medical treatment of CAD (Chap. 273). In particular, vasodilators as
a class have not proved to be beneficial. During exercise, peripheral
vasodilation occurs distal to sites of significant arterial stenoses. As
a result, perfusion pressure falls, often to levels lower than those
generated in the interstitial tissue by the exercising muscle. Drugs
such as a-adrenergic blocking agents, calcium channel antagonists,
and other vasodilators have not been shown to be effective in
patients with PAD.

Cilostazol, a phosphodiesterase inhibitor with vasodilator and
antiplatelet properties, increases claudication distance by 40-60%
and improves measures of quality of life. The mechanism of action
accounting for its beneficial effects is not known. Pentoxifylline, a
substituted xanthine derivative, increases blood flow to the
microcirculation and enhances tissue oxygenation. Although several
placebo-controlled studies have found that pentoxifylline modestly
increases the duration of exercise, its efficacy has not been
confirmed in other clinical trials. Statins appeared effective for
treatment of intermittent claudication in initial clinical trials, but more
studies are needed to confirm the efficacy of this class of drugs.

There is no definitive medical therapy for critical limb ischemia.
Vasodilator prostaglandins are not effective in relieving symptoms
or preventing limb loss. Enthusiasm for therapy with angiogenic
growth factors abated when clinical trials of intramuscular gene
transfer of DNA encoding vascular endothelial growth factor,
fibroblast growth factor, hepatocyte growth factor, or hypoxia-
inducible factor 1a failed to demonstrate improvement in symptoms
or outcomes in patients with intermittent claudication or critical limb
ischemia. Most clinical trials of bone marrow—derived vascular
progenitor cells to promote angiogenesis and preserve limb viability
in patients with critical limb ischemia have failed to demonstrate
benefit, although a meta-analysis of these trials suggested a
modest reduction in the risk of amputation.

REVASCULARIZATION

Revascularization procedures, including catheter-based and
surgical interventions, are usually indicated for patients with
disabling, progressive, or severe symptoms of intermittent



