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In the last four years several studies have been conducted and many articles have been published on the possible
role of venous insufficiency in multiple sclerosis (MS). 
In a preliminary study, published in 2007 by Zamboni et al., 89 MS patients and 60 healthy subjects were investigat-
ed using the transcranial color-coded duplex sonography technique and it was found that hemodynamic alterations of
brain venous drainage were significantly more frequent in MS patients than in controls (1). 
Zamboni et al. (2) continued their research and in a later study, they investigated 65 MS patients and 235 controls us-
ing transcranial and extracranial color Doppler and selective extracranial venography targeting the internal jugular and
azygos veins. They found that all MS patients had evidence of multiple extracranial venous stenosis compared with
the stenosis-free controls. This functional and/or anatomical venous abnormality defined by the presence of at least
two of five Doppler criteria was named chronic cerebrospinal venous insufficiency (CCSVI). CCSVI is characterised
by multiple stenoses of the extracranial venous drainage pathways, i.e. the internal jugular veins and the azygos
veins, with flow alterations and collateral formation. A consequent failure of the blood-brain barrier and CNS accumu-
lation of iron have been postulated, which could trigger and maintain the autoimmune cascade in MS (1-3). 
Quickly, the news of a ‘new theory’ on MS etiology, implying possible therapeutic ‘liberation’ interventions, spread from
the scientific context to patient organisations and to the general public. Websites, Facebook pages, blogs and other
social network media promoted the venous theory. Thousands of MS patients worldwide were submitted to venous
angioplasty outside controlled scientific contexts and before the actual prevalence and the biological meaning of
CCSVI had been clearly established. 
Over the past couple of years, several groups have published further research into CCSVI, the results of their stud-
ies showing considerable discrepancies and significant differences in the prevalence of CCSVI between MS patients
and controls (4-9). 
The high prevalence of CCSVI in MS patients observed by Zamboni and colleagues has been confirmed by other in-
dependent groups (4-6), but at the same time, several other authors were unable to document the presence of ex-
tracranial venous stenosis using the same or other methodologies (7-9). As a result, currently there is not even a gen-
eral consensus on the actual existence of the phenomenon. Unfortunately, even part of the scientific community
seemed, on occasions, to abandon the lay position and divided, in a rather fideistic manner, into ‘pro-CCSVI’ and ‘an-
ti-CCSVI ‘factions.
Recently, we had the opportunity to perform an international multicenter study on CCSVI, collecting the largest sam-
ple of MS patients yet published (10). Despite great between-center differences in CCSVI figures (suggesting that as-
sessing techniques should be improved), we found consistent associations between CCSVI and MS phenotype. The
type of associations found (older age at onset and greater disease severity in CCSVI-positive subjects) suggested to
us that CCSVI may act on MS as a ‘risk factor’ in a multifactorial causal relationship.
Recently, different studies have demonstrated the presence of significant associations between extracerebral abnor-
mal venous flow and other neurological disorders, including transient global amnesia (11-13), transient blindness (14),
cough headache, exertional headache (15), and idiopathic intracranial hypertension (16). However, most physicians
do not assign practical importance to the cerebral venous circulation, probably due to poor knowledge of the venous
system, its great anatomical variability and the consequences of its malfunction. It is easy ‘to forget’ the venous sys-
tem, as disturbances of arterial blood supply and cerebrospinal fluid circulation are considered more clinically rele-
vant.
It goes without saying that it falls to the medical community to answer, in a rigorous scientific way, the questions cur-
rently posed by MS patients, but the influence of extracerebral abnormal venous flow on disease risk and evolution
must be explored not only in multiple sclerosis but also in other neurological disorders.
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