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CONTACT

Depressive symptom trajectories 

spanning over decades have been 

linked to increased risk of 

dementia.1-3 As Alzheimer’s 

disease is the most common cause 

of dementia, depressive symptom 

trajectories could be associated 

with Alzheimer’s disease 

biomarkers. This study estimates 

28-year-depressive symptom 

trajectories and examines whether 

any trajectory is associated with 

increased levels of plasma 

phosphorylated tau-217 (p-tau217).

The participants (n=554) are from 

the older Finnish Twin Cohort4 

study with up to three waves of 

depressive symptom assessments 

in 1990, 2011-2017 and 2023. 

Exclusion criteria for the study 

were a history of major 

neurological diseases (including 

dementia) or psychiatric disorders 

assessed in 2023. 

Participants were on average 76 

years old at the 2023 study visit 

with a mean of 28.6 years of 

follow-up. A three-class trajectory 

solution based on age fit the data 

best with good class separation. 

The classes reflected stable, 

slightly increasing and markedly 

decreasing depressive symptom 

trajectories, respectively. 

Plasma p-tau217 was quantified 

with the ALZpath Simoa pTau-217 

v2 Assay Kit in January 2024. 

Depressive symptoms had right-

skewed distributions and were 

assessed with different rating 

scales: Beck Depression Inventory 

in 1990, and 20- and 8-item 

versions of the Center for 

Epidemiological Studies-

Depression scale in 2011-217 and 

2023, respectively. Therefore, 

depression sum scores were Yeo-

Johnson-transformed and 

standardized for each study visit. 

Trajectories were estimated with 

the lcmm package5 using R. 

Associations of latent classes with 

p-tau217 were investigated after 

adjusting for covariates measured 

at the time of blood draw for p-

tau217 (age, sex, APOE ε4 

carriership, body mass index, 

smoking and antidepressant use) 

using linear regression. Regression 

analyses were weighted by each 

participant’s likelihood of belonging 

to each latent class and cluster-

robust standard errors were used 

to account for data clustering 

(twins within families).

None of the depressive symptom 

classes showed statistically 

significant associations with p-

tau217 in covariate-adjusted 

models.

This study found distinct 

depressive symptom trajectories 

from midlife to old age, however, 

there were no differences between 

trajectory-based classes in p-

tau217. 

This finding contrasts with previous 

studies using dementia as the 

outcome and may relate to most 

participants experiencing stable 

depressive symptom trajectories 

across the follow-up.
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1. Three depressive symptom trajectories from midlife to old age were identified in cognitively unimpaired older Finnish Twin  Cohort 
participants

2. We found no statistically significant associations between depressive symptom trajectories and increased plasma p-tau217
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