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Abstract

Background:Anxiety and depression aremore prevalent inwomen and caregivers and

are associated with increased Alzheimer’s disease (AD) risk. We investigated multi-

modal predictors of increased anxiety/depression during the Covid19-related confine-

ment in cognitively unimpaired (CU) older adults with an increased risk for AD with a

special focus on sex/gender.

Method: We included 921 CU participants from the ALFA study (Table 1). Anxiety

and depression (Hospital Depression and Anxiety Scale, HADS), perceived stress (Per-

ceived Stress Scale, PSS) and stress resilience (Brief Resilience Scale, BRS) were mea-

sured during Covid19-related confinement. A subgroup completed the HADS (n=767)

and underwent [18F]flutemetamol-PET imaging and sMRI (n=254) 2.4±0.8 years

before confinement. Cross-sectional anxiety/depression measurements and change in

anxiety/depression (delta score) from baseline to confinement were our primary out-

comes of interest.We considered amyloid status (+/-) and cortical thickness (Cth) from

the AD signature regions as imaging biomarkers. First, we investigated sex differences

in the variables assessedduring confinement. Second,we ran regressionmodels to pre-

dict (i) cross-sectional anxiety/depression scores during confinement and (ii) change in

anxiety/depression from baseline to confinement. Age, sex, education, APOE-ε4 status,
caregiver status, stress related-variables and imaging biomarkers were considered as

predictors.

Result:Fifteenpercent of the participantswere caregivers, 69%ofwhichwerewomen.

Women showed increased stress perception relative to men (p=<0.001) – notably,

when theywere caregivers (p=0.01). Therewere no sex-differences in stress resilience

(p=0.5). In cross-sectional models, sex (women) and higher stress perception were

independent predictors of greater anxiety/depression during confinement (Table 2a).

Being a caregiver additionally predicted increase in anxiety/depressive symptomatol-
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ogy from baseline (Table 3a). Finally, in the subsample with biomarkers, amyloid posi-

tivity - but notCth in theADsignature - contributed to predict anxiety/depression both

cross-sectionally (Table 2b) and longitudinally (Table 3b) along with sex (women), care-

giver status and stress perception.

Conclusion:Our results showed sex differences in caregiver status and stress percep-

tion during the Covid19-related confinement. Further, women, caregivers and those

with higher self-perceived stress showed an increase in anxiety/depressive symptoma-

tology. Amyloid pathology prior to confinement was associated with greater levels of

anxiety/depression suggesting a role of amyloid pathology in anxiety/depressive symp-

tomatology.
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