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Investigate whether neuroinflammatory markers are
associated with depressive and anxiety symptoms in a
sex-dependent manner in the context of AD

50 cognitively unimpaired and 30 cognitively impaired
individuals

Scanned with amyloid-β-PET ([¹⁸F]AZD4694) and
tau-PET ([¹⁸F]MK6240)

Plasma glial fibrillary acidic protein (GFAP), and CSF
soluble triggering receptor expressed on myeloid cells
2 (sTREM2) assessments

Associations examined using multiple linear
regression models
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Depressive and anxiety symptoms evaluated using
the Geriatric Depression Scale (GDS-30) and the
Generalized Anxiety Disorder-7 (GAD-7)

Higher anxiety was positively associated with CSF
sTREM2 in a sex-dependent manner, with a significant
sTREM2 × male interaction.

There were significant three-way interactions between
amyloid-β:
-GFAP and male sex for depressive symptoms
-sTREM2 and male sex for anxiety
No significant interactions were found in tau-based
models.

In sex-stratified analyses, GFAP was negatively
associated with depressive symptoms in women.
sTREM2 was positively associated with both depression
and anxiety in men.

Conclusions
o Microglial activation (sTREM2) was associated with
greater anxiety and depressive symptoms in males
o Astrocytic reactivity (GFAP) was linked to lower
depressive symptoms in females
o The three-way interactions suggest that these
relationships are further modulated by amyloid-β burden
o Sex-specific neuroinflammatory pathways may:
• link AD pathology to affective symptoms
•highlight the importance of sex in the development of
targeted therapeutic strategies

(A) Linear regression model of the

interaction between Plasma GFAP or

CSF STREM2 per sex predicting

GDS and GAD scores

(B-E) Scatterplot of (B) log(CSF

sTREM2) versus log(GAD), (C)

log(CSF sTREM2) versus log(GDS),

(D) log(Plasma GFAP) versus

log(GAD), and (E) log(Plasma

GFAP) versus log(GDS), stratified by

sex, with fitted regression lines for

each group and the overall sample.

Linear regression model of the interaction between Plasma GFAP or CSF STREM2 with sex predicting GDS and GAD scores

Linear regression model: three-way interactions between Plasma GFAP or CSF STREM2, sex and Aβ or Tau predicting GDS and 
GAD scores


