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Microglia mediate neuroinflammation in AD, but their relationship with tau pathology remains unclear. We used 
chronic CSF1R inhibition to deplete microglia in APP+PS1 mice with timed delivery of hP301L tau (APP+PS1
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METHODS

Start PLX5622 or 
Ctrl Chow 

1mo post-AAV 

APP + PS1*APP + PS1*

AAV-PHP.B.10-P301L-tauAAV-PHP.B.10-P301L-tau

*Untreated nontransgenic (NTg) mice also included as 
control for some outcome measures

1mo post-AAV 1mo post-AAV 

15 Mos Old

Measure BW & Chow Consumption Weekly

Cognitive 
Assessment

APP + PS1*
11 Mos Old

Sacrifice/
collect tissue

ELISA

● Aβ
● Tau

IHCIHC
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1) Chronic CSF1R inhibition modestly reduces 
hippocampal pTau and cortical plaque burden

2) Chronic inhibition partially rescues 
the APP+PS1TAU behavioral phenotype 

3) Chronic CSF1R inhibition depletes Tmem119+ homeostatic microglia and Clec7a+ disease-
associated microglia (DAM) more robustly than cells labeled by broader myeloid markers 4) Depletion-resistant Mac-2+/

Iba1- cells near plaques may 
reflect peripheral macrophage 

infiltration

CONCLUSIONS
Microglial response to plaque 
pathology may contribute to 

downstream p-tau accumulation
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Depletion yields mild functional 
improvement via regional 
reductions in pathology
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Microglial subtypes have 
differential therapeutic 

vulnerability
Homeostatic microglia and DAM 

are more sensitive to chronic 
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CSF1R inhibition than total 
Iba1+ and plaque-associated 

Mac-2 cell populations
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Chronic depletion may 
promote peripheral 

infiltration
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