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Trancevski summarised the results as 
follows: “These opposite effects in depend-
ence of dosages are pointing to two differ-
ent scenarios of regulation. On the one 
hand, stimulatory effects of 0.5 mmol/l As-
pirin as well as of fenofibrate [the PPAR-α 
activator] were not accompanied by chang-
es in SR-BI mRNA levels, respectively. On 
the other hand, 5 mmol/l Aspirin treatment 
of primary human macrophages resulted 
in markedly decreased levels of both SR-
BI protein and mRNA. This was accompa-
nied by a decrease in PPAR-α protein con-
centration, suggesting a yet unknown ef-
fect of highly concentrated Aspirin on the 
expression of proteins involved in lipopro-
tein metabolism.”

Chasing the unknown...
“Yet unknown effect”: a good reason to 

hang in there. SR-BI has been shown to be 
post-transcriptionally regulated in murine 
liver cells and Trancevski’s results suggest 

a similar scenario in human macrophag-
es undergoing low dose Aspirin treatment. 
Unfortunately, the regulating factor re-
sponsible for post-transcriptional up-reg-
ulation of SR-BI could not be defined. Plau-
sibly, Aspirin could influence SR-BI protein 
stability in a PPAR-α-independent manner 
via an unknown protein. One possible can-
didate could be a target of NF-kB, since its 
activity was increased upon low dose As-
pirin treatment. Moreover, it is involved in 
numerous signalling cascades in athero-
genesis and in the initiation of foam cell 
formation. But this is pure speculation.

...by thorough speculation
Meanwhile, Andreas Ritsch and his 

group could try some tests in vivo in a clin-
ical study. It seems very probable that hu-
man patients using therapeutic Aspirin ex-
press more SR-BI in atherosclerotic plaques 
as well. But this is an entirely different sto-
ry…                    Daniela Kaulfus

One fine day in the lab... by Leonid Schneider

 WHAT?!! Nothing wrong ?!! 
Healthy ?!! I spent five years making
           this damn knockout mouse!!!

Congratulations! Nothing wrong with your pet. 
It’s as healthy as a mouse can be!
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