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Non-surgical Model of Regression

Basic goal: significant lowering of LDL-C after 
plaques form to simulate aggressive lipid 
management

Two approaches: 

Reversa mouse: a genetic switch that shuts off 
VLDL/LDL production conditionally

LDLR-/- mice treated with adenoviral LDLR



Regression model - Reversa mouse 
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Lieu et al. Circulation 2003 



Cholesterol levels
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Glucose levels
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FPLC from Reversa mice
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Lipid levels are similar between 
control and STZ mice

Experimental Design



Morphometric Results
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Morphometric Results

Aortic Root Plaque Size
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Hyperglycemia impairs the polarization of macrophages 
during regression to the anti-inflammatory M2 state

IL10
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Similar results (to date) with LDLR-adenoviral and surgical approaches



A Systems Biological Approach to Regression 
and its Dysregulation by Hyperglycemia

w/Liz Gold, Steve Ramsey, Alan Aderem, Institute for Systems Biology, Seattle



Other goal: an inducible hAR mouse
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