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■  NEW PRODUCTS 

Management guidelines from NICE1 
(update expected in 2017) and, 

more recently, SIGN2 recommend a 
range of options for the management 
of Parkinson’s disease (PD), including 
adjunctive treatment with a monoamine 
oxidase B (MAO-B) inhibitor. Until recently, 
two MAO-B inhibitors were available: sel-
egiline and rasagiline are both licensed 
as monotherapy and as adjunctive ther-
apy with levodopa in patients with end-of-
dose fluctuations. 

Indications and dosage
Safinamide is a MAO-B inhibitor that, like 
other agents in this class, raises extra-
cellular levels of dopamine in the stria-
tum. It also modulates the release of the 
neurotransmitter glutamate, though how 
much this contributes to its therapeutic 
effects is uncertain.
 Safinamide is licensed for the treat-
ment of adults with idiopathic PD as 
add-on therapy to a stable dose of levo-
dopa alone or in combination with other 
PD treatments in mid- to late-stage fluctu-
ating patients; it is not licensed as mono-
therapy or for use in patients with early, 
nonfluctuating PD. 
 The recommended dosage is ini-
tially 50mg daily, increased if required to 
100mg daily. No dose adjustment is rec-

ommended for older people, though expe-
rience in over 75-year-olds is limited. There 
is no reduction in dosage in patients with 
renal impairment or mild hepatic impair-
ment; the dosage should not exceed 
50mg daily in patients with moderate 
hepatic impairment and safinamide is con-
traindicated in severe hepatic impairment. 
Based on the results of animal studies, it 
is contraindicated in patients at increased 
risk of retinal toxicity, eg those with uveitis, 
active retinopathy.
 Drug interactions are similar to those 
associated with other MAO-B inhibitors: 
concurrent treatment with other MAO 
inhibitors, pethidine, dextromethorphan, 
fluoxetine or fluvoxamine is contraindi-
cated and other antidepressants should 
be prescribed at the lowest possible dos-
age. There are no known clinically signifi-
cant interactions as a result of induction 
or inhibition of metabolism.

Clinical trials
The evidence for the efficacy and safety 
of safinamide in patients with motor fluc-
tuations is provided by two randomised, 
placebo-controlled trials3,4 (including one 
continuation study5), one of which has 
not been published in full.3

 These trials included patients aged 
30–80 years (mean 59–62 years) with a 
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Safinamide (Xadago) 
was launched in the UK 
in May for the treatment 
of adults with idiopathic 
Parkinson’s disease 
as add-on therapy to 
levodopa in mid- to late-
stage fluctuating patients. 
This article describes its 
mode of action, efficacy 
and adverse effects.

KEY POINTS

■  Safinamide is an MAO-B inhibitor licensed as adjunctive treatment for patients 
with Parkinson’s disease and motor fluctuations

■  The recommended dosage is 50–100mg daily

■  In clinical trials lasting six months or two years, safinamide significantly increased 
ON time without troublesome dyskinesias by 30–60 minutes compared with 
placebo

■  The higher dosage (100mg daily) also improved scores of functioning and quality 
of life

■  Adverse effects are typical of MAO-B inhibitors

■  A month’s treatment at either dosage costs £69
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diagnosis of PD of at least three or five 
years’ duration; a Hoehn and Yahr stage 
of 1–4 during an OFF phase (median 2.5 
or 3.0, meaning posture and gait affected 
and up to moderately severe symptoms); 
and motor fluctuations with more than 
1.5 hours of OFF time during the day. All 
patients were taking stable doses of lev-
odopa (mean dosage 570–690mg daily), 
about two-thirds were also taking a dopa-
mine agonist and 28 per cent were tak-
ing an anticholinergic agent. The primary 
endpoint was the change in daily ON 
time without troublesome dyskinesia at 
six months3,4 or the change in Dyskinesia 
Rating Scale (DRS) total score during ON 
time after two years.5 
 In the first trial, 669 patients were 
randomised to receive placebo or safi-
namide 50 or 100mg daily.4 At baseline, 
mean ON time without troublesome 
dyskinesias was 9.3–9.5 hours. After 
six months, mean ON time increased 
in all groups but was about 30 minutes 
longer with safinamide than placebo 
(p=0.013), with no difference between 
the doses. After two years, mean ON 
time had decreased among placebo 
recipients but changed little with safi-
namide so that the difference compared 
with placebo was then about one hour 
(see Figure 1).5 Safinamide significantly 
reduced OFF time by about 35 minutes 
and improved motor scores; the higher 
dosage also improved scores of activ-
ities of daily living and some aspects 
of quality of life at six months and two 
years. The mean dosage of levodopa 
increased by 30mg daily with placebo 
and 15mg daily with safinamide 50mg 
daily but was reduced by about 20mg 
daily with safinamide 100mg daily after 
two years.
 After two years, both doses of safina-
mide were associated with a reduction in 

DRS score but neither was significantly 
different from placebo.5

 In the second trial, 549 patients 
were randomised to receive placebo 
or safinamide 50–100mg daily; 80 per 
cent received the higher dosage.3 Mean 
daily ON time increased in both groups 
but after six months was about one hour 
longer among patients treated with safi-
namide 100mg daily (p<0.001). This was 
associated with a reduction in OFF time 
and improvements in functioning and 
quality of life scores; DRS score was not 
significantly reduced.

Adverse effects
Common adverse events of safinamide in 
clinical trials included dyskinesias (about 
twice as frequent as with placebo), diz-
ziness, paraesthesias, asthenia, visual 
hallucinations and vomiting. The fre-
quency of discontinuation due to adverse 
events was 3.7 per cent with safinamide 
and 2.4 per cent with placebo.3 
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Figure 1. Mean change in ON time without troublesome dyskinesia over two years: 
safinamide 50mg and 100mg compared with placebo5


