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Dear Editor:

The costimulatory CD40-CD40L receptor/ligand dyad is a well-
known driver of atherosclerosis and other chronic inflammatory dis-
eases [1]. However, long-term inhibition of CD40 or CD40L results in im-
mune suppression and/or thromboembolic events, and is therefore not
feasible as a therapy [2].

Upon activation, CD40 can recruit tumor necrosis factor receptor-
associated factors (TRAFs) to elicit intracellular signaling [3]. The C-
terminal tail of CD40 has a distal binding site that can bind TRAF2,
TRAF3, and TRAF5, and a proximal binding site for TRAF6. Genetic site
mutation study showed that the beneficial effects of targeting CD40 in
inflammatory disease such as atherosclerosis can be attribute to the
blockage of CD40-TRAF6 interaction, and the immune suppression ef-
fects is attributed to the blockage of the CD40-TRAF2/3/5 interaction
[3,4]. Therefore, targeting specifically to the CD40-TRAF6 pathway
could be a better strategy in inflammatory diseases without disturbing
the CD40-associated immunity [3].

Very recently, targeting CD40-TRAF6 pathway by small molecule in-
hibitors was further demonstrated to reduce adverse cardiac remodel-
ing in pressure overload-induced heart failure (HF) which is published
in international journal of cardiology [5]. In this study, inhibition of
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CD40-TRAF6 interaction improved cardiac function and structural re-
modeling in TAC-induced HF mice model, which is associated with a re-
duction in macrophage and T-cells influx in the myocardium [5]. These
results indicated a pathogenic role of CD40-TRAF6 signaling in patho-
logical cardiac conditions by recruiting immune cells and inflammatory
cells into myocardium.

Taken together, these studies demonstrated that targeting CD40-
TRAF6 interaction will be a potential strategy in the prevention and
treatment of cardiovascular diseases.
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