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APOE-isoforms control pathogenic subretinal inflammation in 1 

age related macular degeneration. 2 
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53 

The understanding of how genetic predisposing factors, that play a major role in AMD, 54 

participate in its pathogenesis is an important clue to decipher the patho-mechanism and 55 

develop efficient therapies. In this study, we used transgenic, targeted replacement mice that 56 

carry the three human APOE-isoform-defining sequences at the mouse APOE chromosomal 57 

location and express the human APOE-isoforms. Our study is the first to show how APOE2 58 

provokes and APOE4 inhibits the cardinal AMD features, inflammation, degeneration and 59 

exaggerated neovascularization. Our findings reflect the clinical association of the genetic 60 

predisposition that was recently confirmed in a major pooled analysis. They emphasize the 61 

role of APOE in inflammation and inflammation in AMD. 62 
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The APOE2 allele leads to age- and stress-related subretinal MP accumulation, retinal 177 
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Figure 3: IIRC-inhibition reduces subretinal MP accumulation and choroidal 257 
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596 

Figure 1 : The APOE2 allele leads to age- and stress-related subretinal MP accumulation, 597 
retinal degeneration, and exacerbated choroidal neovascularization  598 
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Figure 2: The APOE2-allele increases APOE levels in the eye and APOE transcription and 623 
IIRC activation in MPs. 624 
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Figure 3: IIRC-inhibition reduces subretinal MP accumulation and choroidal 660 
neovascularization in TRE2-mice in vivo. 661 
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Figure 4: The APOE4-allele protects APOE-overexpressing Cx3cr1GFP/GFPmice from 670 
subretinal MP accumulation, retinal degeneration and exacerbated choroidal neovascularization. 671 
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Figure 5: The APOE4-allele decreases ocular APOE levels in  GFPmice and 693 
activates the IIRC inefficiently.694 
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