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A multicentre trial of the aldose-reductase inhibitor, tolrestat,
in patients with symptomatic diabetic neuropathy*

Summary. The effects of the aldose-reductase inhibitor, tol-  placebo in producing concordant improvements in botl
restat, on i i Mouro.  motor ncrve conduction welociics and pATACSIBEtC Sy~

tom scores at 24 weeks (p 0.01), 42 weeks (p =0.01) and
52 ), i [co dordan -

g ald e
etic symplums were ar (p 600, though  daly.
painful symptoms improv vedonboth placehe andactive ther-
apies. Significant improvement in both tibial and peroneal  Key words: Diabetic neuropathy, aldose-reductase inhibi-
motor nerve conduction velocities were seen at 52 weeks.  tors, nerve conduction,
Tolrestat 200 mg once daily was significantly better than

Peripheral neuropathy is one of the major complications  profile [15]. In order 1o investigate the potential of this
of disbetes with a prevalence rate that approaches 20%  novel drugin the treatment of chronic, sensorimotor neu-

ven when strict clinical and electrophysiological criteria mpdlh) we evaluated the efficacy and safety of tlrestat
atc applicd (1] There i increasing evidence to implicate ble-blind trial in
both metabolic an m vascular abnormalities in the aetiol- m panems during a 52-week period.

- Subjects and methods
Subjects

A
Gl role for the polyol pal
perimentat diaetic nevrop:

an aldose-reductase inhibitor (ART) or myo-inositol sup
plementation in diabetic animai models can improve
motor conduction velacity [9]. Although early studies on
the effects of ARIs on human diabetic nenrapathy were
[10,11], not alt rep benefit

1, many of these studies were hampered

ort-term treatment period, the longest

12,13}, Hor
by their ver

disease; excess
serological tests

up
-N-methylplycine), is an aldose-
ith a 10-h halClife [14], allowing
ion, which has a favourable safety

Fig.1a,b. The effect of tolrestat 200 mg once daily
i and

The study was conducted an an outpatient basis, with visits
wecki248 12.16,20,24 32,2 and 52 The eficacy and l{y
sessments detailed below were repeated at some or allvists

Efficacy assessiments

both pain and
assessedal weeks 4,8, 16,24, 32,

AD0DO
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