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To Dr. Li,

Inflammation plays a crucial role in atherosclerosis. Apolipoprotein-
A-1V has anti-inflammatory and likely anti-atherosclerotic effects [1].
Inflammasomes activation contributes to the vascular inflammatory
response driving to atherosclerosis development and progression [2].
Peng ] et al. have posed as hypothesis that apolipoprotein-A-IV may
reduce inflammation acting on NLRP3/IL-1-pathway. However, this
need to be further clarified.

The association between inflammation-atherosclerosis has widened
way for new therapeutic approaches. The CANTOS trial has demon-
strated that canakinumab reduces the risk of cardiovascular events
in patients with residual inflammatory risk [3]. In contrast, in CIRT
trial methotrexate has not been proved to decrease IL-1-p, IL-6 or
C-reactive-protein either cardiovascular events [4]. Due to CIRT's
patients presented C-reactive-protein within the normal range, it is
feasible that inflammation inhibition may only slow down atherosclero-
sis in a persistent pro-inflammatory response. We have previously
reported that methotrexate inhibits the development of atherosclerotic
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lesions. So maybe, the ability of methotrexate to reduce inflammation
depends on previous inflammatory state. A novel oral NLRP3-inhibitor
has already demonstrated to reduce atherosclerotic lesions [5].

These therapeutic targets represent an advance for treatment of
cardiovascular diseases. However, the investigation upon the inhibition
of the NLRP1 inflammasome also merits consideration. Previous
researches have elucidated the role of NLRP1 in the endothelial dysfunc-
tion [2]. Therefore, assuming it as a potential successfully anti-
atherosclerotic therapeutic approach and that we might be in front of
anovel therapeutic approach for atherosclerosis it should be considered
the study of several new drug effects on NLRP1 as a worthy research-
path to be carried out.
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