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Chronic di (CVD), mainly due to reflux
or, sometimes, {o venous outflow obstruction, produces a
mlcruclmulatory nverload Ieading to lhe impairment of

1ag prlmarily ona

major | i r called t 1 pres-

sure [TMP]. TMP ia Ine'r\e.md in patients affected by CVD,

and, ] Iy, faci-

1i l.he beginni Df the infl de. Increa-

sed mdetmnines red blood cell ntnvmtiun and cllher
dermal b iderin d or iron L

deposits are readily visible in the legs ol'a]] patients nl‘l'ec—
ted by severe CVD. Local I.mnmrloaﬂouuldgenmtefm
of

radicals or i lytic hyp
proteinases (MMPs) andfo‘r late tissue inhibitors
of MMPs. These negative effects are pmlcularly evident in
carriers. of the common HFE gene's mutnliom c282Y and
H63D, b intracellular iron dep of
macrophages have less stability than those of the wild type,
inducing a significant oxidative stress. It has been demon-
d that such genetic variants i the risk of ulcers
and advance the age of ulcer onset, respectively. The iron-
dependent vision ol'inﬂammal.ion in CVD paves the way to
new t P str includi lhe deliberale indm:-
tion of iron defici asa
ling and/or recurrent venous leg ulcers. The I.nl'l.ammamq'
cascade in CVD shares several aspects with that activated
in the course nf multiple sclerosis, an inflammatory and
& di of u.nknnwn origin in which the
impai of bral has
been recently demonstrated.
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Impaired venous drainage of the lower extrem-
ities, mainly due to venous reflux or, sometimes,
to venous outflow obstruction, determines a cas-
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cade of pathologic events clinically graded by the
clinical class (C) of the CEAP classification of
chronic venous disease (CVD).! Varicose veins is
the more frequent clinical sign, class C2; when
edema complicates varicose veins, the clinical pic-
ture is graded as C3 and when pigmentation, lipo-
dermatosclerosis and other skin changes occur
they are classified as C4. A small, but significant,
number of the affected patients will develop venous
ulcers, whose overall prevalence in Western coun-
tries is between 1% and 2% with an estimated cost
only for medication of about § 1 billion/year in
the United States and of 14% of the National
Health Service (NHS) costs in the United King-
dom.!? Healed ulcer is graded as C5 and active
ulcer as C6.2.6-10

Venous function of the lower limbs is a difficult
entity to quantify. Many tests have been developed
in an attempt to separate normal from abnormal
function, including ambulatory venous pressure
(AVP), foot volumetry, photoplethysmography and
air plethysmography. Unfortunately, none of these
methods can completely separate patients and
limbs by clinical severity of the disease.5. !

The decrease in venous pressure occurring dur-
ing exercise represents the functional reserve of
the venous system of the lower limbs and closely
correlates with the clinical class of chronic venous
insufficiency. Although some overlap exists
between AVP values obtained in either healthy or
insufficient veins of the lower limbs, such a mea-
sure is widely considered the gold standard in the
evaluation of venous function.!1-13

Another limitation of AVP is represented by its
invasiveness: we believe that an ideal test should
be non invasive and easily repeatable. For this rea-
son, in clinical practice air plethysmography
became more and more popular.!4-16
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