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Objective: Subjective cognitive complaints in otherwise normal aging are common
but may be associated with preclinical Alzbeimer disease in some individuals. Little is
known about who is mostly likely to show associations between cognitive complaints
and preclinical Alzbeimer pathology. We sought to demonstrate associations between
subjective complaints and brain amyloid-f in cognitively normal older adults; and to
explore personality factors as potential moderators of this association. Design: Cross-
sectional observational study. Setting: Clinical neuroimaging research center. Par-
ticipants: Community volunteer sample of 92 bealthy older adults, screened for
normal cognition with comprebensive neuropsychological evaluation. Measure-
ments: Subjective cognitive self-report measures included the Memory Functioning
Questionnaire (MFQ), Cognitive Failures Questionnaire, and the Subjective Cognitive
Complaint Scale. Personality was measured with the NEO Five Factor Inventory. Brain
amyloid-8 deposition was assessed with Pittsburgh compound B (PiB)-PET imaging.
Results: One of three cognitive complaint measures, the MFQ, was associated with
global PiB retention (standardized beta = —0.230, p = 0.040, adjusting for age, sex
and depressive symptoms). Neuroticism moderated this association such that only
high neuroticism individuals showed the predicted pattern of bigh complaint—high
amyloid-§ association. Conclusion: Evidence for association between subjective
cognition and brain amyloid-f deposition in bealthy older adults is demonstrable but
measure-specific. Neuroticism may moderate the MFQ—amyloid- association such
that it is observed in the context of bigher trait neuroticism. Subjective cognitive
complaints and neuroticism may reflect a common susceptibility toward psychologi-
cal distress and negative affect, which are in turn risk factors for cognitive decline in
aging and incident Alzbeimer disease. (Am ] Geriatr Psychiatry 2015; m:m—m)
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Subjective Complaints and Brain Amyloid-$

P opulation studies indicate subjective cognitive
complaints (SCCs) during aging are a risk factor
for cognitive decline and dementia.'  Neuroimaging
studies have reported associations between SCCs and
brain signatures of Alzheimer disease (AD) in
otherwise cognitively normal adults, including
medial temporal atrophy,”” reduced glucose meta-
bolism,*” and amyloid-beta (Ap) deposi’cion,gf10
although not all studies are positive.'" This
emerging literature has prompted interest in subjec-
tive cognitive impairment, especially in the absence
of objective cognitive deficits, as a putative early
neurodegenerative disease stage (ie., pre-mild
cognitive impairment; pre-MCI) and a potential pre-
clinical phase for intervention.'> ' That is, the notion
that some older individuals may first show insight
regarding their own memory changes associated
with very early AD-pathologic processes, before
objectively assessed deficits, has gained recent
traction."*

The reasons that older adults express or endorse
subjective cognitive complaints are likely complex
and multifactorial, however. In addition to AD/brain
biomarkers and objective cognitive performance,
SCCs are associated with individual differences in
affective variables, including mood and personal-
ity.”'” In particular, two personality factors from the
five-factor model, high neuroticism and low consci-
entiousness, are consistent correlates of subjective
memory/cognitive complaints."” " Some authors
argue that mood and personality correlates under-
score the importance of psychological factors, as
opposed to underlying brain dysfunction, in ac-
counting for SCCs in aging.'®'” Indeed, in dementia
evaluation settings, the term “worried well” connotes
patients who are anxious about memory changes
(and perhaps anxious in general) but show no
objective findings on exam; the conceptualization
reflects a ruling-out of disease by the clinician.”’
Interestingly, however, a separate line of research
suggests that personality traits, especially neuroti-
cism, are themselves consistent risk factors and/or
disease markers for AD and cognitive decline.”"*
Neuroticism is closely related to other negative
affect—associated variables, such as risk for depres-
sion and vulnerability to stress, which are in turn
associated with risk for AD and cognitive decline in
aging.”” ° To date, relationships among subjectively

perceived cognition, personality, and AD biomarkers
in otherwise healthy older adults are not understood.

The aims of the present study were twofold. First,
we examined associations between SCCs and Af
deposition in cognitively normal older adults. We
expected to replicate two previous studies showing
association between subjective cognition and pres-
ence/degree of A on imaging in cognitively normal
participants.”” Secondly, we explored personality
factors as potential moderating variables on associ-
ations between subjective cognition and Af.
Regarding neuroticism, specifically, two competing
hypotheses were formulated: 1) a “worried-well”
hypothesis would predict SCCs in the context of high
neuroticism to be associated with lower risk for
biomarker abnormality (i.e., low Af). In contrast, 2) a
“negative-affect-risk” hypothesis would predict
SCCs in the context of high neuroticism to be asso-
ciated with higher risk for biomarker abnormality
(i-e., high Ap).

METHODS
Participants

Research volunteers for the present study were
recruited from two ongoing Pittsburgh compound B
(PiB)—positron emission tomography (PET) imaging
studies at the University of Pittsburgh, one of
normal aging (N = 48) and amyloid and the other
focused on vascular-amyloid interactions in oldest-
old normal aging (N = 44). Cognitive classification
in both parent studies was based upon a multi-
domain neuropsychological assessment and review
by a clinical neuropsychologist and/or multidisci-
plinary consensus diagnostic procedures.””** Inclu-
sion criteria were normal cognition and age 65 years
or older. Normal cognition criteria were defined as
not more than 1-2 tests out of the multidomain
battery performed significantly below expectations
given an individual’s age and educational back-
ground (i.e., scores falling more than 1 standard
deviation [SD] below age-corrected means and taking
into account level of education). Exclusion criteria for
both parent studies included contraindications for
neuroimaging, and history of neurologic, psychiatric,
or other medical conditions or treatment associated
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