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CELL

PLATELETS

NEUTROPHIL

GRANULOCYTE MONOCYTE

GC

cGMP

Ca++

ACh

ATP, ADP BK Shear stress

L-arginine,
NADPH, FAD, BH4

NO
.NO

.

Platelets
Mononuclear cells

- inhibition of cell adhesion
and activation

NORMOGLYCEMIA

Endothelial cell

- normal metabolic state
- normal function
- production of NO from eNOS
- maintenance of antithrombotic
surface

Smooth muscle cell

- maintenance of vasodilatory tone
- prevention of vasospasm
- inhibition of cell proliferation

NO
.

eNOS
iNOS (?)

SMOOTH

MUSCLE

CELLS

ENDOTHELIAL

CELL

PLATELETS
NEUTROPHIL

GRANULOCYTES

MONOCYTES

GC

cGMP

DNA damage

PARP activation

poly-ADP-
ribosylated

proteins

ATP

NAD+

H O2 2

OH
NO

.

ONOO-

O2-

Mitochondria

.

NAD/
NADPH
oxidase

NADPH

AGEs

NO
-

ICAM-1

Aldose
reductase

MONOCYTE

Platelets
Mononuclear cells

- enhanced cell adhesion
and activation

Endothelial cell

- increased oxidant production
- oxidative and nitrosative damage
- proinflammatory gene expression
- metabolic suppression
- loss of NO production
- impairment of endothelial functions
- loss of antithrombotic barrier

Smooth muscle cell

- loss of vasodilatory tone
- risk of vasospasm
- mononuclear cell infiltration
- smooth muscle proliferation

HYPERGLYCEMIA
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