amia; Increased or decreased Innate
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The mechanisms of immune reversal: PPARs are known to suppress
inflammation and enhance wound healing. Epidermal injuries enhance
PPAR expression and PPARs have a protective role in metabolic syndrome.
Testosterone, an aggression hormone, Is generally considered
iImmunosuppressive and anti-inflammatory but it enhances inflammation
in cutaneous wounds. Whereas local chemokines increase chemotactic
movement of immune cells, systemic chemokines decrease it.

A tale of two hypotheses:

| | -Thrifty gene hypothesis: if starvation and infection challenges co-
chemokine levels gradient occured during hunter gatherer life, thrifty genotype and infection
2lls using diffusion kinetics. resistant genotype may have co-evolved.

-Immune reversal hypothesis: On adapting a ‘diplomat’ lifestyle the
Immune system should retract from the periphery since the chances of
actant epidermal injuries are reduced. Raised systemic levels of chemokines
decrease peripheral innate immunity.

Evidence

~-SKin infections are more common in obesity and metabolic syndrome.
-linear and highly concave -Negative association between skin allergies and diabetes.
yual to the distance between ~Ashiftin immune cell distribution. Monocyte-macrophage density more
erence needed by a cell to In adipose tissue and blood vessels and less in peripheral tissue.

t volume' for cell recruitment.
yortion of X and larger the
Of cells.

The threshold rises with the basal levels of chemokine.

There I1s a non-linear decrease Iin catchment volume such that when
threshold is small even small increment in it causes large decrement in
catchment volume and vice versa. Therefore a small rise in basal levels
can cause substantial reduction in cell infiltration.

Why signaling by fat??

Fat accumulaton being a sign of lifestyle and behavioral change, it is
the right kind of tissue to bring about redistribution immune system.
Having sufficient stored energy reduced the need for food related
aggression and thereby reduced injury-proneness.

Conclusions:

-Hypercytokinemia may have evolved as a mechanism of disinvestment
In peripheral immunity. Behavioral intervention involving aggression

JE="0'd and injury-proneness may reverse the condition.
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