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Abstract

Objective

We previously identified 4 empirically derived mild cognitive impairment (MCI) subtypes via
cluster analysis within the Alzheimer’s Disease Neuroimaging Initiative (ADNI) and demon-
strated high correspondence between patterns of cortical thinning at baseline and each cog-
nitive subtype. We aimed to determine whether our MCI subtypes demonstrate unique
longitudinal atrophy patterns.

Methods

ADNI participants (295 with MCI and 134 cognitively normal [CN]) underwent annual
structural MRI and neuropsychological assessments. General linear modeling compared vertex-
wise differences in cortical atrophy rates between each MCI subtype and the CN group. Linear
mixed models examined trajectories of cortical atrophy over 3 years within lobar regions of
interest.

Results

Compared to the CN group, those with amnestic MCI (memory deficit) initially demonstrated
greater atrophy rates within medial temporal lobe regions that became more widespread over
time. Those with dysnomic/amnestic MCI (naming/memory deficits) showed greater atrophy
rates largely localized to temporal lobe regions. The mixed MCI (impairment in all cognitive
domains) group showed greater atrophy rates in widespread regions at all time points. The
cluster-derived normal group, who had intact neuropsychological performance and normal
cortical thickness at baseline despite their MCI diagnosis via conventional diagnostic criteria,
continued to show normal cognition and minimal cortical atrophy over 3 years.

Conclusions

ADNT’s purported amnestic MCI sample produced more refined cognitive subtypes with
unique longitudinal cortical atrophy rates. These novel MCI subtypes reliably reflect underlying
atrophy, reduce false-positive diagnostic errors, and improve prediction of clinical course. Such
improvements have implications for the selection of participants for clinical trials and for
providing more precise risk assessment for individuals diagnosed with MCI.
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Glossary

AD = Alzheimer disease; ADNI = Alzheimer’s Disease Neuroimaging Initiative; AVLT = Auditory Verbal Learning Test;
CDN = cluster-derived normal; CN = cognitively normal; MCI = mild cognitive impairment; NFT = neurofibrillary tangle;

ROI = region of interest.

The diagnostic criteria for mild cognitive impairment (MCI),
as operationalized by large-scale studies such as the Alz-
heimer’s Disease Neuroimaging Initiative (ADNI), include
a subjective memory complaint, an objective memory im-
pairment, normal general cognitive functioning, and intact
activities of daily living/absence of dementia.'™ This di-
agnostic method, which focuses exclusively on the amnestic
form of MCI and does not consider nonamnestic subtypes,4
has nonetheless been shown to produce heterogeneous MCI
cohorts. In a previous study® using data from ADNI's MCI
cohort, cluster analysis of participants’ neuropsychological
test scores identified 4 cognitive subtypes: amnestic MCI
(34.9%) with an isolated memory impairment; dysnomic/
amnestic MCI (18.5%) with impairments in language
(ie, confrontation naming) and memory; mixed MCI
(12.5%) with memory, language, and attention/executive
function deficits; and a cluster-derived normal (CDN) group
(34.2%) who, despite meeting ADNI’s criteria for MCI di-
agnosis, demonstrated intact performance on more extensive
cognitive testing and normal Alzheimer disease (AD)

. 6-8
biomarkers.

We previously investigated differences in regional cortical
thickness in these 4 empirically derived MCI subtypes and
found that the unique patterns of cortical atrophy identified at
baseline closely corresponded to the cognitive profile of each
subtype.® The current study builds on our prior work by
examining whole-brain neocortical atrophy rates within each
subtype to determine whether they have prognostic value for
improving the prediction of clinical course in MCL

Methods

Data were obtained from the ADNI database (adni.loni.usc.
edu). ADNI was launched in 2003 by the National Institute
on Aging, National Institute of Biomedical Imaging and
Bioengineering, Food and Drug Administration, private
pharmaceutical companies, and nonprofit organizations. The
primary goal of ADNI is to test whether neuroimaging, other
biological markers, and clinical and neuropsychological as-
sessment can be combined to measure the progression of
MCI and early AD. ADNI is the result of the efforts of many
coinvestigators from a range of academic institutions and
private corporations, and participants have been recruited
from >350 sites across the United States and Canada. Partic-
ipants in ADNI are between the ages of 55 and 90 years,
completed at least 6 years of education, are fluent in English or
Spanish, and are free of any significant neurologic disease
other than AD. For more information, see adni-info.org.
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Standard protocol approvals, registrations,
and patient consents

The ADNI study was approved by an ethics standards com-
mittee on human experimentation at each institution. Written
informed consent was obtained from all participants.

Data availability

The data are available on request to qualified investigators.
The data used for this study are available from the ADNI
database (adniloni.usc.edu).

Participants

Participants were individuals with MCI (n = 295) and cog-
nitively normal (CNj; n = 134) individuals from our baseline
cortical thickness study® who had longitudinal neuroimaging
data available. ADNI participants underwent annual structural
MRI and neuropsychological assessments. For the current
study, we examined annual follow-up data for up to 3 years
after baseline.

ADNTI’s MCI diagnosis was based on the following criteria®:
(1) subjective memory concern as reported by the participant,
study partner, or clinician; (2) abnormal memory function
documented by scoring within the education-adjusted ranges
on delayed free recall of Story A from the Wechsler Memory
Scale-Revised Logical Memory II subtest; (3) Mini-Mental
State Examination score between 24 and 30; (4) global
Clinical Dementia Rating Scale score of 0.5, indicating mild
impairment, with a Memory Box score of at least 0.5; and (S)
largely intact general cognition and functional performance,
such that a diagnosis of AD could not be made.

All participants who had been diagnosed with MCI by ADNI
were previously classified into 1 of 4 MCI subtypes: amnestic
MCI, dysnomic/amnestic MCI, mixed MCI, and a CDN
group.”® These MCI subgroups were determined by per-
forming a cluster analysis of participants’ baseline neuro-
psychological test scores on 2 measures of memory (Rey
Auditory Verbal Learning Test [AVLT] delayed recall; AVLT
recognition), 2 measures of language (Animal Fluency; 30-
item Boston Naming Test), and 2 measures of attention/
executive function (Trail Making Test, Parts A and B). Prior
to the cluster analysis, raw neuropsychological scores for each
MCI participant were converted into age- and education-
adjusted z scores based on regression coefficients derived
from the CN group.’®

All CN individuals included in our previous studies®® and in
the current study were individuals who remained classified as
CN based on ADNT’s criteria® (i.e., they did not progress to
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MCI or dementia) for the duration of their participation in the
ADNI study.

MRI processing and analysis

Image processing and analyses were performed at the Center
for Multimodal Imaging and Genetics, University of California,
San Diego. T1-weighted MRIs were downloaded from the
ADNI database and processed with FreeSurfer software (ver-
sion 5.3.0). All baseline scans had been previously quality
controlled,® and we applied this same method to scans from the
follow-up visits. We excluded a total of 52 follow-up scans from
the analyses (22 scans from the year 1 follow-up, 19 scans from
year 2, and 11 scans from year 3) due to poor quality. Images
were excluded if they had significant motion artifact or poor
segmentation of gray/white matter boundaries. Cortical
thickness estimates were computed at each vertex (=1-mm
spacing) across the cortical mantle and within 32 gyral-based
regions of interest (ROIs) per hemisphere using the Desikan-
Killiany atlas.” Mean thickness for each ROI was calculated by
averaging the cortical thickness measurements across vertices
within a given region based on unsmoothed data.

Statistical analyses

Analysis of variance and y” tests examined group differences
in demographics, APOE &4 genotype, CSF AD biomarkers
(available for $7% of the sample), and rates of progression to
dementia. To assess stability of the cluster groups, linear
mixed models examined longitudinal neuropsychological
performance within each group on the same 6 measures that
were used to characterize participants at baseline while
covarying for demographic variables. To assess attrition,
analysis of variance and y” tests were performed to examine
whether demographic or diagnostic characteristics differed
between participants who had data available at each time
point and those who did not. Analyses were conducted with
the Statistical Package for the Social Sciences version 25
(SPSS IBM, Armonk, NY).

Longitudinal change in cortical thickness was calculated from
T1-weighted images with quantitative anatomic regional
change analysis.'® This involves nonlinear registration of
participants’ baseline image to each of their follow-up images.
The cortical atrophy rate was calculated as the percent volume
change at each vertex from baseline to each follow-up. Gen-
eral linear modeling was used to compare differences in cor-
tical atrophy rates between the CN group and each MCI
group separately, controlling for age, agez, sex, education, time
since baseline, and magnet strength (false discovery rate
corrected for p < 0.0S across both hemispheres), and cortical
volume difference maps were concatenated at each time point
by resampling individual surfaces into a common sphere that
aligned cortical vertices across participants.'" Differences in
cortical atrophy at each time point were also examined be-
tween the 3 impaired MCI subtypes (amnestic, dysnomic/
amnestic, and mixed MCI). The vertex-wise analyses using
quantitative anatomic regional change values allowed visual-
ization of the dynamic pattern of atrophy across time.
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Linear mixed models were then used to examine trajectories
of cortical atrophy among diagnostic groups over the full
3-year period within 12 composite lobar ROIs. The visit
variable included 4 time points (baseline and year 1, 2, and 3
follow-ups) and was modeled as a continuous parameter.
Both linear and quadratic effects of visit were examined, but
including quadratic visit did not improve model fit based
on the -2 log likelihood, Akaike information criterion, and
bayesian information criterion. Covariates included in the
model were age, agez, sex, education, time since baseline, and
magnet strength. The random effects of intercept and slope
were included. The full information maximum likelihood
method was used to estimate the model, allowing all available
data to be used for parameter estimates.'>

For composite ROIs showing a significant group main effect
or a group X visit interaction, each MCI subtype was com-
pared to the CN reference group (12 ROIs: Bonferroni-
corrected p < 0.004). Secondary analyses also tested the
models with amnestic MCI or dysnomic/amnestic MCI as the
reference group to examine differences between the 3 cog-
nitively impaired MCI subtypes.

Results

Demographic, biomarker, and clinical
characteristics of MCl subtypes

There were no significant group differences in age or sex, but
mixed MCI was the least educated group (table 1). The 3
impaired MCI subtypes had a higher prevalence of APOE ¢4
carriers and abnormal CSF AD biomarkers (based on estab-
lished cut-point concentrations'*) compared to the CDN and
CN groups, which did not differ. Over the 3-year follow-up
period, a proportion of participants progressed to a diagnosis
of probable AD. At years 1 and 2, the mixed MCI group had
a higher rate of progression to AD (32%-36%) than the
amnestic MCI group (13%-15%). At year 3, the mixed MCI
group had a higher rate of progression (75%) than both the
amnestic MCI (39%) and dysnomic/amnestic MCI (33%)
groups. As anticipated, the CDN group had a lower rate of
progression to probable AD than all other groups at all time
points.

Examination of longitudinal neuropsychological data showed
stability of the cluster groups with regard to their overall
pattern of cognitive performance (figure 1), although each
group showed cognitive decline over time. The amnestic MCI
group demonstrated a consistent memory deficit and began
showing impairment (with scores approaching or below —1.5
SD) in the areas of language and attention/executive func-
tioning by years 2 and 3; linear mixed models showed a de-
cline from baseline on all 6 cognitive scores (p < 0.001). The
dysnomic/amnestic MCI group showed consistent deficits in
naming and memory at all time points, along with impairment
in executive functioning at years 2 and 3; linear mixed models
showed a decline from baseline on all cognitive scores (p <
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Table 1 Demographic, biomarker, and clinical characteristics of the MCl subtypes and CN group

Amnestic Dysnomic/amnestic Mixed p Effect
MclI Mmcl Mmcl CDN CN Forx? Value size
Year 1, n (% of baseline n=106(61) n =55 (59) n=38(61) n=97 n=134
sample?®) (62) (75)
Age (SD), y 73.4(7.3) 74.9 (7.0) 746(8.1)  740(82) 753(5.5)  F=1.21 0.31 N =0.01
Education (SD), y 16.4 (2.5) 16.0 (3.1) 142 (34) 16.4(26) 163(26) F=534 <0.001°  n2=0.05
Sex, % female 443 38.2 47.4 40.2 433 x2=1.18 0.88 @ =0.05
APOE ¢4, % carriers 65.1 54.5 50.0 39.2 28.4 x2= <0.001*  @.=0.29
36.53
Abnormal p-tausgip/AB1az, %  72.9 73.3 91.3 38.2 39.2 x2= <0.001°¢  @.=0.39
38.23
AD diagnosis, n (%) 16 (15.1%) 11 (20.4%) 12(31.6%)  3(3.1%) —d x2= <0.001° @ =0.27
20.95
Year2,n 98 44 28 89 113
Age (SD), y 74.1 (7.4) 75.6 (7.2) 753(8.9)  749(8.0) 762(56) F=1.17 0.32 N =0.01
Education (SD), y 16.4 (2.5) 16.1(2.8) 141(33) 165(2.6) 16.2(26) F=451 0.001°  n2=0.05
Sex, % female 429 40.9 50.0 37.1 416 x2=1.63  0.80 @c=0.07
APOE ¢4, % carriers 64.3 56.8 53.6 38.2 28.3 x2= <0.001®  @.=0.30
32.37
Abnormal p-taugip/AB142,% 759 73.1 93.8 38.5 35.9 X 2= <0.001¢ ®.=0.42
37.91
AD diagnosis, n (%) 13(13.3) 10 (22.7) 10 (35.7) 3(3.4) —d x2= <0.001°  @.=0.29
22.28
Year 3, n 54 21 16 44 58
Age (SD), y 74.2 (8.0) 76.7 (6.4) 78.7(84)  76.0(7.7) 77.4(47)  F=2.08 0.09 n:=0.04
Education (SD), y 16.3 (2.4) 15.9 (2.1) 14135  16.1(24) 162(28)  F=251 0.04° Nz =0.05
Sex, % female 426 19.0 37.5 36.4 448 x2=478 031 ©.=0.16
APOE &4, % carriers, % 59.3 57.1 37.5 31.8 29.3 x2= 0.007° @ =027
14.03
Abnormal p-tausgip/ABraz, %  75.9 69.2 100.0 32.3 37.0 x2= <0.001°¢ @ =047
24.38
AD diagnosis, n (%) 21(38.9) 7(33.3) 12 (75.0) 5(11.4) —d x?= <0.001° @, =0.41
22.8

Abbreviations: AB4.4, = B-amyloid; AD = Alzheimer disease; CDN = cluster-derived normal; CN = cognitively normal; MCl = mild cognitive impairment; p-tau;g1,,

= hyperphosphorylated tau.
2 Mixed MCl was less educated than all other groups (p < 0.05).

® Amnestic and dysnomic/amnestic MCl had more APOE 4 carriers than CN at all years; mixed MCl had more carriers than CN at years 1 and 2; amnestic MCI
had more carriers than CDN at all years; and dysnomic/amnestic MCl had more carriers than CDN at year 2.

¢ CSF data available for 57% the overall sample; amnestic and mixed MCl had more abnormal CSF biomarkers than CDN and CN at all years; and dysnomic/
amnestic MCl had more abnormal CSF biomarkers than CDN at all years and CN at years 1 and 2.

9 CN participants were selected on the basis of remaining CN (did not progress to MCl or dementia) throughout the course of their participation in ADNI; this

group was excluded from x? analyses examining progression to AD.

¢ Mixed MCl had a higher rate of progression than amnestic MCl and CDN atyears 1 and 2 and a higher rate than amnestic MCl and dysnomic/amnestic MCl at

year 3; CDN had lower rate of progression than all other groups at all years.

0.004) with the exception of AVLT recall. The mixed MCI
group showed consistent impairment across cognitive meas-
ures and a decline from baseline on all scores (p < 0.004)
except for Trail Making Test, Part B, which was likely at floor
levels at baseline. Finally, although the CDN group declined
on all measures (p < 0.02) except Animal Fluency, all scores
remained within normal limits at all time points.
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Attrition

Attrition from baseline to year 1 did not differ on age (F =
0.02, p = 0.88), education (F = 0.01, p = 0.94), or sex (x* =
0.24, p = 0.61). However, there was an effect of diagnostic
group (x* = 11.96, p = 0.02) in that the CN group has less
attrition than all other groups. Attrition from baseline to year
2 did not differ on age (F = 0.42, p = 0.52), education (F =
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0.01,p= 0.94), sex (X2 <0.001,p= 0.98), or diagnostic group
(X2 = 8.60, p = 0.07). Attrition from baseline to year 3 also did
not differ on age (F = 0.07, p = 0.79), education (F=1.14, p =
0.29), sex (x* = 0.86, p = 0.35), or diagnostic group (x” = 4.54,
p =034).

Cortical atrophy in MCl subtypes relative to
CN participants

Differences in cortical atrophy rates at each time point be-
tween each MCI subtype relative to the CN group are dis-
played in figure 2. Linear mixed models examining trajectories
of cortical atrophy over 3 years revealed a significant main
effect of group for bilateral medial temporal, lateral temporal,
frontal, and parietal ROISs; a significant main effect of visit for
bilateral medial temporal, lateral temporal, frontal, parietal,
right cingulate, and left occipital ROIs; and a significant group
X visit interaction for bilateral medial temporal, lateral tem-
poral, left frontal, right parietal, and left cingulate ROIs (p <
0.004; table 2 and figure 3).

Consistent with their isolated deficit in memory, the amnestic
MCI group showed bilateral medial temporal lobe cortical
thickness reductions at baseline compared to the CN group.®
Longitudinally, surface-based atrophy rate maps showed that
the amnestic MCI group demonstrated atrophy restricted to
bilateral medial temporal lobe regions at year 1. This atrophy
became more pronounced in medial temporal regions and
more widespread over the subsequent 2 years, affecting lateral
temporal, frontal, parietal, cingulate, and occipital regions
(figure 2A). Linear mixed models examining cortical atrophy in
composite ROIs across the full 3-year interval confirmed
greater cortical thinning overall (main effect of group) in bi-
lateral medial temporal, lateral temporal, frontal, and left pari-
etal areas relative to the CN group (p < 0.003), as well as an
increased rate of cortical atrophy (group X visit interaction) in

the left medial temporal lobe (p < 0.001; table 2 and figure 3).

At baseline, the dysnomic/amnestic MCI group demon-
strated reduced cortical thickness in lateral and medial

Figure 1 Neuropsychological performance of the cluster groups at each time point

B Animal fluency
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Mean demographically corrected z scores at (A) baseline, (B) year 1, (C) year 2, and (D) year 3. Error bars denote SEM; horizontal dotted line indicates the typical
cutoff for impairment (-1.5 SDs). AVLT = Rey Auditory Verbal Learning Test; BNT = Boston Naming Test; MCl = mild cognitive impairment; TMT = Trail Making

Test.
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Figure 2 Surface-based atrophy rate maps showing differences in cortical atrophy rates between each MCl subgroup and
the CN group from baseline to each annual follow-up visit

A. Amnestic MCl
BLto Y1 (n=106)

A &5 S

BL to Y2 (n = 98)

@.

BLto Y3 (n=54)

D

C. Mixed MCI

BLto Y1 (n=38)

gl

BLto Y2 (n =28)

@B

BLto Y3 (n=16)

e T L2

B Dysnomic/amnestic MCl - statlstlc FDR corrected

BL to Y1 (n =55)

P 25

BLto Y2 (n = 44)

ENp £ o

BLto Y3 (n=21)

B @

D. Cluster-derived normal
BLto Y1 (n=97)

AR Lo b

BLto Y2 (n=89)

AP £ ok

BLto Y3 (n=44)

PR £ b

—6 -3
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Surface-based maps are false discovery rate (FDR) corrected and covary for age, age<, sex, education, days from baseline (BL), and magnet strength. Number
of CN participants at each time point: year (Y) 1, n =134; Y2, n =113; and Y3, n = 58.

temporal lobe regions, consistent with their naming and
memory deficits.® Longitudinally, surface-based atrophy rate
maps showed that the dysnomic/amnestic MCI group
exhibited atrophy localized largely to bilateral temporal lobe
regions over the 3 years of follow-up, along with circum-
scribed areas of atrophy in cingulate, right parietal, and oc-
cipital lobe regions (figure 2b). Linear mixed models
confirmed greater cortical thinning overall in bilateral medial
and lateral temporal, right frontal, and left parietal areas rel-
ative to the CN group (p < 0.002), as well as an increased rate
of cortical atrophy in bilateral medial and lateral temporal
lobes (p < 0.003; table 2 and figure 3).

The mixed MCI group showed a widespread pattern of cor-
tical thinning compared to the CN group at baseline, which
reflected their extensive neuropsychological dysfunction.®
Longitudinally, surface-based atrophy rate maps showed that
the mixed MCI group demonstrated atrophy in bilateral
medial temporal, lateral temporal, frontal, parietal, and

Neurology | Volume ®, Number @ | March 24, 2020
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occipital regions at all follow-up visits, as well as atrophy in
cingulate regions at years 2 and 3 (figure 2C). Linear mixed
models revealed greater cortical thinning overall in bilateral
medial temporal, lateral temporal, frontal, and parietal areas
relative to the CN group (p < 0.001), as well as an increased
rate of cortical atrophy in bilateral medial and lateral temporal,
left frontal, and right parietal regions (p < 0.001; table 2 and
figure 3).

Lastly, the CDN group demonstrated cortical thickness at
baseline that did not differ from the CN group, consistent
with the normal neuropsychological performance of those
participants.® Longitudinally, surface-based atrophy rate maps
showed that the CDN group exhibited cortical atrophy that
was largely comparable to the CN group over the 3-year
follow-up period. The only exception was greater atrophy in
some medial temporal lobe regions at the year 2 follow-up
visit (figure 2D). Linear mixed models over the 3-year interval
revealed no significant differences in overall cortical thinning
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Table 2 Effects of group, visit, and group by visit interactions on cortical thickness in composite regions of interest (continued)

b pValue 95% Cl b pValue 95% Cl b_ pValue 95% Cl b_ pValue 95%Cl b_ pValue 95%ClI b_ pValue 95%Cl
L parietal R parietal L cingulate R cingulate L occipital R occipital
Group Fa.4702 =10.9, p <0.001? Fa4708=6.7, p <0.001% Fa,477.5=3.5 p=0.009 Fa478.0=3.1, p=0.02 Fa,4940= 3.0, p=0.02 Fa4782=1.8,p=0.13
Amnestic -47.0 0.003* -78.3t0-15.7 -42.8 0.006 -73.4,-12.2 — — — - - — - - — - - —
Dysn/Amn -68.9 <0.001*  -107.0t0-30.9 -52.4 0.006 -89.5,-15.2 — — — - - — - - — - - —
Mixed -131.6  <0.001® -175.5t0-87.7 -1054 <0.001" -1483,-625 — — — - - — - = — - - —
CDN -10.2 0.54 -42.51t022.1 -24.2 0.13 -55.7,7.4 — — — - - — - - — - - —
Visit Fi5167 = 53.9, p <0.001° F1,523.8 = 45.0, p <0.001° Fi631.1 =54, p=0.02 Fis687 =13.7,p <0.001°  F; 5032 =9.1, p = 0.003° Fia48s1=2.1,p=0.15

Group x visit

Fa367.1 = 3.8, p = 0.005

Fa3812=4.8,p=0.001

Fa3693=4.5,p=0.001°

Fa3403=2.0,p=0.10

Fa3s8.1 =23, p=0.06

Fa346.4=1.0,p=0.42

Amnestic x visit ~ — — — -0.6 0.12 -13t00.2 -0.9  0.006 -16t0-03 — — — - _ _ _ _
Dysn/Amn x visit ~ — — - -0.7 0.16 -1.6t00.3 -0.8 0.05 -1.7t000 — — — - _ _ _
Mixed x visit — — — -2.1 <0.001* -32to-10 -1.1 0.2 -21t0-02 — — — - _ _ _
CDN x visit - — - 0.1 0.71 -0.6t0 0.9 02 052 -05t009 — — — - —_ _ _

Abbreviations: CI = confidence interval; CDN = cluster-derived normal; Dysn/Amn = dysnomic/amnestic.

@p < 0.004 (Bonferroni corrected); reference group is cognitively normal; estimates (b) are scaled by a factor of 1,000.
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Figure 3 Trajectories of cortical thickness by group in select composite regions of interest showing significant group x visit
interactions
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(A) Left medial temporal, (B) right medial temporal, (C) left lateral temporal, (D) right lateral temporal, (E) left frontal, and (F) right parietal; 0 = baseline; 1 =year
1; 2 =year 2; and 3 = year 3. Error bars represent 95% confidence intervals. MCl = mild cognitive impairment.

relative to the CN group (p > 0.004) and no differences in  subsequent follow-up visits. Linear mixed models examining

cortical atrophy rate (p > 0.20; table 2 and figure 3). the trajectory of cortical atrophy across the full 3-year interval

revealed no differences in overall cortical thinning or cortical
Cortical atrophy comparisons between atrophy rate between the amnestic and dysnomic/amnestic
MCI subtypes MCI groups once Bonferroni correction was applied (differ-

Differences in cortical atrophy were examined between the 3 ence in atrophy rate for left lateral temporal ROIL: p = 0.04).
cognitively impaired MCI subtypes. Surface-based atrophy

rate maps showed that, relative to the amnestic MCI group,  Relative to the amnestic MCI group, surface-based atrophy
the dysnomic/amnestic MCI group demonstrated greater  rate maps showed that the mixed MCI group had greater
atrophy from baseline to year 1 in lateral temporal lobe  atrophy in the left medial temporal, bilateral lateral temporal,
regions, primarily on the left; there were no differences be-  bilateral frontal, and bilateral parietal regions at year 1 and
tween the amnestic and dysnomic/amnestic MCI groups at  greater atrophy in right lateral temporal and right parietal
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regions at year 2; there were no significant differences at year
3. Linear mixed models across the 3-year interval showed that
the mixed MCI group had greater cortical thinning overall in
the left lateral temporal lobe and left parietal lobe relative to
the amnestic MCI group (p < 0.001). There were no signif-
icant differences in cortical atrophy rate between the 2 groups
once Bonferroni correction was applied, although several
regions differed on the basis of a less stringent threshold (left
lateral temporal: p = 0.004; left frontal: p = 0.00S; bilateral
parietal: p = 0.007).

Relative to the dysnomic/amnestic MCI group, surface-based
atrophy rate maps showed that the mixed MCI group had
greater atrophy in right lateral temporal, right parietal, and
bilateral cingulate regions at year 2; there were no significant
differences at years 1 or 3. Linear mixed models across the full
3-year interval showed that the mixed MCI group had greater
cortical thinning overall in the left cingulate relative to
dysnomic/amnestic MCI (p < 0.001). There were no signif-
icant differences in cortical atrophy rate between the 2 groups
once Bonferroni correction was applied.

Discussion

We demonstrated unique patterns of longitudinal cortical
atrophy over a 3-year period in our 4 cognitive subtypes of
MCI, which were empirically derived via cluster analysis of
neuropsychological scores. Rather than grouping all partic-
ipants into a single amnestic MCI group, as was originally
done by ADNI, the identification of these subgroups revealed
varying levels of severity of both cognitive impairment and
cortical thinning, as well as differing rates of progression to
AD. The MCI subgroups were found to be robust over time;
their overall pattern of performance on neuropsychological
testing remained largely stable over the 3-year interval. The
identification of these unique MCI subtypes and their differ-
ing cortical atrophy trajectories may have important prog-
nostic value for improving the prediction of clinical course.

Within our empirically derived amnestic MCI group, cortical
atrophy was initially restricted to the medial temporal lobe
regions in the first year and then became more widespread over
the subsequent 2 years. This trajectory is consistent with the
pattern of atrophy that has been observed in previous studies of
prodromal AD. For example, one study'* examined cortical
thickness differences between diagnostic groups (healthy el-
derly, MCI, AD) in a non-ADNI sample (i.e., participants from
a university memory clinic) and found that medial temporal
lobe thinning was the most significant difference between
healthy elderly and MCI, while lateral temporal lobe thinning
was the most pronounced difference between MCI and AD;
frontal and parietal changes were also observed at the MCI
stage but became more diffuse in AD. A pair of studies'>'° from
the Mayo Clinic’s Alzheimer’s Disease Research Program using
voxel-based morphometry found that participants with con-
ventionally defined single-domain amnestic MCI had gray
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matter loss in the medial and inferior temporal lobes compared
to CN participants, while those with multiple-domain amnestic
MCI also showed involvement of the posterior temporal lobe,
parietal association cortex, and posterior cingulate.® Further-
more, such gray matter loss was seen only in participants with
amnestic MCI who later progressed to AD, indicating that
patterns of atrophy on MRI correspond to their subsequent
clinical course.'® These consistent findings between previous
studies of prodromal AD and our empirically derived amnestic
MCI group provide validation for our MCI subtyping tech-
nique and its ability to produce reliable cognitive phenotypes.

Our dysnomic/amnestic MCI group is a unique subtype that
is not specifically identified by the conventional MCI sub-
typing scheme. Instead, given their impairment in both lan-
guage and memory domains, these individuals would be
subsumed by a catch-all “multidomain amnestic MCI” label
according to Petersen/Winblad criteria."™ The dysnomic/
amnestic MCI group was distinguished by greater left lateral
temporal thinning at early time points (baseline® and year 1
follow-up) and a corresponding impairment in confrontation
naming ability that was not observed in the amnestic MCI
group. Given these additional findings in the dysnomic/
amnestic MCI group, it is possible that this subtype represents
a more advanced stage of MCI relative to the amnestic MCI
group. However, there is also evidence to the contrary; the
dysnomic/amnestic MCI subtype displayed many similarities
to the amnestic MCI subtype, including rate of progression to
AD and cortical atrophy rates over the entire 3-year interval.

The mixed MCI group showed multidomain cognitive impair-
ment and extensive cortical thinning relative to the CN group.
They also evinced increased atrophy rates across widespread
neocortical regions relative to the amnestic and dysnomic/
amnestic MCI groups in the first 1 to 2 years of follow-up; no
differences in cortical atrophy were observed at year 3, although
it should be noted that sample sizes of some of the groups were
relatively small at that time point, which may have limited our
power to detect group differences. The mixed MCI group also
showed the highest rate of progression to a diagnosis of AD over
the 3-year period, with as many of 75% of the group developing
AD by year 3. As with our dysnomic/amnestic MCI subtype,
individuals in our mixed MCI group would also be classified as
having “multidomain amnestic MCI” according to Petersen/
Winblad criteria.' ™ However, our findings suggest that the
mixed MCI group is clearly more at risk than the dysnomic/
amnestic MCI group, providing further evidence for the value of
identifying these smaller, more refined MCI subtypes.

Comparisons of the MCI subtypes suggest that some of the
groups may represent different stages of disease."” For ex-
ample, the trajectory of cortical thinning observed in our
amnestic MCI group appears to map onto the spread of
neurofibrillary tangle (NFT) pathology described by Braak
etal."® In the Braak staging schema, pretangle material initially
appears in the transentorhinal region (stages la, 1b, I-1I),
followed by formation of NFT's spreading from entorhinal/
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medial temporal cortex to adjacent neocortical association
areas (e.g, lateral temporal and frontal cortices; stages III-
IV)."® Thus, it is possible that the observed longitudinal cortical
atrophy pattern in our amnestic MCI subtype may reflect the
accumulation and progression of underlying NFT pathology.
Similarly, it could be speculated that the mixed MCI group may
be closer to the later stages (V-VI) based on the Braak staging
schema in which NFT pathology becomes more widespread,
moving to primary and secondary cortical regions.'®

As many as one-third of the participants in the ADNI MCI
cohort were classified into the CDN group,® a subgroup who
were diagnosed with MCI based on the ADNI diagnostic
method® (i.e., subjective memory complaint, delayed memory
for 1 story, cognitive screening measure, clinical judgment) but
scored within normal limits on more extensive neuro-
psychological testing. Our research group has conducted
a number of studies examining this CDN group and has found
them to have normal CSF biomarkers of B-amyloid and tau,’
normal B-amyloid burden on PET imaging,” and normal cor-
tical thickness® at baseline. Longitudinal data have also shown
that the CDN group remains functionally independent over
time,'” overreports subjective cognitive difficulty despite nor-
mal objective cognitive performance over time,” and shows
alow rate of progression to dementia. In the current study, the
CDN group showed consistently normal neuropsychological
performance across visits and exhibited cortical atrophy that
was largely comparable to that of the CN group over the 3-year
follow-up period. Taken together, the data strongly suggest that
ADNT’s diagnostic criteria for MCI produce a high rate of false-
positive diagnostic errors, secondary to the unreliability of us-
ing a single test score to diagnose MCI*"** and the lack of
relationship between subjective memory complaints and ob-
jective performance.zo’23 This issue is not specific to ADNI;
large false-positive MCI groups have been identified in other
samples when the conventional diagnostic criteria are used,
including community-based samples** and clinical trials.>®

Despite largely normal cortical thickness over the 3-year period,
results showed that the CDN group had greater atrophy relative
to the CN group in some medial temporal lobe regions at the
year 2 follow-up visit. In addition, S individuals in the CDN
group progressed to a diagnosis of AD. Incorporation of addi-
tional neuropsychological measures and additional cognitive
domains (e.g., visuospatial) into our classification of empirically
derived MCI subtypes may improve classification accuracy
(ie., those S individuals may have been moved to an impaired
MCI subtype).>**® However, this was limited by ADNT’s rela-
tively brief neuropsychological battery, and previous work has
shown that visuospatial measures available in ADNI have psy-
chometric properties (e.g, ceiling effect) that limit their ability
to discriminate between normal and mildly impaired individu-
als.*® Nonetheless, this small cost in sensitivity is outweighed by
greatly increased specificity, as the vast majority of participants
in the CDN group appear to be better categorized as CN rather
than MCI. Improvement in the specificity of an MCI diagnosis
has substantial implications for the selection of participants for

Neurology.org/N

clinical trials in that accurate MCI diagnoses and removal of false
positives at study enrollment can lead to more eficient trials and
more robust study findings.”® False-positive MCI diagnoses may
also have clinical implications, including psychological con-
sequences that could result from an inaccurate diagnosis or the
potential for inappropriate medication use.

A limitation of the current study was our inability to examine
cortical atrophy trajectories in participants who met criteria for
a nonamnestic MCI subtype as ADNI’s intention is to recruit
only participants with amnestic MCI. This also limited our
ability to investigate less common variants>” of AD and their
cortical thickness profiles, reducing the generalizability of the
findings. That said, the ADNI MCI criteria are highly repre-
sentative of those used for participant selection in clinical tri-
als®®; therefore, findings in the current sample are at least partly
representative of the population of interest. Our investigation
of cortical atrophy differences obviated the possibility of ex-
amining subcortical structures (e.g, hippocampus, thalamus,
putamen) that have been shown to play an important role in
AD pathogenesis,””** and future work investigating group
differences in atrophy of subcortical regions is warranted. An-
other weakness of the current study was attrition over the 3-
year follow-up period. Although attrition was not related to
demographic variables and did not differ across MCI subtypes,
there may still be important differences between individuals
who completed each follow-up visit and those who did not.
Lastly, the ADNI sample tends to be well educated and rela-
tively homogeneous with regard to ethnic and racial diversity,

which limits the generalizability of our findings.

Strengths of this study include the longitudinal design, ex-
amination of cortical atrophy both at the vertex-wise level and
in lobar ROIs, application of a novel MCI subtyping tech-
nique, and examination of longitudinal stability of the cluster
groups. The identification of unique cortical atrophy trajec-
tories has clear prognostic value, given previous research
showing an association between regional cortical atrophy
rates in MCI and a corresponding domain-specific decline in
cognition.”” Our findings show that ADNI’s purported
amnestic MCI sample is heterogeneous and can be broken
down into more refined cognitive subtypes with unique
profiles of cortical atrophy and differing rates of progression
to AD. Our cluster analysis method produces robust MCI
subtypes that have been shown to be highly robust and stable
across cohorts.***>*? Identification of these novel MCI sub-
types can reduce false-positive diagnostic errors, improve the
prediction of clinical course, and promote greater specificity
of cognitive signatures to underlying pathology. Such
improvements have clear implications for the selection of
participants for clinical trials aimed at finding disease-
modifying therapies of AD and for providing more precise
risk assessments for individuals diagnosed with MCL
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