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“Inflammatory skin march”: IL-1-mediated
skin inflammation, atopic dermatitis, and pso-
riasis to cardiovascular events

To the Editor:

Recently, Silverberg and Greenland' declared the increased
risk for cardiovascular events in adult patients with severe
eczema, emphasizing the importance of more aggressive inter-
ventions for eczema. The itching affects the whole body in pa-
tients with severe atopic dermatitis (AD) and induces intensive
scratching of the skin lesions. The skin damaged by scratching
and eczematous inflammation releases a massive amount of the
proinflammatory cytokines stored in the epidermis into the sys-
temic circulation targeting the distant organs. Experimentally, a
mouse model continually discharging IL-1s from the eczematous
skin lesions represents the systemic sclerotic changes of the ar-
teries, and these organ involvements were dramatically amelio-
rated by combination treatment with anti-IL-la- and anti—
IL-1B-neutralizing antibodies or in IL-la— and IL-1{3—double-
knockout mice.” The inflammatory mice exhibited aberrant
vascular wall remodeling from the aorta to the arteries of the
limb and tail close to the human arteriosclerosis obliterans. In
psoriasis, the keratinocyte-derived cytokines have been specu-
lated as the causable factors for the “psoriatic march” resulting
in myocardial infarction.” IL-1s are major inflammatory cyto-
kines from both AD and psoriasis skin lesions. We propose a
concept of “Epidermal IL-1 march” modified from the diagram
by Boehncke et al® (Fi g 1). Patients with psoriasis persistently
exposed to higher levels of IL-1s have a risk for arteriosclerosis.
Interestingly, this mouse arteriosclerosis lacks the atheroma pla-
que that is a source of the inflammatory cytokines in arterioscle-
rosis. However, this model has the skin lesion as an aberrant
source of IL-1s. Because of the increase in the cerebrovascular
disease mortality in patients with psoriasis,” we modified a part
of the diagram (Fig 1). The current epidermal IL-1 march concept
strongly supports the idea that overproduced IL-1s contribute to
the increased risk for cardiovascular events in severe AD.

In contrast to TNF-a, IL-1s are dual targets and tough to
domesticate. However, anti—IL-1s therapy provides new insights
into the systemic diseases as well as severe inflammatory skin
diseases.
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FIG 1. The concept of inflammatory skin march modified from the diagram
by Boehncke et al.® The spilled-over IL-1s from the inflamed skin including
AD and psoriasis streamed into the systemic circulation, thereby causing
sclerotic change, but atheroma plaques were undetected in the inflamma-
tory model. Also, in patients with psoriasis, the risk for cerebrovascular dis-
ease mortality is increased; therefore, we modified a part of the diagram.
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