
KEY TAKE-AWAY: APOE4 reduces endothelial VEGFR2 signaling, driving vascular dysfunction and white matter injury; VEGFR2 

represents a promising therapeutic target. 
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P2-05Unravelling The Role Of APOE4 In Vascular Dysfunction

✓ APOE4 causes endothelial 

dysfunction across species. 

✓ Endothelial dysfunction 

precedes measurable vascular 

abnormalities on MRI.

✓ Vascular dysfunction precedes 

hippocampal-thalamic white 

matter injury. 

✓ VEGFR2 signalling is a 

conserved node and promising 

therapeutic target. 

INTRODUCTION

• APOE4 is the strongest common 

genetic risk factor for Alzheimer's 

disease.

• APOE4 impairs cerebrovascular 

function and BBB integrity 

independent of amyloid. 

• Mechanisms linking APOE4 to white 

matter injury remain unclear.

CENTRAL HYPOTHESIS: APOE4 impairs 

endothelial VEGFR2 signalling, initiating 

progressive vascular dysfunction that precedes 

white matter injury.

KEY TAKEAWAYS

STUDY DESIGN
2. APOE4 REMODELS ENDOTHELIAL 

METABOLISM
1. APOE4 IMPAIRS ENDOTHELIAL 

VEGFR2 SIGNALING

ACKNOWLEDGEMENTS

UK DRI Proteomics Platform (Dundee)

AMP-AD and MSS2 study teams

Abbreviations: ASL, arterial spin labelling; DCE, dynamic 

contrast-enhanced MRI; DTI, diffusion tensor imaging; FA, 

fractional anisotropy, NAC, N-acetylcysteine.

Data from: APOE3 and APOE4 knock-in mouse models 

(3-12 months) and human cohorts (AMP-AD, MSS2)
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