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The authors investigated atherosclerotic plaque formation in Ldlr”~ mice with
haematopoietic or global TREM2 deficiency, demonstrating increased necrotic core
formation independently of lesion size, macrophage content and systemic lipid levels
particularly at earlier and intermediate disease stages. In line with the observed
increased necrotic core formation indicative of the accumulation of dying cells, the
team find impaired cellular survival upon cholesterol loading and reduced primary
and continuous efferocytotic capacities of TREM2-deficient macrophages in in vitro
assays.

Importantly, they provide evidence that treatment with an agonistic antibody against
TREM2, 4D9, limits necrotic core formation in Ldlr~ mice, suggesting that TREM2
agonism could be a promising therapeutic strategy.

Finally, the team also measured the levels of soluble TREM2 (sTREMZ2) in the serum
of patients enrolled in a prospective clinical cohort who underwent carotid duplex
ultrasound at multiple timepoints, revealing that elevated sTREMZ2 levels were
associated with an increased risk of plaque progression in clinical setting.

In summary, the present paper suggests that activating TREM2 protects from necrotic
core formation by avoiding foam cell death and enhancing efferocytosis, indicating
that this pathway represents a putative therapeutic target to enhance plaque stability.
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