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Administration in hepatic impairment. UK licensed prod-
uct information for rasagiline advises caution when used in pa-
tients with mild hepatic impairment whereas US licensed infor-
mation recommends that the dose be reduced to 500 micrograms
daily. Rasagiline should not be used in those with moderate or
severe impairment.
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Ropinirole Hydrochloride 

(BANM, USAN, pINNM)

Hidrocloruro de ropinirol; Ropinirole, Chlorhydrate de; Rop-
iniroli Hydrochloridum; SKF-101468 (ropinirole); SKF-0101468-
A (ropinirole hydrochloride). 4-[2-(Dipropylamino)ethyl]-2-in-
dolinone hydrochloride.
Ропинирола Гидрохлорид
C16H24N2O,HCl = 296.8.
CAS — 91374-21-9 (ropinirole); 91374-20-8 (ropinirole
hydrochloride).
ATC — N04BC04.
ATC Vet — QN04BC04.

(ropinirole)

Adverse Effects and Precautions
As for Bromocriptine, p.798. Licensed product infor-
mation states that the pharmacokinetics of ropinirole
have not been studied in patients with hepatic or severe
renal impairment and therefore it should be used with
caution, if at all, in such patients. No pharmacokinetic
changes were noted in those with mild to moderate re-
nal impairment. 
In the treatment of restless legs syndrome, earlier onset
of symptoms in the afternoon or evening (augmenta-
tion) and recurrence of symptoms in the early morning
hours (rebound) have been reported with ropinirole.
Incidence of adverse effects. References.
1. Etminan M, et al. Comparison of the risk of adverse events with

pramipexole and ropinirole in patients with Parkinson’s disease:
a meta-analysis. Drug Safety 2003; 26: 439–44.

Effects on mental function. For reports of daytime somno-
lence occurring in patients receiving dopamine agonists includ-
ing ropinirole, see under Adverse Effects of Levodopa, p.805.

Interactions
Since it is a dopamine agonist, ropinirole may share
some of the pharmacological interactions of bromo-
criptine, p.800. In addition, high doses of oestrogens
can increase plasma concentrations of ropinirole and
dosage adjustments may be necessary if oestrogen
therapy is started or withdrawn during treatment with
ropinirole. Ropinirole is metabolised by the cyto-
chrome P450 isoenzyme CYP1A2 and there is there-
fore the potential for interactions between ropinirole

and other drugs that are metabolised similarly or more
particularly with inducers or inhibitors of this enzyme.
Dosage adjustments may be necessary if therapy with
such drugs is started or withdrawn during treatment
with ropinirole.

Pharmacokinetics
Ropinirole is rapidly absorbed from the gastrointesti-
nal tract and mean peak plasma concentrations have
been achieved 1.5 hours after oral doses; the rate of ab-
sorption, but not the extent, may be reduced if taken
with food. Bioavailability is reported to be about 50%.
It is widely distributed throughout the body and plasma
protein binding is low (10 to 40%). 
Ropinirole is extensively metabolised in the liver, pri-
marily by the cytochrome P450 isoenzyme CYP1A2,
and excreted in the urine as inactive metabolites; less
than 10% of an oral dose is excreted as unchanged
drug. A mean elimination half-life of about 6 hours has
been reported for ropinirole. It is thought to be distrib-
uted into breast milk on the basis of studies in rats.
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Uses and Administration
Ropinirole is a non-ergot dopamine D2-agonist with
similar actions to those of bromocriptine (p.800), but in
contrast to bromocriptine it also has agonist properties
at D3 receptors. It is used similarly in the management
of Parkinson’s disease, either alone or as an adjunct to
reduce ‘on-off’ fluctuations in levodopa response.
Ropinirole is also used for the treatment of moderate to
severe idiopathic restless legs syndrome. It is given by
mouth as the hydrochloride; doses are expressed in
terms of the base. Ropinirole hydrochloride 1.14 mg is
equivalent to about 1 mg of ropinirole. 
In the treatment of Parkinson’s disease, ropinirole
should be introduced gradually and during this period
patients already receiving levodopa can have their levo-
dopa dosage decreased gradually until an optimal re-
sponse is achieved; the concurrent dose of levodopa
may be reduced by about 20 to 30%. The daily dosage
of ropinirole should be given in three divided doses,
preferably with food. The initial daily dose of rop-
inirole is 750 micrograms increased at weekly inter-
vals in steps of 750 micrograms for the first 4 weeks.
After week 4, the weekly increments may be made in
steps of 1.5 mg up to a dose of 9 mg daily according to
response; subsequent weekly increments may be made
in steps of up to 3 mg. The daily dosage should not ex-
ceed 24 mg. Optimal response is usually achieved
within the range of 3 to 9 mg daily; higher doses may
be required if used with levodopa. If it is necessary to
stop ropinirole therapy, it should be withdrawn gradu-
ally by reducing the number of daily doses over the pe-
riod of 1 week. Once adequate symptomatic control
has been established, ropinirole may be given as once-
daily modified-release tablets. 
Ropinirole is also given as a single daily dose, 1 to 3
hours before bedtime, in the treatment of restless legs
syndrome. The initial dose of ropinirole is
250 micrograms daily for 2 days; if tolerated, the dose
is then increased to 500 micrograms daily for the rest
of the first week. Subsequent increases may be made in
weekly steps of 500 micrograms until a dose of 3 mg
daily is reached; if necessary, the dose may then be in-
creased after 1 further week to a maximum of 4 mg
daily. 
In the UK, it has been recommended that treatment
should be re-assessed 3 months after starting therapy.
For this indication, ropinirole may be withdrawn
without gradual tapering of the dose. 

If treatment with ropinirole is interrupted for more than
a few days it should be restarted at the low initial dose
and increased gradually as required.
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Parkinsonism. Dopamine agonists such as ropinirole may be
used to begin treatment of parkinsonism (p.791) in an attempt to
delay therapy with levodopa, particularly in younger patients.
They also have an adjunctive use when levodopa is no longer
effective alone or cannot be tolerated, and may be useful in re-
ducing ‘off’ periods with levodopa and in ameliorating other
fluctuations of mobility in the later stage of the disease. 
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Restless legs syndrome. The aetiology of restless legs syn-
drome (RLS—see Sleep-associated Movement Disorders,
p.958) is obscure and treatment has largely been empirical al-
though dopaminergic therapy has emerged as a common first-
line choice. Ropinirole is licensed for the treatment of moderate
to severe RLS in some countries. 
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Rotigotine (USAN, rINN)

N-0923; Rotigotina; Rotigotinum; SPM-962. (−)-(S)-5,6,7,8-Tet-
rahydro-6-{propyl[2-(2-thienyl)ethyl]amino}-1-naphthol.
Ротиготин
C19H25NOS = 315.5.
CAS — 99755-59-6 (rotigotine); 125572-93-2 (rotigotine
hydrochloride).
ATC — N04BC09.
ATC Vet — QN04BC09.
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