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The restless legs syndrome (RLS) is one of the most frequent neurological 
diseases and affects 10%-15% of the US-population 1. It is characterized 
by a desire to move the limbs associated with paresthesia and dysesthesia
that is exacerbated by rest and relieved by activity. Motor restlessness and 
nocturnal worsening of symptoms are diagnostic of RLS 2. More than 80% 
of RLS patients suffer from periodic leg movements (PLM) during time in 
bed which often result in significant disturbance of sleep 3.

To determine the optimal dose of pramipexole in patients with 
idiopathic restless legs syndrome (RLS) by polysomnography
and evaluation of clinical improvement.

• Double-blind, placebo-controlled, single-centre, comprehensive
polysomnographic study.

• Treatments: 
Pramipexole 0.125 mg/day, 0.25 mg/day, 0.5 mg/day, 0.75 mg/day. 
Placebo
All pramipexole groups were started on 0.125 mg/day. For the higher dose groups, 
the dose was increased stepwise. The final dose was reached on day 5 (0.25 mg), 
day 9 (0.5 mg), and day 13 (0.75mg).

• Efficacy endpoints: 
Primary endpoint: Reduction in the periodic limb movement index
during time in bed (PLMI).
Secondary endpoints: Change in RLS symptom rating scale (RLSRS),
and the clinical global impression scale for improvement (CGI-I).

Statistical methods: ANCOVA for PLMI on log-transformed data to 
account for non-normality with reporting of re-transformed means 
and Fisher’s exact test.

• Safety assessments: physical examination, ECG, clinical laboratory
tests, monitoring of adverse events.
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Incidences of the most frequent adverse events *

* occurring in more than 5% of all patients

Pramipexole showed excellent efficacy over the range of 0.125 
mg/day to 0.75 mg/day within 3 weeks of therapy. A statistically
significant difference of pramipexole versus placebo was observed 
in the reduction of periodic limb movements during time in bed, 
p<0.0001. As reflected in the high responder rates (>50% 
reduction of RLSRS) and in the clinical global impression of 
improvement, the severity of the restless legs symptoms was 
significantly reduced by pramipexole treatment. Clinical efficacy 
was most prominent in the 0.5 mg/day and 0.75 mg/day dose 
groups. Safety and tolerability were favorable in all dose groups. 
No serious adverse events occurred during the study.
This thorough polysomnographic study with a fixed dose regimen 
confirms the findings of Montplaisir 19994. 

Summary and Conclusion
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