Hepatic macrophage activation is associated with adipose tissue insulin resistance
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circulating/hepatic macrophages activation
markers and liver damage in 40 non-diabetic
patients with biopsy-proven NAFLD.

METHODS

Soluble CD163 (sCD163), a marker of
macrophages activation, was measured by an
iIn-house sandwich ELISA

AT-IR was calculated in two ways:

AT-IR1 = Ra Glycerol x Fasting Plasma Insulin
AT-IR2 = FFAs x Fasting Plasma Insulin

The infusion of [?H:]glycerol was used to
evaluate glycerol Rate of Appearance (Ra) and
lipolysis.

The hepatic expression of CD163, ADAM-17 and
TNF-a were assessed by gPCR using a CFX96
real-time instrument (Bio-Rad).

Liver histology was scored according to Kleiner
classification.

RESULTS

Clinical, biochemical and histological

characteristics of NAFLD patients are reported in
Table 1.

sCD163 plasma levels and AT-IR increased proportionally to
the amount of hepatic fat (liver biopsy) (Figure 1A-B). Both

circulating sCD163 and the degree of AT-IR were
significantly higher in NAFLD subjects with F2/F3 fibrosis

compared to FO-F1 patients (Figure 1C & 1D).
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The hepatic expression of TNF-alpha was significantly higher in NAFLD subjects with steatosis
233% (Figure 3A) and associated with hepatic fat content (rs=0.6, p=0.005). Both circulating
sCD163 and the degree of AT-IR1 (Figure 3B & 3C) were related with TNF-alpha espression in the
liver.
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CONCLUSIONS

Our data support the hypothesis that in NAFLD patients hepatic macrophages activation
may be directly stimulated by an increased flux of FFA due to AT-IR.
Despite the small size of the study cohort, these results highlight a direct pathway

among IR, dysfunctional adipose tissue and liver damage.
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