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Is NO the only answer ?



« THE RESULTS INDICATE THAT
FUNCTIONAL COUPLING BETWEEN
ENDOTHELIAL CELLS AND THE ARTERIAL
MEDIA INVOLVES AT LEAST THREE
DIFFERENT PATHWAYS, TWO OF WHICH
DEPEND ON THE METABOLISM OF THE
FATTY ACID ».

J.G. De Mey, M. Claeys and P.M. Vanhoutte
JPET, 222 : 166, 1982
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EYOLUTON...



Lipocalin-2

« 25kDa pro-inflammatory
glycoprotein

e T1in obese mice and humans

» |by rosiglitazone

* In humans, lipocalin-2 1s
positively associated with
several parameters of the
metabolic syndrome [adiposity,
hypertriglyceridemia,
hyperglycemia, insulin
resistance index], and the levels
of the inflammatory marker, C-

reactive protein. [Wang et al.
(2007) Clin. Chem 53: 34-41]

Cole et al. (1999) J Mol Biol 289(1):139-57
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Relaxations to acetylcholine in mouse aortae
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Elevated cytoplasmic detection of [3-galactosidase in
regenerated endothelial cells (P1)
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Regenerate to be old...
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Figure 2A
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Downregulation of genes in regenerated endothelial cells
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Upregulation of genes in regenerated endothelial cells
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Cell proliferation Telomerase activity
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MRNA expression, protein presence of eNOS, cyclic GMP levels under basal
conditions and upon stimulation with bradykinin (BK; 10°M) and A23187 (10-°M)
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Similar expression of genes in cultures derived from regenerated endothelial
cells (Reg) and senescent endothelial cells (P4) compared to the young cells
(P1)
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Differential expression of genes in cultures derived from regenerated
endothelial cells (Reg) and senescent endothelial cells (P4) compared to the
young cells (P1)
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Regenerate in vivo to be old...



A-FABP and atherosclerosis (1)

Lack of macrophage fatty-acid-binding protein aP2 protects
mice deficient in apolipoprotein E against atherosclerosis

LizA MAKOWSKI', JEFFREY B. BOORD?, KAZUHISA MAEDA!, VLADIMIR R. BABAEV?,
K. TEOMAN UYsSAL', MAUREEN A. MORGAN®, REX A. PARKER®, JILL SUTTLES®, SERGIO FAZIO®™?,
GOKHAN S, HOoTAMISLIGIL! & MACRAE F. LiNTON™*

Makowski L; Nature Medicine, 2001



Identification of A-FABP in mouse aortae by quantitative RT-
PCR, immunohistochemical and immunofluorescent staining
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Relaxations in aortae (with endothelium) of18 weeks old ApoE-/- mice treated with BMS309403 (15
mg/kg/day; ApoE-BMS) or vehicle for six weeks. Effect of pertussis toxin (PTX; 400ng/ml)
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