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Hot Of f  the Press 

In atherosclerosis, the t ransit ion f rom stable plaque to 
an unstable plaque is associated with signif icant  cel l  
death and the accumulat ion of  dead cel ls and debris in 
the necrot ic core (1). Considerable research has 
focused on approaches to inhibit ing the cel l  death 
seen in atherosclerosis for therapy, however 
increasingly there is an appreciat ion for the role of  
fai led clearance of  the dead cel ls in the necrot ic core. 

The clearance of dead/dying cells in the body is 
accomplished through a process termed efferocytosis 
(from the Latin efferre, meaning ?to take to the grave?) 
(2) This is largely performed by phagocytic cells such as 
macrophages, although non-phagocytic cells such as 
endothelial cells also contribute. Crit ically, 
efferocytosis requires the presence of ?eat me? signals 
(i.e. the presence of phosphatidylserine) to distinguish 
dead from living cells (2). 

In a manuscript published late last year, Kojima and 
colleagues provide new insights into the process of 
efferocytosis in atherosclerosis and identify a novel 
dysregulated pathway which causes deficient 
efferocytosis, ult imately contributing to increased 
necrotic core development (3). 

The authors report a TNF-alpha dependent 
upregulation of the transmembrane protein CD47 in 
atherosclerotic plaques and provide evidence that 
CD47 serves as a ?don?t eat me? signal preventing 
eff icient efferocytosis. Using several well-established 
mouse models of atherosclerosis they subsequently 
showed that administration of a CD47 antibody could 
restore eff icient efferocytosis and that this was 
associated with smaller atherosclerotic plaques. The 
authors conclude that pro-efferocytic approaches may 
be a new avenue for the treatment of atherosclerosis. 

The work presented by Kojima and colleagues is exciting 
and many questions arise from this work. Do other ?don?t 
eat me? signals contribute to atherosclerosis? At what 
stages in plaque development are these ?don?t eat me? 
signals activated? Is this activation unique to unstable 
plaques, or do all plaques activate CD47? Finally, if  the 
process ultimately results in accelerated plaque rupture, 
why produce a ?don?t eat me? signal in the f irst place? Is 
there some long term benefit to impaired efferocytosis 
that is not fully appreciated in the present study? 

Another consideration with respect to translation of this 
work is the use of anti-CD47 antibodies as therapy. The 
majority of dead/dying cells in an atherosclerotic plaque 
are underneath the f ibrous core. To access these cells (and 
their ?don?t eat me? signals) an antibody would have to 
penetrate this f ibrous core. While the endothelium does 
not represent an absolute barrier to antibodies, it does 
serve to limit t issue access 4. It is noted that the authors 
provide evidence that the CD47 antibodies accumulate in 
the vasculature of atherosclerotic mice, however it is 
possible that the full benefit of this approach is not 
realized due to the limited access of the antibody. I 
wonder if  alternative approaches (i.e. drug/small molecule 
inhibitors or genetic approaches) may prove more 
successful in acting on this newly identif ied pathway.  
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