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∞fi fiÏÂ˜ ÙÈ˜ ¯ÚfiÓÈÂ˜ ÂÈÏo-
Î¤˜ Ùo˘ ™·Î¯·ÚÒ‰Ë ¢È·‚‹ÙË (™¢)
Î·Ì›· ‰ÂÓ ÚoÛ‚¿ÏÏÂÈ ÙfiÛo oÏÏ¿
fiÚÁ·Ó· ‹ Û˘ÛÙ‹Ì·Ù· Ùo˘ ·ÓıÚÒ-
ÈÓo˘ ÛÒÌ·Ùo˜ fiÛo Ë oÌ¿‰· o˘
ÂÚÈÎÏÂ›ÂÙ·È ÛÙoÓ fiÚo «‰È·‚ËÙÈÎ¤˜
ÓÂ˘Úo¿ıÂÈÂ˜». ∏ ÂÈ‰ËÌÈoÏoÁ›·
(ÂÈoÏ·ÛÌfi˜, Â›ÙˆÛË) Î·È Ë
Ê˘ÛÈÎ‹ ÂÍ¤ÏÈÍË ÙˆÓ ÓÂ˘Úo·ıÂÈÒÓ
‰ÂÓ Â›Ó·È Ï‹Úˆ˜ ‰ÈÂ˘ÎÚÈÓÈÛÌ¤ÓÂ˜
ÏfiÁˆ ÙˆÓ oÈÎ›ÏˆÓ ‰È·ÁÓˆÛÙÈÎÒÓ
ÎÚÈÙËÚ›ˆÓ Î·È ÙË˜ ·‰˘Ó·Ì›·˜ ÍÂ-
Î¿ı·Úo˘ oÚÈÛÌo‡ Ùo˘ ÏËı˘ÛÌo‡
ÙˆÓ ·ÛıÂÓÒÓ o˘ ÌÂÏÂÙ‹ıËÎ·Ó ÛÂ
Î¿ıÂ ÂÚÁ·Û›·. øÛÙfiÛo oÈ ÂÈÏo-
Î¤˜ ·˘Ù¤˜ ¯·Ú·ÎÙËÚ›˙oÓÙ·È ·fi
Úoo‰Â˘ÙÈÎ‹ ·ÒÏÂÈ· ÓÂ˘ÚÈÎÒÓ
ÈÓÒÓ o˘ Â›Ó·È ‰˘Ó·ÙfiÓ Ó· ÂÎÙÈÌË-
ıÂ› ÌÂ Ì›· oÈÎÈÏ›· ÌË ·ÈÌ·ÙËÚÒÓ
ÌÂıfi‰ˆÓ ‰ËÏ. ·fi ÌÈ· Î·Ï¿ ‰oÌË-
Ì¤ÓË ÓÂ˘ÚoÏoÁÈÎ‹ ÂÍ¤Ù·ÛË ÌÂ ÙÈ˜
oÛoÙÈÎ¤˜ ·ÈÛıËÙÈÎ¤˜ ‰oÎÈÌ·Û›Â˜
¤ˆ˜ ÙËÓ ÏÂÙoÌÂÚ‹ ËÏÂÎÙÚoÊ˘ÛÈo-
ÏoÁÈÎ‹ ÌÂÏ¤ÙË Î·È ÙÈ˜ ‰oÎÈÌ·Û›Â˜
ÂÏ¤Á¯o˘ ÙË˜ ÏÂÈÙo˘ÚÁ›·˜ Ùo˘ ·˘Ùfi-
ÓoÌo˘ ÓÂ˘ÚÈÎo‡ Û˘ÛÙ‹Ì·Ùo˜ ∞¡™1.
AÓ Î·È ‰ÂÓ ˘¿Ú¯o˘Ó ÛËÌ·ÓÙÈÎ¤˜
‰oÌÈÎ¤˜ ‰È·ÊoÚ¤˜ ÛÙËÓ ÈÛÙoÏoÁÈÎ‹
ÂÍ¤Ù·ÛË ÙˆÓ ÓÂ‡ÚˆÓ ÛÙo˘˜ ‰‡o Ù‡-
o˘˜ Ùo˘ ™·Î¯·ÚÒ‰Ë ¢È·‚‹ÙË, ˘-
¿Ú¯o˘Ó fiÌˆ˜ ÎÏÈÓÈÎ¤˜ ‰È·ÊoÚÔ-

Of all the long-term complica-
tions of diabetes, none effects so
many organs or systems of the hu-
man body as the group of condi-
tions included under the term
“diabetic neuropathies”. The epi-
demiology and natural history of
the neuropathies remain poorly
defined, partly because of variable
diagnostic criteria and the ill-de-
fined patient population studied.
However, they are characterised by
a progressive loss of nerve fibres
that can be assessed non-invasively
by a variety of methods, varying
from a structured neurologic exam
through quantitative sensory te-
sting to detailed electrophysiology
and autonomic function testing1.
Although there are no major stru-
ctural differences in nerve patho-
logy between the two main types of
diabetes, clinical differences do e-
xist: whereas the rare symptomatic
autonomic syndromes usually oc-
cur in long duration Type 1 pati-
ents, the mononeuropathies and
proximal motor neuropathy usual-
ly occur in older Type 2 patients2.

The late sequelae of neuropa-
thy are well recognized3,4 with foot



EÏÏËÓÈÎ¿ ¢È·‚ËÙÔÏÔÁÈÎ¿ XÚÔÓÈÎ¿  17, 1

22

oÈ‹ÛÂÈ˜ ‰ËÏ·‰‹ Ù· Û¿ÓÈ·, ÁÂÓÈÎ¿, Û˘ÌÙÒÌ·Ù· ·-
fi Ùo ∞¡™ ÂÌÊ·Ó›˙oÓÙ·È Û˘¯Ó¿ ÛÂ ™¢ Ù‡o˘ 1 ÌÂ
Ì·ÎÚ¿ ‰È¿ÚÎÂÈ· ÓfiÛÔ˘, ÂÓÒ, oÈ ÌoÓoÓÂ˘Ú›ÙÈ‰Â˜ Î·È
Ë ÂÁÁ‡˜ ÎÈÓËÙÈÎ‹ ÓÂ˘Úo¿ıÂÈ· ÂÌÊ·Ó›˙oÓÙ·È Û˘¯Ó¿
ÛÂ ËÏÈÎÈˆÌ¤Óo˘˜ ·ÛıÂÓÂ›˜ ÌÂ ™¢ Ù‡o˘ 22.

∆· ÙÂÏÈÎ¿ ÛÙ¿‰È· ÙË˜ ÓÂ˘Úo¿ıÂÈ·˜ Â›Ó·È Û·-
ÊÒ˜ Î·ıoÚÈÛÌ¤Ó· ÌÂ Úo‚Ï‹Ì·Ù· ÛÙ· fi‰È· o˘
ÂÚÈÏ·Ì‚¿Óo˘Ó ÂÍ¤ÏÎˆÛË Î·È ·ÚıÚo¿ıÂÈ· Char-
cot Î·È ·ÓÙÈÚoÛˆÂ‡o˘Ó ÙË Û˘ÓËı¤ÛÙÂÚË ·ÈÙ›·
ÓoÛoÎoÌÂÈ·Î‹˜ ÂÚ›ı·Ï„Ë˜ ÛÙo˘˜ ‰È·‚ËÙÈÎo‡˜
·ÛıÂÓÂ›˜ ÛÙo ‰˘ÙÈÎfi ÎfiÛÌo3,4. ∞fi fiÏÂ˜ ÙÈ˜ ·ÈÙ›Â˜
o˘ Û˘ÓÙÂÏo‡Ó ÛÙËÓ ÂÌÊ¿ÓÈÛË ÂÍ¤ÏÎˆÛË˜ ÛÙ· fi-
‰È· Ë ÓÂ˘Úo¿ıÂÈ· Â›Ó·È Ë Èo Û˘ÓËıÈÛÌ¤ÓË ÛÂ Û˘Ó-
‰˘·ÛÌfi ÌÂ Î¿oÈ· ¿ÏÏË ·ÈÙ›·. 5

ªÈ· ÚfiÛÊ·ÙË ÌÂÏ¤ÙË Ì·˜ ‰Â›¯ÓÂÈ fiÙÈ Ùo ‰È·‚Ë-
ÙÈÎfi ¤ÏÎo˜ Â›Ó·È oÏ‡ Èo Û˘¯Ófi ÛÂ ·ÛıÂÓÂ›˜ ÌÂ
ÓÂ˘Úo¿ıÂÈ· ÌÂ ÂÙ‹ÛÈ· Â›ÙˆÛË o˘ ÊÙ¿ÓÂÈ ·fi
ÔÛÔÛÙfi ÌÈÎÚfiÙÂÚo Ùo˘ 1% ÛÂ fiÛo˘˜ ‰ÂÓ ¤¯o˘Ó
ÓÂ˘Úo¿ıÂÈ· Î·È ÛÂ ÔÛÔÛÙfi ÛÂ ÌÂÁ·Ï‡ÙÂÚo Ùo˘
7% ÛÂ fiÛo˘˜ ¤¯o˘Ó ‰È·ÈÛÙˆÌ¤ÓË ÓÂ˘ÚÈÎ‹ ‰˘-
ÛÏÂÈÙo˘ÚÁ›·6. ªÈ· Î·È ÛÙo 80% ÙˆÓ ·ÎÚˆÙËÚÈ·-
ÛÌÒÓ ÚoËÁÂ›Ù·È ÂÍ¤ÏÎˆÛË ÛÙ· fi‰È·, Ì›· ·oÙÂ-
ÏÂÛÌ·ÙÈÎ‹ ıÂÚ·Â›· o˘ ı· ÌoÚo‡ÛÂ Ó· ÚoÏ¿‚ÂÈ
Î·È Ó· ÂÈ‚Ú·‰‡ÓÂÈ ÙËÓ ÂÍ¤ÏÈÍË ÙË˜ ÂÚÈÊÂÚÈÎ‹˜
ÓÂ˘Úo¿ıÂÈ·˜ ı· Â›¯Â ÌÂÁ¿ÏË ÎoÈÓˆÓÈÎ‹, È·ÙÚÈÎ‹
Î·È oÈÎoÓoÌÈÎ‹ Â›‰Ú·ÛË. ¶Ú¿ÁÌ·ÙÈ o Ollendorf
Î·È Û˘Ó. ¯ÚËÛÈÌooÈÒÓÙ·˜ ¤Ó· ÌoÓÙ¤Ïo ÁÈ· Ó· ˘o-
ÏoÁ›Ûo˘Ó Ùo ÂÈÚfiÛıÂÙo ÎfiÛÙo˜ o˘ ÂÌÊ·Ó›˙o˘Ó
·Ó¿ ¤Ùo˜ oÈ ·ÎÚˆÙËÚÈ·ÛÌo› ÛÙ· Î¿Ùˆ ¿ÎÚ· Úfi-
‚ÏÂ„·Ó fiÙÈ Â›Ó·È ‰˘Ó·ÙfiÓ Ó· ÂÍoÈÎoÓoÌËıo‡Ó 2-3
ÂÎ·ÙoÌÌ‡ÚÈ· ‰oÏ¿ÚÈ· ·fi ÛÙÚ·ÙËÁÈÎ¤˜ o˘ ÂÏ·Ù-
ÙÒÓo˘Ó Ùo˘˜ ·ÎÚˆÙËÚÈ·ÛÌo‡˜. ¶Èo ÚfiÛÊ·Ù· o
Ramsey ˘oÏfiÁÈÛÂ Ùo ÎfiÛÙo˜ ÁÈ· ¤Ó· ÌÂÛ‹ÏÈÎ· ¿Ú-
ÚÂÓ· ‰È·‚ËÙÈÎfi ·ÛıÂÓ‹ ‰˘o ¯ÚfiÓÈ· ·fi ÙËÓ ÂÌÊ¿-
ÓÈÛË ÂÓfi˜ Ó¤o˘ ¤ÏÎo˘˜ ÛÙ· fi‰È· Ô˘ ·Ó¤Ú¯ÂÙ·È ÛÂ
28000 ‰oÏ¿ÚÈ·8.

À¿Ú¯ÂÈ ÌÂÁ¿ÏË ‰È·Ì¿¯Ë Î·È ·ÓÙ›ıÂÙÂ˜ ÁÓÒÌÂ˜
·Ó·ÊoÚÈÎ¿ ÌÂ ÙÈ˜ ·ÈÙ›Â˜ ‰È·‚ËÙÈÎ‹˜ ÓÂ˘Úo¿ıÂÈ·˜
ÛÙo˘˜ ·ÓıÚÒo˘˜. øÛÙfiÛo ÂÂÈ‰‹ ·˘Ù¤˜ ÂÚÈÁÚ¿-
ÊËÎ·Ó ÚÒÙ· ÛÂ ·ÛıÂÓÂ›˜ ÌÂ ÚˆÙo·ı‹ (Ù‡o˘ 1
Î·È Ù‡o˘ 2) Î·È ‰Â˘ÙÂÚo·ı‹ ‰È·‚‹ÙË, Ùo ÁÂÁoÓfi˜
·˘Ùfi ˘oÛÙËÚ›˙ÂÈ ÙËÓ ÎoÈÓ‹ ·ÈÙÈoÏoÁ›· Ùo˘˜ o˘ ‚·-
Û›˙ÂÙ·È ÛÙËÓ ¯ÚfiÓÈ· ˘ÂÚÁÏ˘Î·ÈÌ›· . O ÛËÌ·ÓÙÈÎfi˜
ÚfiÏo˜ ÙË˜ ˘ÂÚÁÏ˘Î·ÈÌ›·˜ ÛÙËÓ ·ıoÁ¤ÓÂÈ· ÙË˜
ÓÂ˘Úo¿ıÂÈ·˜ ˘oÛÙËÚ›¯ıËÎÂ ·ÚÎÂÙ¿ ·fi ÛËÌ·ÓÙÈ-
Î¤˜ ÌÂÏ¤ÙÂ˜ fiˆ˜ Ë DCCT9,10 Î·È Ë UKPDS11, Î·-
ıÒ˜ Î·È ¿ÏÏÂ˜ ÚooÙÈÎ¤˜ ÌÂÏ¤ÙÂ˜12,13. ∏ ·Ó˘·Ú-
Í›· ·oÙÂÏÂÛÌ·ÙÈÎ‹˜ ıÂÚ·Â˘ÙÈÎ‹˜ ·ÁˆÁ‹˜ ·ÓÙ·-
Ó·ÎÏ¿ ÙËÓ ·) oÏ˘ÏoÎfiÙËÙ· ÙË˜ ‰È·Ù·Ú·¯‹˜ ·˘Ù‹˜,
‚) ÙËÓ ÂÎÙ›ÌËÛË Ï·Óı·ÛÌ¤ÓˆÓ ·ÚÂÌ‚¿ÛÂˆÓ Î·È Á)
ÙËÓ ·oÙ˘¯›· ÙË˜ ·ÎÚÈ‚o‡˜ ÌÂÙ·ÊoÚ¿˜ ÙˆÓ ÂÈÚ·-

problems, including ulceration and Charcot
neuroarthropathy, representing the commonest
cause of hospitalization amongst diabetic patients
in western countries3. Of all the component causes
that, when combined, result in ulceration, neuro-
pathy is by far the commonest5. Our recent study
shows that foot ulceration is much more common in
neuropathic patients with the annual incidence
rising from <1% in those without neuropathy to
>7% in those with established neuropathic deficits6.
As 80% of amputations are preceded by foot
ulceration, an effective treatment to prevent or slow
the progress of peripheral neuropathy would
therefore have a major medical, social and
economic impact. Indeed, Ollendorf et al7, using a
model to estimate the incidence of costs of lower
extremity amputations in diabetes, predicted
potential savings of $2-$3 million over three years
for strategies to reduce LEA’s. More recently,
Ramsey et al estimated the attributable costs for a
middle aged diabetic male patient, two years after a
new foot ulcer, to be $28,0008.

Much debate and controversy exists over the
cause(s) of human diabetic neuropathy. However,
because they have been described in patients with
primary (Type 1 and Type 2) and secondary dia-
betes of differing causes, this suggests a common
etiologic mechanism based upon chronic hypergly-
caemia. The pivotal role of hyperglycaemia in the
pathogenesis of neuropathy has received strong
support from landmark studies such as the Dia-
betes Control of Complications trial9,10, the United
Kingdom Prospective Diabetes Study (UKPDS)11

and other prospective studies12,13.
The lack of an effective therapy represents: a)

the complexity of this condition; b) assessment of ill
thought out interventions; c) failure to accurately
translate experimental findings to the clinical arena.
Retrospective rationalization attempts to offer plau-
sible explanations for the spectacular failures we
have witnessed in clinical trials of human diabetic
neuropathy. They include inappropriate selection of
patients according to neuropathic severity, drug to-
xicity, inadequate drug potency, inappropriate me-
asures of therapeutic efficacy, and inadequately
short periods of study, aimed to rapidly reverse a
process which has taken many years to develop. 

Therefore, effective intervention must be aimed
at a stage when there is a capacity for the nerve to
repair i.e. in the subclinical or early phase of nerve
damage. At this stage our pathological studies de-
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Ì·ÙÈÎÒÓ ‰Â‰oÌ¤ÓˆÓ ÛÙËÓ ÎÏÈÓÈÎ‹ Ú¿ÍË. ∞Ó·‰ÚoÌÈ-
Î‹ ·ÍÈoÏfiÁËÛË ÚoÛ·ıÂ› Ó· ÚoÛÊ¤ÚÂÈ Èı·Ó¤˜
ÂÍËÁ‹ÛÂÈ˜ ÁÈ· ÙÈ˜ ÂÍÒÊı·ÏÌÂ˜ ·oÙ˘¯›Â˜, ÙˆÓ o-
o›ˆÓ ¤¯o˘ÌÂ Á›ÓÂÈ Ì¿ÚÙ˘ÚÂ˜, ÛÙÈ˜ ÎÏÈÓÈÎ¤˜ ÌÂÏ¤ÙÂ˜
ÛÙËÓ ·ÓıÚÒÈÓË ‰È·‚ËÙÈÎ‹ ÓÂ˘Úo¿ıÂÈ·. OÈ ·oÙ˘-
¯›Â˜ ·˘Ù¤˜ ÂÚÈÏ·Ì‚¿Óo˘Ó ·Î·Ù¿ÏÏËÏË ÂÈÏoÁ‹ ÙˆÓ
·ÛıÂÓÒÓ fiÛoÓ ·ÊoÚ¿ ÙË ‚·Ú‡ÙËÙ· ÙË˜ ÓÂ˘Úo¿ıÂÈ-
·˜, ÙoÍÈÎ‹ ‰Ú¿ÛË ÙˆÓ Ê·ÚÌ¿ÎˆÓ, ·ÓÂ·ÚÎ‹ ‰Ú·ÛÙÈ-
ÎfiÙËÙ· ÙˆÓ Ê·ÚÌ¿ÎˆÓ, ·ÓÂ·ÚÎÂ›˜ ÌÂÙÚ‹ÛÂÈ˜-·ÍÈo-
ÏfiÁËÛË ÙË˜ ıÂÚ·Â˘ÙÈÎ‹˜ ·oÙÂÏÂÛÌ·ÙÈÎfiÙËÙ·˜ Î·È
·Î·Ù¿ÏÏËÏ· Û‡ÓÙoÌÂ˜ ÂÚÈfi‰o˘˜ ÌÂÏ¤ÙË˜, o˘ Úo-
Û·ıo‡Ó ·ÓÂÈÙ˘¯Ò˜ Ó· ·Ó·ÛÙÚ¤„o˘Ó ÌÈ· ‰È-
ÂÚÁ·Û›· ÛÂ Û‡ÓÙoÌo ̄ ÚoÓÈÎfi ‰È¿ÛÙËÌ· Ë oo›· ·Ó·-
Ù‡¯ıËÎÂ ÛÂ ‰È¿ÛÙËÌ· oÏÏÒÓ ÂÙÒÓ. ¶Ú¤ÂÈ ÏoÈfiÓ
Ë ·oÙÂÏÂÛÌ·ÙÈÎ‹ ·Ú¤Ì‚·ÛË Ó· Á›ÓÂÙ·È ÛÂ ÛÙ¿‰Èo
fio˘ Ùo ÓÂ‡Úo ÌoÚÂ› Ó· ·Ó·ÁÂÓÓËıÂ› ‰ËÏ·‰‹ ÛÙo
˘oÎÏÈÓÈÎfi ÛÙ¿‰Èo ‹ ÛÙËÓ ÚÒÈÌË Ê¿ÛË ÙË˜ ÓÂ˘ÚÈ-
Î‹˜ ‚Ï¿‚Ë˜. ™Ùo ÛÙ¿‰Èo ·˘Ùfi oÈ ÈÛÙoÏoÁÈÎ¤˜ ÌÂÏ¤ÙÂ˜
Ì·˜ ‰Â›¯Óo˘Ó ÛËÌ·ÓÙÈÎ‹ ‚Ï¿‚Ë ÛÙÈ˜ ÌÈÎÚ¤˜ ÂÌÌ‡ÂÏÂ˜
Î·È ·Ì‡ÂÏÂ˜ ÓÂ˘ÚÈÎ¤˜ ›ÓÂ˜ Î·È ·Ó·Á¤ÓÓËÛ‹ Ùo˘˜
ÛÙo˘˜ ‰È·‚ËÙÈÎo‡˜ ·ÛıÂÓÂ›˜14. øÛÙfiÛo Ë Û˘Û¯¤ÙÈÛË
ÌÂÙ·Í‡ ËÏÂÎÙÚoÊ˘ÛÈoÏoÁ›·˜ ÙˆÓ ÂÚÈÊÂÚÈÎÒÓ ÓÂ‡-
ÚˆÓ, oÛoÙÈÎÒÓ, ·ÈÛıËÙÈÎÒÓ ‰oÎÈÌ·ÛÈÒÓ ÌÂ ÙËÓ ·-
ıoÏoÁo·Ó·ÙoÌÈÎ‹ ‚Ï¿‚Ë Â›Ó·È ·ÚÎÂÙ¿ Ùˆ¯‹. Œ-
¯o˘ÌÂ ‰Â›ÍÂÈ ÚfiÛÊ·Ù· ÈÛ¯˘Ú‹ Û˘Û¯¤ÙÈÛË ÌÂÙ·Í‡
ÙË˜ Ù·¯‡ÙËÙ·˜ ·ÁˆÁ‹˜ Ùo˘ Á·ÛÙÚoÎÓËÌÈ·›o˘ ÓÂ‡Úo˘
Î·È ÙˆÓ ‰˘Ó·ÌÈÎÒÓ ÌÂ ÙËÓ ˘ÎÓfiÙËÙ· ÙˆÓ ÂÌÌ‡ÂÏˆÓ
ÈÓÒÓ15,16. øÛÙfiÛo ÛÂ ÌÈ· ÚfiÛÊ·ÙË ·ÚÂÌ‚·ÙÈÎ‹
ÌÂÏ¤ÙË ÂÓÒ Ë ÎÈÓËÙÈÎ‹ Ù·¯‡ÙËÙ· ·ÁˆÁ‹˜ ÛÙo ÂÚˆ-
ÓÈ·›o ÓÂ‡Úo ‚ÂÏÙÈÒıËÎÂ ÛËÌ·ÓÙÈÎ¿ ‰ÂÓ Û˘Ó¤‚Ë Ùo
›‰Èo ÌÂ ÙËÓ ˘ÎÓfiÙËÙ· ÙˆÓ ÂÌÌ‡ÂÏˆÓ ÈÓÒÓ17. ™Â ¿Ï-
ÏË ÌÂÏ¤ÙË ÂÚ·ÈÙ¤Úˆ ·Ó·ÁÂÓÓËÙÈÎ‹ ÈÎ·ÓfiÙËÙ· ‰È·-
ÈÛÙÒıËÎÂ Û¯Â‰fiÓ ·oÎÏÂÈÛÙÈÎ¿ ÛÙÈ˜ ÌÈÎÚ¤˜ ÂÌÌ‡Â-
ÏÂ˜ ›ÓÂ˜, ÁÂÁoÓfi˜ o˘ ÂÚÈÏ¤ÎÂÈ Ù· Ú¿ÁÌ·Ù· ‰ÈfiÙÈ
Â›Ó·È ÍÂÎ¿ı·Úo fiÙÈ Ë ÏÂÈÙo˘ÚÁ›· ÙˆÓ ÈÓÒÓ ·˘ÙÒÓ
‰ÂÓ ÌoÚÂ› Ó· ÂÎÙÈÌËıÂ› ¯ÚËÛÈÌooÈÒÓÙ·˜ ÙË Û˘ÓË-
ıÈÛÌ¤ÓË ËÏÂÎÙÚoÊ˘ÛÈoÏoÁÈÎ‹ ÂÍ¤Ù·ÛË17. ∂ÈÏ¤oÓ
‰ÈÎ¤˜ Ì·˜ ÌÂÏ¤ÙÂ˜ ‰ÂÓ ‰Â›¯Óo˘Ó Û˘Û¯¤ÙÈÛË ÌÂÙ·Í‡
oÛoÙÈÎÒÓ, ·ÈÛıËÙÈÎÒÓ ‰oÎÈÌ·ÛÈÒÓ Î·È ÈÛÙoÏoÁÈ-
ÎÒÓ ‚Ï·‚ÒÓ ÙˆÓ ·Ì‡ÂÏˆÓ ÈÓÒÓ14.

∏ ÚfiÏË„Ë ÙË˜ ÓÂ˘Úo¿ıÂÈ·˜ ¤¯ÂÈ oÏ‡ ÌÂÁ¿ÏË
ÛËÌ·Û›·. ∆o 1998 ÌÈ· ÌÈÎÚ‹ ÎÏÈÓÈÎ‹ ÌÂÏ¤ÙË ÌÂ ÙoÓ
·Ó·ÛÙoÏ¤· Ùo˘ ÌÂÙ·ÙÚÂÙÈÎo‡ ÂÓ˙‡Ìo˘ Tran-
dolapril ¤‰ÂÈÍÂ ÛËÌ·ÓÙÈÎ‹ ‚ÂÏÙ›ˆÛË ÛÙÈ˜ ÌÂÙÚ‹ÛÂÈ˜
ÙË˜ ÓÂ˘Úo¿ıÂÈ·˜ ÛÂ ‰È·‚ËÙÈÎo‡˜ ·ÛıÂÓÂ›˜18 ÛÂ Ì¤-
ÁÂıo˜, o˘ Û˘ÁÎÚ›ÓÂÙ·È ÌÂ ·˘Ùfi o˘ ÂÈÙ˘Á¯¿ÓÂÙ·È
fiÙ·Ó ‚ÂÏÙÈˆıÂ› o ÁÏ˘Î·ÈÌÈÎfi˜ ¤ÏÂÁ¯o˜9,10. ∞˘Ù¿ Ù·
ÂÓı·ÚÚ˘ÓÙÈÎ¿ Â˘Ú‹Ì·Ù· ˘oÛÙËÚ›˙o˘Ó ÙËÓ ¿o„Ë
fiÙÈ ı· Ú¤ÂÈ Ó· ÂÎÙÈÌ‹Ûo˘ÌÂ ÙË ıÂÚ·Â˘ÙÈÎ‹ ·-
oÙÂÏÂÛÌ·ÙÈÎfiÙËÙ· ·Ó¿ÏoÁˆÓ ıÂÚ·Â˘ÙÈÎÒÓ Úo˚-
fiÓÙˆÓ ÛÂ ÌÂÁ·Ï‡ÙÂÚÂ˜ ÎÏÈÓÈÎ¤˜ ÌÂÏ¤ÙÂ˜.

monstrate significant small myelinated and unmy-
elinated nerve fibre damage and repair in diabetic
patients14. However, the relationship between pe-
ripheral nerve electrophysiology and quantitative
sensory tests with underlying pathology is poor. We
have previously shown a strong correlation between
sural nerve conduction velocity and amplitude with
myelinated fibre density15,16. However, in a recent
interventional study, whilst the peroneal motor
nerve conduction velocity improved significantly,
myelinated fibre density did not17. To complicate
matters further regenerative activity was confined
almost exclusively to the small myelinated fibres,
which are clearly not assessed employing conven-
tional electrophysiology17. Furthermore, our studies
show no relationship between quantitative sensory
tests and unmyelinated fibre pathology14. 

The prevention of neuropathy is therefore of
paramount importance. In 1998 a small clinical tri-
al with the ACE inhibitor Trandolapril showed a
significant improvement in measures of neuropa-
thy in diabetic patients18, of a magnitude compa-
rable to improved glycemic control9,10. These enco-
uraging findings support the view that we should
be assessing the therapeutic efficacy of such agents
in larger clinical trials.
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