT score is not, unless it is observed longitudinally. Although
designing a diagnostic tool is not the main focus of this work, these results are indicative of
the potential power of the cross-sectional SPARE-CD score as a biomarker.
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3.5. Age considerations

The goal of this work is to evaluate the value of SPARE-CD as a predictive marker. As
such, it is important to ascertain whether SPARE-CD distinguishes between CS and CD, not
whether other factors may or may not also have some distinguishing characteristics in those
groups. It is known that aging and other effects are closely intertwined with cognitive
decline and thus can be difficult, if not impossible, to separate. Nonetheless, we show that
the differences selected by the classification are not the same as the differences for age in
Fig. 5, in which we see that biological age at points of SPARE-CD decline varies widely
(mean 72.0 [SD 6.0] years). These results demonstrate that the patterns used by the classifier
to distinguish the two groups do not completely overlap those associated with age effects.

3.6. Estimated curves and points of decline

Figure 6 shows an example of the SPARE-CD and CVLT scores for two typical subjects,
along with the estimated curves and point of decline. Normalized mean squared error for the
SPARE-CD (based on MRI and [1°0] PET-CBF) and CVLT score estimated curve fits was
0.019 for both. Swapping the fits (i.e., SPARE-CD with piecewise linear fit and CVLT with
sigmoidal fit) resulted in increased normalized mean squared errors of 0.033 and 0.026.
Differences in points of decline were greater than zero (CVLT declining after SPARE-CD),
on average, for all combinations of fits (CVLT piecewise and SPARE-CD sigmoidal: 2.9
[SD 2.2]; CVLT piecewise and SPARE-CD piecewise: 3.3 [SD 2.7]; CVLT sigmoidal and
SPARE-CD piecewise: 2.1 [SD 3.8]; CVLT sigmoidal and SPARE-CD sigmoidal: 1.7 SD

[3.4]).

3.7. Group differences between CS and CD subjects

Statistically significant structural differences were found between first-year CS and last-year
CD RAVENS maps. The CS group had significantly greater GM volume in medial and
lateral frontal, lateral temporal, and medial and lateral occipital regions relative to the CD
group. The CS group also had greater WM volume in frontal, medial temporal, and occipital
regions, whereas the CD group exhibited greater WM volume predominantly in lateral
temporal and medial occipital regions. In addition, the CD group had significantly greater
GM volume in periventricular regions, reflecting greater WM signal abnormalities, because
these abnormalities appear as GM due to darker appearance on T{-weighted MRI (Fig. 7).

There are also functional differences in [1°0] PET-CBF between the two groups (p < 0.005
uncorrected) at these time points. The findings show that the CS group had greater activity
in bilateral orbitofrontal, anterior cingulate, and insular cortices. The CD group had greater
activity in bilateral superior frontal cortex (Fig. 7).

4. Discussion

In this work, we study the functional and structural progression of changes related to
cognitive decline in apparently healthy individuals, to identify very early imaging-based
biomarkers for cognitive decline. We tested the hypothesis that spatial patterns of brain
atrophy and change in cerebral blood flow, summarized by high-dimensional pattern
classification and the SPARE-CD index, precede cognitive decline in a cohort of cognitively
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healthy older adults. We have shown that 1) there are differences in the brain, both
structurally and functionally, between the CS and CD groups; 2) these differences can be
detected on an individual basis with relatively high accuracy; and 3) these changes in brain
structure and function occur 2.3 to 2.9 years before decline in cognitive ability. The results
also show that patterns of brain abnormality are associated with cognitive decline and with
amyloid burden in the brain. Together, this work illustrates the potential for using high-
dimensional pattern classification to detect subtle, but predictive, imaging phenotypes that
precede cognitive decline.

4.1. Group differences in structure and function

The voxel-based analysis of MRI and [1°0] PET-CBF data showed significant differences
for MRI between the CD and CS subject groups. In the MRI data, the CS group has greater
GM and WM volume in frontal, temporal, and occipital regions relative to the CD group.
The CD group, conversely, had greater periventricular disease or WM signal abnormalities
relative to the CS group. This pattern of tissue loss, particularly in cortical regions of the CD
group, is relevant to the cognitive findings, as medial temporal (Eichenbaum et al., 2007)
and dorsolateral prefrontal regions (Hillary et al., 2006) play prominent roles in memory
function.

The CS group also showed greater [1°0] PET-CBF activity in orbitofrontal, anterior
cingulate, and insular regions relative to the CS group. This finding is of interest, as these
regions are considered to be components of the default mode network (DMN) of resting
brain function (Raichle et al., 2001; Shulman et al., 1997). Previous studies have shown that
activity in the anterior component of the DMN, which includes frontal and anterior cingulate
regions, declines from young adulthood to older age (Grady et al., 2006; Persson et al.,
2007) but then remains relatively stable over time in normal aging (Beason-Held et al.,
2009). The greater activity observed in these frontal regions may represent relative
preservation of DMN function in the CS, but not the CD, group. It is possible that the
decreased activity in the CD subjects may play a role in cognitive decline in this group, as
some suggest that decreased anterior DMN activity might be related to cognitive decline in
aging (Damoiseaux et al., 2008) and with the onset of cognitive impairment and dementia
(Greicius et al., 2004; Sorg et al., 2007).

4.2. Detection of individual differences in structure and function

Although group analysis is helpful, it is ultimately most important to be able to assess risk of
cognitive decline on an individual basis. Early detection of cognitive decline for individuals
can have high impact on treatment effectiveness, targeting, and development. High-
dimensional pattern classification allows for the reduction of the complex structural and
functional patterns of each individual into a single number, the SPARE-CD index, indicating
how similar an individual’s patterns are to those who are CS or CD. The SPARE-CD index
in this study was found to decline on average 2.3 to 2.9 years earlier than verbal memory,
which suggests that high-dimensional pattern classification scores such as the SPARE-CD
index may be useful for early detection of cognitive decline for individuals.
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4.3. Structural and functional changes precede cognitive decline

The SPARE-CD scores show decline before the CVLT scores. On average, MRI scores
decline 2.8 (SD 2.5) years, [1°0] PET-CBF scores decline 2.3 (SD 2.6) years, and MRI with
[150] PET-CBF scores decline 2.9 (SD 2.2) years earlier than the corresponding cognitive
CVLT scores. Although these imaging scores clearly decline before cognitive scores,
structural and functional images provide roughly similar information; MRI and [1°0] PET-
CBF scores decline, on average, only 0.4 (SD 2.5) years apart, and MRI and [1°0] PET-CBF
images produced identical SPARE-CD classification accuracy of 84%, with a combined
classification accuracy increase of only 2% to 86%. Note that we did not consider partial
volume correction of [1°0] PET-CBF in these analyses because our emphasis was on
prediction. Thus, it is possible that tissue loss contributes to the predictive accuracy of the
SPARE-CD score based on [1°0] PET-CBF images and, in part, explains the limited
incremental benefit in combining MRI and [1°0] PET-CBF measures. This analysis of
SPARE-CD and CVLT points of decline supports the hypothesis and model previously
suggested (Jack et al., 2009, 2010; Petersen and Jack, 2009) that in the time course of
changes leading to AD, structural and functional changes occur before memory loss. It also
shows that structural change is at least as early a marker as functional change, when
quantified using the procedures used herein. It is possible that other functional imaging
approaches, including network analysis, will provide additional information on early
changes.

Three additional items should be noted. First, to select our training groups, we used the
slope of all CVLT scores for each patient and adjusted for missing values using mixed-
effects regression. Using the highest and lowest 20% of these scores, we determined the CS
and CD groups, respectively. It is also possible to use the absolute scores, rather than slopes,
to determine the groups. However, a person with a high score may decline rapidly but still
maintain a high score, and a person who is already CD may increase in cognitive score over
the observed period of years. In practice, this is usually not the case. The average absolute
cognitive (CVLT) score in the CS group is 62.3 (SD 10.7), whereas that of the CD group is
49.9 (SD 10.2). In addition, it may be argued that the phenomenon of decline is what we are
interested in, and even a subject who has higher mental functioning who decreases in
cognitive function over the years is of interest in the CD group. To minimize the impact of
prodromal AD, however, we excluded subjects diagnosed with MCI from our analysis.

Second, “cognitive decline” was determined based on scores from the CVLT immediate
recall trials because, in our experience for this data set, this measure has shown the earliest
decline in individuals who later develop AD. It should be noted that this is only one possible
metric for cognitive decline, and several other equally valid metrics may also be used for
this purpose. In addition, as this is only one aspect of cognitive decline (verbal learning),
other scores (e.g., a composite score representing overall cognition deficits) could ultimately
be considered as well, especially for prediction of other types of dementia, e.g., frontal-
temporal dementia. The flexibility of this technique allows for the use of not only different
image modalities but also different cognitive measures, which could allow for prediction of
the relative timing of decline in other cognitive domains.
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Third, many of the healthy subjects in this study do not have declining CVLT scores over
the 8-year period of collected data. For those subjects who do not detectably decline over the
observed years, we used the last year of available data as the representative point of decline,
even though future follow-up might reveal longer periods of cognitive stability. Thus, our
calculated differences between CVLT and SPARE-CD points of decline are a conservative
estimate, meaning SPARE-CD may decline even earlier than the reported values in this
study suggest.

4.4. Brain atrophy, cognitive decline, and amyloid burden

The fact that the [11C] PiB PET scores are associated with the mean SPARE-CD scores for
MRI suggests that it may be useful to incorporate [11C] PiB PET into future SPARE-CD
analysis. At this time, we have a limited amount of [11C] PiB PET data (1-3 recent years for
a subset of participants). As we expect [11C] PiB PET changes to occur earlier than [1°0]
PET-CBF and MRI changes, it will be useful to incorporate amyloid burden into our
analyses as we enroll additional individuals into the [11C] PiB PET BLSA study. In addition,
our analysis of associations between SPARE-CD scores and [11C] PiB PET scores may not
capture the extent of the association. PiB retention tends to be either near zero or not near
zero, resulting in a non-normal distribution, and a Spearman correlation may underestimate
the association.

4.5. Future work

We have investigated the functional and structural aspects of the hypothesis of AD
progression (beta-amyloid deposits, then functional decline, then structural decline, then
cognitive decline). In the future, we plan to use recently collected [*1C] PiB PET data in
conjunction with high-dimensional pattern classification to determine whether even earlier
biomarkers are possible. In addition to the categorical pattern classification approach we
followed herein, we plan to investigate the utility of pattern regression methods aiming to
estimate continuous variables from imaging patterns, a potentially more suitable approach to
estimating cognitive decline when large amounts of data are available (Wang et al., 2010).
Finally, as more individuals in the BLSA convert to MCI and more [*1C] PiB PET data are
acquired, we will be in a position to better investigate the temporal dynamics of amyloid
deposition, imaging changes, cognitive decline, and clinical conversion.

5. Conclusions

In this study, we investigated longitudinal progression of imaging characteristics of early
cognitive decline during normal aging, well before clinically measurable changes occur, by
leveraging on high-dimensional imaging pattern classification methods and imaging data
from the BLSA. We produced an individualized quantitative value (SPARE-CD)
representing functional ([1°0] PET-CBF) and/or structural (MRI) change associated with
cognitive (CVLT) decline, and in addition to finding that SPARE-CD may have potential as
a cross-sectional biomarker on its own, we found that these imaging changes occur years
before detectable loss of cognitive function. Additionally, [11C] PiB PET signal is correlated
with patterns in structural data representing cognitive decline. Biomarkers of early brain
changes associated with AD continue to increase in importance for research and clinical

Neurobiol Aging. Author manuscript; available in PMC 2014 May 16.



1duosnue Joyiny vd-HIN 1duosnue Joyiny vd-HIN

1duosnuely Joyny vd-HIN

Clark et al.

Page 14

diagnoses (Albert et al., 2011; McKhann et al., 2011; Sperling et al., 2011), and this work
suggests that using high-dimensional pattern classification and imaging data could lead to
viable biomarkers to predict cognitive decline in healthy adults while there is still
opportunity for preventative measures.
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Fig. 1.
Graph representing hypothesis of disease progression in Alzheimer’s disease. The

hypothesis (illustrated similarly in Jack et al. [2010]) is that first amyloid deposits increase,
followed by functional decrease, structural change, and finally cognitive test scores
decrease. These changes can be detected using, respectively, [11C] PiB PET imaging, PET
rCBF or functional MRI, structural MRI, and memory testing (e.g., California Verbal
Learning Test [CVLT] scores). The dotted lines represent the estimated timing of onset of
Alzheimer’s disease (AD), mild cognitive impairment (MCI), and cognitive decline (CD) as
defined and studied in this article.
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Fig. 2.

MRI, [1°0] PET-CBF, [11C] PiB PET, and high-dimensional pattern classification allow for
the detection of cognitive decline. Median fits to longitudinal data, for cognitive (California
Verbal Learning Test [CVLT] immediate free recall) scores and imaging (MRI and [1°0]
PET-CBF) classification scores. Classification scores are negative SPARE-CD values,
representing similarity of brain patterns to cognitively stable (CS) or cognitively declining
(CD) subjects (higher and lower values, respectively). Years have been normalized to the

point of CVLT decline. It is apparent from this graph that MRI and [1°0] PET-CBF

SPARE-CD scores, on average, show cognitive decline more than 2 years before CVLT
scores. In addition, because MRI SPARE-CD scores and [11C] PiB PET mean cortical
distribution volume ratio (DVR) scores are significantly correlated, the difference between
MRI with high (top tertile) and low (bottom tertile) [11C] PiB PET is shown here. For
interpretation of the references to color in this figure legend, the reader is referred to the

Web version of this article.
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Correlation between [11C] PiB PET and SPARE-CD scores. Correlation was 0.280, with p-
value 0.026. Each point represents one subject, with mean MRI SPARE-CD scores and
mean [11C] PiB PET cortical mean distribution volume ratio (DVR) averaged over all
available years for each individual.
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Fig. 4.
Separability of SPARE-CD and CVLT scores with respect to estimated point of decline. All

SPARE-CD scores (Fig. A, using MRI and [1°0] PET-CBF) and CVLT scores (Fig. B) at
time points at least 1 year before the estimated point of decline for each subject are included
in the black histogram, whereas those at least 1 year after estimated point of decline are
included in the gray histogram. Subjects with points of decline estimated at first or last
available years have been removed.

Neurobiol Aging. Author manuscript; available in PMC 2014 May 16.



1duosnue Joyiny vd-HIN 1duosnue Joyiny vd-HIN

1duosnuely Joyny vd-HIN

Clark et al.

Page 22

0 I I I I I I
64 66 68 70 72 74 76 78 80 82 84 86

Age at estimated SPARE-CD point of decline

Number of subjects
w IS

N

-

Fig. 5.
Histogram of biological age at estimated SPARE-CD point of decline for CS and CD

training subjects. SPARE-CD in this case is calculated using both MRI and [1°0] PET-CBF
together. Estimated points of SPARE-CD decline vary considerably, which indicates that
SPARE-CD measures brain characteristics well beyond what age would predict.
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Fig. 6.
Two selected plots showing sample characteristics of the curve approximations used to

estimate the point of decline, represented by an asterisk (*). Each graph contains scores from
one subject over time. Classification (negative SPARE-CD) scores are calculated using MRI
and [1°0] PET-CBF (top, a) and MRI (bottom, b).
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Fig. 7.
T-tests comparing cognitively stable (CS) and cognitively declining (CD) subject groups for

MRI RAVENS maps and [1°0] PET-CBF images. More red implies higher statistical
significance and presence of tissue (or activity, in the case of PET-CBF) in CS subjects,
whereas more blue implies higher statistical significance and presence of tissue (or activity)
in CD subjects. Overlaid on the template brain. Left: WM (Q < 0.05, t-statistic —6.3 [blue] to
7.0 [red]); Middle: GM (Q < 0.05, t-statistic —6.2 [blue] to 8.3 [red]); Right: [1°0] PET-CBF
(p < 0.005, —4.8 [blue] to 4.8 [red]). Periventricular abnormal WM typically appears gray
and is segmented as GM; hence the blue areas near the ventricles in the GM map (top row)
represent more small-vessel disease in CD subjects. Images are in radiological convention
(Left = Right). For interpretation of the references to color in this figure legend, the reader is
referred to the Web version of this article.
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Group demographics. Age, CVLT, and MMSE for CS and CD shown as “mean (SD) of first year, mean (SD)

of last year”

CS CD MRI and PET-CBF PiB PET
Number of subjects 25 25 137 66
Number of men 11 17 7 37
Number of visits, mean (SD) 7.5(1.9) 8.0 (1.4) 6.7 (2.7) 15(0.7)
Age, mean (SD) 65.8(6.2)273.3(73)  70.4(7.0), 77.8 (6.3) 72.8(7.7) 79.6 (7.0)
CVLT slope, mean (SD) 1.1(0.4) -0.8 (0.4) 0.1(0.7) 0.2 (0.6)
CVLT, mean (SD) 54.2(10.2)267.3 (10.0) 522 (11.0), 433 (85)2 541(10.7),549 (122) 537 (15.2)
MMSE, mean (SD) 28.9 (1.6),2 29.5 (0.9) 29.0 (1.1), 28.2 (L.7)2 28.9(1.3),28.8 (1.3) 28.8 (1.6)
APOE &4, with/without/unknown 8/15/2 5/19/1 38/91/8 20/42/4

Five additional subjects were available for the MRI data alone. Mean CVLT and MMSE for [11C] PiB PET were calculated in the same fashion as
mean DVR, that is, scores from all available years for one subject were averaged to obtain one score per subject, and then those scores were

averaged over all subjects.

Key: SD, standard deviation.

aLI'his group (first-year data or last-year data) included in training set.
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