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Editorial

Management of Parkinson’s Disease: An Evidence-Based Review*

Although Parkinson’s disease is still incurable, a large number
of different treatments have become available to improve quality
of life and physical and psychological morbidity. Numerous journal supplements have appeared in recent years highlighting one
or more of these and disparate treatment algorithms have proliferated. Although these are often quite useful, this “mentor analysis” approach lacks the scientific rigor required by modern evidence-based medicine standards. The Movement Disorder Society, with generous but unrestricted support from representatives
of industry, have, therefore, commissioned a systematic review
of the literature dealing with the efficacy and safety of available
treatments. The accompanying treatise is the result of a scrupulous evaluation of the literature aimed at identifying those treatments for which there is sound scientific support to justify their
application (or avoidance) and to highlight where a lack of evidence points to the need for future clinical trials. The introductory
chapter reviews the study methodology while subsequent chapters deal with specific interventions subdividing the evidence under the categories of: prevention of disease progression; symp-

tomatic control of Parkinson’s disease; prevention of motor complications; control of motor complications; and control of nonmotor features. Based on a systematic review of the data, efficacy
conclusions are provided. On the basis of a narrative non-systematic approach, statements on safety of the interventions are given
and finally, a qualitative approach is used to summarize the implications for clinical practice and future research.
This mammoth task has taken two years to complete and the
task force members, principal authors and contributors are to be
congratulated for their outstanding work. Physicians, the
Parkinson’s disease research community and most of all patients
themselves should welcome and embrace the salient findings of
this report as an effort to improve clinical practice. It is hoped that
this supplement will serve as a landmark in the treatment of
Parkinson’s disease, not only encouraging ongoing excellence in
patient care but also providing guidance in the development of
future research studies designed to fill the identified gaps in our
current knowledge base.
Anthony E. Lang, MD, FRCPC
Andrew Lees, MD, FRCP
Co-Editors-in-Chief

*Produced by a task force commissioned by The Movement Disorder Society
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Introduction

Many therapeutic interventions are available for the management of Parkinson’s disease including drugs, surgical interventions and physical treatments. They are not equally accessible and
their real clinical value, as measured by their impact on clinically
relevant outcomes, has not always been established through high
quality, randomized, controlled clinical trials. In contrast, some
therapeutic interventions have been well studied in controlled clinical studies and appear to be underused (as evidenced in other
medical fields1). This underuse may actually be due to the lack of
awareness of the supporting clinical evidence that is documented
in the medical literature. Furthermore the research programs on
specific therapeutic interventions or procedures are frequently established by industry as part of the drug development process and
not necessarily to fill gaps in the available clinical evidence.
To identify areas that are understudied and/or where evidence
is lacking, a clear understanding of what has been established
through clinical research is required. The tools used in evidencebased medicine are useful in this context.
Evidence-based medicine2 is a neologism. As such, many different meanings for the same concept may be intertwined in the
reader’s mind. To clarify this, we accept in this review the original
definition proposed by Sackett and colleagues3:
“Evidence-based medicine (EBM) is the integration of best research evidence with clinical expertise and patients values; by best
research evidence it is meant clinically-relevant research, often
from the basic sciences of medicine, but especially from patient
centered clinical research into the accuracy and precision of diagnostic tests (including the clinical examination), the power of prognostic markers, and the efficacy and safety of therapeutic, rehabilitative and preventive regiments.”
The Movement Disorder Society (MDS) in order to contribute
to the practice of EBM has commissioned an evidenced-based review of current pharmacological and selected non-pharmacological practices commonly used to manage patients with PD. To this
end, a task force of clinical movement disorder experts and clinical pharmacologists was established. Members of this task force
were the principal authors and co-authors of this document. The
challenge lay in the fact that for many treatments currently available, effect sizes or risk-benefit relationships have not been systematically studied in well-designed controlled trials. A coordinated effort was undertaken to review the published information
available to date, and determine the benefits and limitations of different pharmacotherapies and treatment strategies for managing
patients with PD. To achieve this goal, a couple of strategic options were considered in order to limit the task to a realistic amount
of work. In this chapter those strategic options and the methodology followed are described.

clearly formulated and focused question. A systematic review is
also characterized by the use of systematic and explicit methods
to identify, select, and critically analyze the relevant studies. Furthermore, the systematic review analyzes and summarizes the data
presented in the studies included in the review.4
Sometimes systematic reviews use meta-analyses to provide a
summarized statistical analysis of the data available. However,
meta-analyses are not a required component for a review to be
systematic. The use of meta-analysis is considered optional and
should be viewed as an available tool.
In this project, each chapter aims to be a systematic review of
the efficacy of each of the therapeutic interventions identified. The
safety discussion within these chapters uses a narrative, unsystematic approach due to the complexity of the literature published
to date on safety of the different therapeutic interventions. This is
an obvious limitation of the work.
The most relevant clinical questions addressed during a systematic review are questions centered around specific medical
problems, symptoms or processes, and not necessarily on the efficacy of therapeutic interventions outside a specific context. However, there are some advantages in using therapeutic interventions
as the organizational center of the review instead of the clinical
problem. This approach reduces the complexity of the review allowing each chapter to focus on a simple topic, while meeting the
generic aims of this project. Thus, single treatments are reviewed
independently instead of management strategies that may involve
a multitude of treatment options at the same time or in sequence.
Practices and treatments for management of Parkinson’s disease vary worldwide, and are limited by individual treatment settings and resources. Therefore, this document does not provide
practice guidelines because such guidelines are much more appropriately developed by local or regional institutions.5
This evidence-based review does not include quantitative summaries (no meta-analyses were conducted) of the different data
sets. The main reason to avoid quantitative summaries was the
overwhelming workload of such a task. The qualitative approach,
such as the one undertaken here, is anyhow an important contribution to highlight the evidence available and it facilitates the inclusion of some subjectivity and expert opinion. This is explicitly
limited to the two sections within each chapter entitled: (1) Implications for Clinical Practice, and (2) Implications for Future Research.
It is worth noting that in some instances the conclusions herein
may differ from the available Cochrane reviews6 on the same topic.
When these conclusions differ, this review may be considered less
conservative than The Cochrane Reviews. This reflects the differences in the methodology used. Cochrane reviews (1) are more
comprehensive as based on a broader sources of data retrieved
(with less publication and language selection bias; further described
below), (2) use meta-analysis when possible, and (3) limit conclu-

STRATEGIC OPTIONS
A systematic review is a research program organized around a
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sions to the boundaries of evidence reviewed, thereby avoiding
subjectivity.7
The merit of both approaches is the transparency – defined as
including full description of the methods, disclosure of the criteria
for evidence retrieval, and a clear understanding on how conclusions are reached. This transparency makes it easier for the readers to spot differences between two approaches and allows their
own interpretation of the data presented. Conclusions drawn from
these reviews are aimed to provide generic guidance, as based on
the evidence available to date.
This review suffers from some methodological limitations. Issues that might favor selection bias include exclusion of papers
published in languages other than English. Specifically, selecting
papers published only in English induces publication bias and language bias, both of which tend to inflate positive results.8,9 Publication bias is reflected in the fact that the results from negative
clinical trials often are unpublished or not published as full papers
in English-language journals.10
Another limitation is that the primary source of evidence were
electronic databases, which provides incomplete lists of papers.11
For Level-II and III studies (defined below), the risk of missing
relevant papers is greater than with Level-I studies because there
is an increasing likelihood that studies of a more descriptive,
nonrandomized, or uncontrolled designs are published outside of
mainstream, peer-reviewed journals.
Despite these limitations, self-contained evidence-based reviews, such as this report, are still an important tool because they
provide, within a single publication, a critical analysis of the extensive evidence available to physicians. Self-contained evidencebased literature reviews serve as a “guided tour” through the literature of the more “visible” papers published. Additionally, these
evidence-based reviews often put the data into clinical practice
perspective, as related to other evidence published in the field. In
this light, evidence-based reviews allow a more comprehensive
understanding of the scientific basis of clinical decisions as compared to a random assembly of studies that physicians access
through independent efforts.

AIMS AND GOALS
The aim of this evidence-based review is to evaluate the evidence published to date and to provide assessments on the clinical
efficacy, safety, and implications for clinical practice regarding
the treatment of PD.
The specific goals are:
(1) Review the literature and identify the clinical evidence that
supports specific treatments commonly used for treatment of PD;
(2) Determine which studies are scientifically sound so they can
be used as evidence to support or condone specific treatments in
clinical practice; and
(3) Identify where specific evidence is lacking so future research
efforts may be directed toward addressing these specific areas of
need.
Treatments identified for inclusion in this review were based on
consensus among the authors and for each type of intervention the
evidence was reviewed regarding aspects of symptomatic management and – where appropriate – also regarding prevention of
disease progression (table 1):

Table 1 Specific Treatments Reviewed
Indication
•
•
•
•
•

Prevention of disease progression
Symptomatic control of parkinsonism
Prevention of motor complications
Control of motor complications
Control of non-motor complications

Type of intervention
Drug treatment
• Amantadine
• Anticholinergics
• Levodopa
• MAO-B inhibitors
• COMT inhibitors
• DA agonists
* Ergot-compounds
- Bromocriptine
- Cabergoline
- Dihydroergocryptine
- Lisuride
- Pergolide
* Non-ergot compounds
- Apomorphine
- Piripedil
- Pramipexole
- Ropinirole
• Drugs used to control autonomic dysfunction
- Hypotension
- Urinary dysfunction
- Gastrointestinal dysfunction
• Drugs used to control neuropsychiatric dysfunction
- Treatment of depression
- Treatment of dementia and psychosis
Surgical treatment
• Deep brain surgery
• Neural transplantation
Physical and psychosocial treatment
• Physical therapy
• Psychosocial counseling
• Speech therapy

METHODS
IDENTIFICATION OF PUBLISHED
MATERIAL
Literature searches were done using electronic databases including Medline (1966-20001), the central database in the Cochrane
Library (1948-20002), and systematic checking of reference lists
published in review articles and other clinical reports. Papers selected for review met the following inclusion/exclusion criteria
with special exceptions noted in each of the respective chapters:

INCLUSION CRITERIA
· Randomized study
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· Non-randomized controlled or non-controlled, prospective or
retrospective study
· Patients with an established diagnosis of Parkinson’s disease
· Established scales for measuring target symptoms
· Minimum of 20 patients
· Minimum of a 4-week treatment period
· Study report published in English
· Full paper citation

Table 2 Level of Evidence
Level of Evidence

Definition

Level-I studies

Randomized, controlled trials

Level-II studies

Controlled clinical trials or
observational controlled
studies such as cohort or casecontrol studies

Level-III studies

Non-controlled studies like
case series

EXCLUSION CRITERIA
· Insufficient patient number
· Diagnosis not stated or not clear
· Duplicated patient series
· Technical information reports (reports describing the characteristics and the operational parameters of an intervention and
where the evaluation of outcomes is non-existent or circumstantial)
· Use of non-validated or unconventional outcome measures
· Uncertain length of follow-up
· Incomplete follow-up
· Unable to track patient subgroups in the report (e.g., which patient had PD vs. other diagnosis; or which patients had unilateral
vs. bilateral procedures)
· Non-English publication
· Abstract, review, or chapter
Further studies were also classified from a pragmatic clinical
application perspective based on the putative clinical outcomes
assessed in each study. Some studies had multiple endpoints and
needed to be assessed independently for each of these clinical indications. The clinical indications considered include:
(1) Prevention of disease progression,
(2) Symptomatic control of Parkinson’s disease,
(3) Prevention of motor complications,
(4) Control of motor complications, and
(5) Control of non-motor complications (autonomic dysfunction,
depression, psychosis)

RATING OF THE STUDY QUALITY SCORES
All Level-I studies were rated for study quality. The study quality score was derived from a list of key methodological topics,
according to a published checklist13, relevant for determining the
methodological soundness of the trial (Table 3). A percentage score
(not absolute values) was calculated for each study and is used as
an indicator of the overall quality of the study. To assure consistency across studies, all the ratings were done by two of three committee members (OR, JF, CS). The differences in scores were reviewed and a consensus reached among the three reviewers.
A rating score, obtained as described above, was included for
each Level-I study reviewed. This option deserves explanation because interpretation of a “quality score” might be tricky and useless if the reader is not familiar with the assessment used to create
the score. In this review, the quality scores are descriptive variables, and they were not used to select the studies that were analyzed. As such, quality scores are useful. Particularly because when
considering multiple Level-I studies, quality scores are helpful in
stratifying the studies based on the strength of the evidence relative to the overall body of evidence being considered.

EFFICACY EVALUATION
CLASSIFICATION OF EVIDENCE
This review is based in a hierarchical organization of evidence.12
Randomized controlled trials (RCT), if methodologically sound,
are considered least biased and, thus, the most valid studies providing clinical evidence. The next level of evidence is supported
by non-randomized, controlled clinical trials (CCT), followed by
observational controlled studies (cohort and case-control studies).
The lowest level of evidence considered was non-controlled case
series. Clinical evidence was classified into three levels (Table 2).
If sufficient RCTs were available (Level-I studies), studies with
lower levels of evidence were only considered secondarily to amplify but not establish efficacy. In instances where RCTs did not
exist, lower levels of evidence were used as the primary sources,
but the conclusions were necessarily less firm.
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Table 3 Rating Scale for Quality of Evidence
Yes

Unclear/
Possibly

No

N/A

1. Is an estimate of the treatment effect given

2

1

0

N/A

2. Is it of clinical importance

2

1

0

N/A

3. Is the estimate of treatment effect sufficiently precise

2

1

0

N/A

2

1

0

N/A

RESULTS

VALIDITY: SELECTION
4. Was the spectrum of patients well defined?
5. Was the diagnosis of the disease well defined?

2

1

0

N/A

6. If pragmatic, were suitably abroad eligible criteria used?

2

1

0

N/A

7. If explanatory, were eligibility criteria suitably narrow?

2

1

0

N/A

8. Was assignment to treatments stated to be random?

2

1

0

N/A

9. If yes, was the method of randomization explained?

2

1

0

N/A

10. Were all patients accounted for after randomization?

2

1

0

N/A

11. Were losses to follow-up low (<10)?

2

1

0

N/A

12. Were the treatment groups similar in important factors at the start of the trial?

2

1

0

N/A

13. Were all patients otherwise treated alike?

2

1

0

N/A

14. Were patients, health care workers and investigators “blind” to treatment?

2

1

0

N/A

MEASUREMENT

15. Was assessment of outcome “blind”?

2

1

0

N/A

16. Was the occurrence of side effects explicitly looked for?

2

1

0

N/A

17. If yes, were estimates of their frequency/severity given?

2

1

0

N/A

18. Was the main analysis on “intention to treat”?

2

1

0

N/A

19. If no, was a sensitivity analysis performed?

2

1

0

N/A

STATISTICAL ANALYSIS

20. Were additional clinically-relevant factors allowed for?

2

1

0

N/A

21. Were appropriate statistical methods used?

2

1

0

N/A

22. Were any “unusual” methods used?

2

1

0

N/A

23. If subgroup analyses were done, were they explicitly presented as such?

2

1

0

N/A

2

1

0

N/A

UTILITY
24. Do the results help me choose treatment?
TOTAL (add ringed scores above):

(A)

No. of questions which actually applied to this article (maximum=24):

(B)

Maximum possible score (2 X B)

(C)

OVERALL RATING (A/C expressed as a percentage)

%

N/A=not applicable establishing conclusions
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SAFETY EVALUATION14

EVIDENCE-BASED CONCLUSIONS

As previously mentioned, safety profiles and tolerability of
the interventions considered are described using a narrative, nonsystematic approach14. The clinical information used to make an
overall safety evaluation included:
· Adverse reactions reported in the trials analyzed in this review,
· Adverse reactions described in the product information documents, which differed among countries for some products,
· Regulatory measures taken by country or regional authorities
based on safety and tolerability profiles of the treatment, and
· Literature reports based on non-systematically searched papers.
The safety descriptions are limited due to the paucity of data
available in the literature, as well as limitations in our approach.
Nevertheless, reviews of safety data were summarized as far as
possible.

Assessments of efficacy and safety for each therapeutic intervention were made followed by specific implications for use in
clinical practice and for future clinical research. Where no evidence was available specifically relevant for patients with PD, this
was clearly stated. A standardized wording was used to describe
conclusions in order to avoid insurmountable subjectivity and inconsistencies across chapters. This wording is defined in Table 4.

Table 4. Definitions for specific recommendations

Efficacy Conclusions

Definition

Required Evidence

Efficacious

Evidence shows that the intervention has
a positive effect on studied outcomes

Supported by data from at least one highquality (score > 75%) RCT without
conflicting Level-I data

Likely efficacious

Evidence suggests, but is not sufficient
to show, that the intervention has a positive
effect on studied outcomes

Supported by data from any Level-I trial
without conflicting Level-I data

Unlikely efficacious

Evidence suggests that the intervention
does not have a positive effect on studied
outcomes

Supported by data from any Level-I trial
without conflicting Level-I data

Non-efficacious

Evidence shows that the intervention does
not have a positive effect on studied
outcomes

Supported by data from at least one highquality (score > 75%) RCT without
conflicting Level I data

Insufficient evidence

There is not enough evidence either for
or against efficacy of the intervention in
treatment of Parkinson’s disease

All the circumstances not covered by the
previous statements

Safety
Acceptable risk without specialized monitoring
Acceptable risk, with specialized monitoring
Unacceptable risk
Insufficient evidence to make conclusions on the safety of the intervention

Implications for Clinical Practice
Clinically useful

For a given situation, evidence available is sufficient to conclude that the intervention
provides clinical benefit

Possibly useful

For a given situation, evidence available suggests, but insufficient to conclude that the
intervention provides clinical benefit

Investigational

Available evidence is insufficient to support the use of the intervention in clinical practice,
but further study is warranted

Not useful

For a given situation, available evidence is sufficient to say that the intervention provides
no clinical benefit

Efficacy unlikely

Evidence suggests that the intervention does not have a positive effect on studied outcomes.
Supported by data from any Level-I trial without conflicting Level-I data
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WRITING PROCESS

A first meeting was held to discuss the principal format of the
review and its methodology. Specific research tasks were assigned.
For subsequent meetings, a smaller writing committee (principal
authors) was formed and assigned the task of the primary preparation of the document with other participants taking on the role of
co-authors. Additional contributors were recruited for specific focused tasks including internal quality control and quality ratings
of Level-I trials. Following numerous face-to-face sessions and
telephone conferences of the writing committee and prior to finalization, the document was peer-reviewed by the MDS Scientific
Issues Committee and International Executive Committee. In addition, drug companies involved in the interventions reviewed were
invited to check respective parts of the document for identification of published studies not identified by the committee. Comments received were addressed by the principal authors.

FINAL COMMENT
In the treatment of PD, there are many different decisions that
health care providers make regarding symptomatic management,
disease progression considerations, treatment of secondary conditions, and long-term quality-of-life implications. Consequently,
efforts to better understand treatments that are proven effective
and safe through systematic reviews will help influence clinical
decisions for the optimal care for patients with PD disease.
Equally important, physicians and researchers need to have a
clear understanding of those treatments that are: (a) not well studied specifically in patients with PD, (b) ineffective, or (c) unsafe.
Furthermore, ongoing efforts to improve the quality of published
evidence will only happen with critical reviews such as this that
evaluate what studies are of sufficient quality to make treatment
recommendations for patients with PD.
This review summarizes the published clinical evidence supporting the use of therapeutic interventions for PD. The evaluation
panel recognised that its conclusions are constrained by some factors. Inclusion criteria to incorporate trials into the review process
were chosen arbitrarily. Publication practices bias toward reports
with favorable results. The database analysis was closed in January 2001 and it is expected that more recently published trials and
future RCTs will permit modifications of conclusions in this ongoing effort.1 This might be true for the most recent interventions,
but is less likely to happen for older ones. The few RCTs identified with the older medications, like anticholinergics, amantadine
and the first generation of dopamine agonists, were conducted in
times when technical solutions to plan such trials were not yet
developed.2 Since then, those drugs went off patent, and there is
no present financial interest in understanding them better. Consequently, conclusions on efficacy are sometimes more favorable
for recently marketed drugs than for older ones, and this reflects
historical factors rather than true clinical differences. Conversely,
years of experience with an older agent offer greater reliability
regarding safety than the short follow-up of recent agents. All along
this review, conclusions were indeed more focused on proof of
efficacy than safety. This problem is explained by the fact that
reviewing RCTs is not the most adequate method to study an
intervention’s adverse reactions, especially the less frequent ones.
The level of evidence allowed to conclude that several interventions were “efficacious”, but it should be clearly stated that
when an intervention was not classified as efficacious, this only
reflected the fact that there was not enough data from clinical tri-
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als to clearly support or refute its efficacy. One important finding
of the project was to identify the numerous situations where data
remained insufficient to conclude on efficacy. This was true for
therapeutic strategies using simultaneous combinations or chronological associations as opposed to single interventions. This was
also true for comparisons between single interventions. If choices
among equivalent therapeutic options will always remain a matter
of clinical expertise and individual preferences, a lot remains to be
done to identify which options are equivalent. There are also insufficient data on long-term outcomes and mortality. The poverty
of the evidence regarding routine interventions, like rehabilitation,
and the treatment of depression, dementia or dysautonomia, is striking. It is expected that pointing out these insufficiencies will encourage the scientific community to conduct the appropriate investigations to correct such lacunas.
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Anticholinergic Therapies in the Treatment of Parkinson’s Disease

and Index Medicus from 1927.
· A homogeneous patient population with a diagnosis of idiopathic
PD was not an absolute requirement. This would have excluded
the vast majority of earlier articles in which postencephalitic patients usually constitute part of the patient population. A large number of the identified articles date back to the era before generally
accepted criteria for the clinical diagnosis of idiopathic PD. Included were articles in which more than 50% of patients were classified as idiopathic. Also the minimum number of patients required
was reduced to 15.
· Because of the paucity of high quality Level-I studies, Level-III
studies were also included.
Articles dealing with the naturally occurring alkaloids are of
historical interest in this context but were not included in the final
evaluation. Early reports on substances that – to the best of our
knowledge – either never came on the market or have not been
licensed anywhere for as far as could be tracked back also were
excluded.

INTRODUCTION
BACKGROUND
Anticholinergics were the first widely accepted treatment for
parkinsonism. Plants containing anticholinergic substances were
already used in ancient Indian medicine for the treatment of a neurological condition, which appears to have been parkinsonism.1 In
1867, Ordenstein first reported their antiparkinsonian effect, which
Charcot had discovered fortuitously when administering tinctures
of deadly nightshade (Atropa belladonna) for excessive salivation
in parkinsonian patients.2
For almost a century, anticholinergics remained the only possible treatment for parkinsonism. At first, a variety of naturally
occurring solanaceous alkaloids were used, often administered in
the form of wine extracts (Bulgarian belladonna) or cigarettes. For
a long time, the mechanism of action of the anticholinergics was
believed to be due to peripheral muscarinic effects, and it was only
in 1945 that acetylcholine was first proposed to be a central neurotransmitter.3

BASIC PHARMACOLOGY

RATIONALE

MECHANISM OF ACTION

In the 1940s and 1950s, the first clinical trials were carried out
with newer synthetic anticholinergics. These early trials included
many postencephalitic patients and generally are not considered
well-designed trials by modern standards. However, they still constitute the majority of existing clinical trials concerning this class
of drug. With the introduction of L-Dopa and increasing awareness of cognitive adverse reactions of anticholinergic drugs, interest in their use waned and the number of clinical trials declined.
The fact that anticholinergic therapy has remained in clinical
use for well over a century, as well as the often remarkable clinical
deterioration of parkinsonian symptoms after their abrupt discontinuation4-6, suggests at least some beneficial effects. Pharmacological rationale for the use of anticholinergic drugs has been
strengthened by the clear demonstration of dopaminergic-cholinergic antagonism in striatal function.

The precise mechanism of action of the anticholinergics is still
not clear, although it is generally believed that they work by correcting the disequilibria between striatal dopamine and acetylcholine activity. In 1967, Duvoisin7 demonstrated that the centrally
acting cholinesterase inhibitor, physostigmine, increased the severity of parkinsonian symptoms, and that these effects could be
antagonized by anticholinergic drugs. Furthermore, it was shown
by Nashold8 that the direct injection during functional neurosurgery of acetylcholine into the globus pallidus of patients with PD
resulted in increased tremor in the contralateral extremities, which
was reduced by the subsequent injection of an anticholinergic drug.
Some of the anticholinergic drugs such as benztropine also have
the ability to block dopamine uptake in central dopaminergic neurons. Some substances are predominantly used as antihistaminic
(diphenhydramine) or have been developed as their derivatives
(benztropine), but the antihistaminic properties of those substances
do not contribute to their antiparkinsonian action.
There are two general types of acetylcholine receptors, the muscarinic and the nicotinic receptors. The muscarinic receptors are
G proteins-linked receptors and the nicotinic receptors are ligand
gated ion channels. The anticholinergics used in treatment of PD
are specific for muscarinic receptors.

METHODS
KEY SEARCH ITEMS
Key search items included Parkinson and anticholinergic, or
trihexyphenidyl, benzhexol, biperiden, orphenadrine, procyclidine,
benztropine, bornaprine, ethopropazine, scopolamine,
propantheline, benapryzine, cycrimine, elantrine, antihistamine, or
diphenhydramine.

PHARMACOKINETICS

SPECIAL EXCEPTIONS TO INCLUSION/
EXCLUSION CRITERIA

For some of these substances, which have been in clinical use
for many years, formal pharmacokinetic studies in humans have
not been performed, and therefore, some pharmacokinetic data are
not published in the literature. Therefore the data available is limited, but all the anticholinergics reviewed below are reported as

· Because of the long history of the use of anticholinergics for
treatment in Parkinson’s disease (PD), the search period was extended to Cochrane Library 1948-1999; OldMedline 1960-1965;
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being absorbed from gastrointestinal tract after oral administration, and all are lipophilic thereby allowing CNS penetration.
Trihexyphenidyl reaches peak plasma concentrations in 2 to 3 hours
after oral administration and has a duration of action of 1 to 12h.
Benzotropine has a similar pharmacokinetic profile.

REVIEW OF CLINICAL STUDIES
The primary literature search, as described above, identified
several hundred reports. Of these, 64 were reports on clinical trials
of anticholinergics therapies reporting efficacy results, however,
only 15 studies met the criteria for inclusion for this review.

PREVENTION OF DISEASE PROGRESSION
No qualified articles were identified.

SYMPTOMATIC CONTROL OF
PARKINSONISM
All 15 identified reports meeting the criteria for inclusion addressed the use of anticholinergic drugs in the symptomatic management of parkinsonism. In all subcategories, the numbers of included articles were too small and patient populations usually were
not homogeneous enough for a meaningful split among individual
anticholinergic substances. For the same reason, no subdivisions
were made for studies on monotherapy and combination therapy.
The articles are discussed in chronological order in each subcategory.

Level-I Studies
Iivainen (1974) 9: In a double-blind, cross-over study of
bornaprine (8 mg/day) vs. placebo (six weeks for each treatment
period) in 20 patients with mild to severe PD, the authors found a
statistically significant reduction of resting tremor and postural
tremor but no significant effect on rigidity and hypokinesia (this
study used the author’s own rating scales). Results are not presented in absolute figures. All but two patients were on combination therapy with other anticholinergics, L-dopa, or amantadine.
The validity of this study is however weakened by the fact that (1)
there was no washout period between the treatment and the placebo period thereby making interpretation more difficult due to
the lack of detailed numerical results, and (2) there was a lack of
detailed numerical outcome results reported. This study had an
overall quality score of 63%.
Parkes et al. (1974)10 did a randomized, double-blind, crossover trial of benzhexol (8 mg), amantadine (200 mg), and their
combination in 17 parkinsonian patients (including two post-encephalitic patients). Treatment duration was 4 weeks in each treatment arm and on combination therapy, followed by open-label
administration of L-dopa alone, for 6 months. Both combination
therapy and L-dopa therapy led to a statistically significant score
reduction without a significant difference between the two strategies. Functional disability was reduced by 15% on benzhexol and
on amantadine alone, by 40% on their combined use, and by 36%
on L-dopa. Benzhexol lessened rigidity (by 9.4%) and improved
posture (by 8%) but had little effect on akinesia (1.5%) and tremor
(4.4%), while amantadine and L-dopa improved all symptoms. This
is the only study available that compares an anticholinergic drug
with amantadine. This study had an overall quality rating score of
60%.
Martin et al. (1974)11 performed a randomized, double-blind
study in 30 patients who were taking L-dopa (without decarboxy-
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lase inhibitor) either as monotherapy (“control” group) or in combination with trihexyphenidyl (mean dose not specified; “treatment” group). Treatment duration was 6 months. This study, despite being described as controlled, is difficult to interpret because
the two patient groups appear different in their duration of disease
(16.9 years in the control group vs. 7.9 years in the active treatment group) thereby preventing a meaningful comparison between
treatments. The authors provide no explanation for this large difference in disease duration. Additionally, the study reports only
limited numerical results on the rating scales, which were used to
assess a number of motor functions; a statistical analysis was not
reported, and the outcome data can partly be estimated from the
graphs. The authors report no difference between groups in tremor
and rigidity, and less improvement of speech in the “control” group.
The mean required L-dopa dose was not changed by the addition
of trihexyphenidyl. The authors conclude that the addition of
trihexyphenidyl to L-dopa is “of no specific value”. Although this
study had an overall quality score of 75% there is an unexplained
large difference in disease duration between the two groups at
baseline, limiting efficacy conclusions.
Wallace et al. (1982)12: In a randomized, double-blind crossover study over 30 weeks, Wallace12 compared benztropine (mean
dosage not specified) vs. placebo in addition to a stable dose of Ldopa in 29 mildly to moderately disabled patients with idiopathic
PD. The authors found a small but statistically significant improvement in several motor measures such as tandem gait, strength and
rigidity in upper extremities, and finger tapping as well as in selected activities of daily living. There is, however, an overall paucity of detail in the reported results, and tremor was not listed as an
outcome variable. This study had an overall quality score of 59%.
Cantello et al. (1986)13: This study was a randomized, doubleblind, cross-over study of bornaprine (mean dose 8.25 mg/day)
vs. placebo (30 days on each treatment) in 27 patients with idiopathic PD. Disease severity ranged from Hoehn & Yahr (HY) scale
2 (14 patients) to 5 (1 patient), and patients were on stable
antiparkinsonian therapy including L-dopa, bromocriptine, and
other unspecified drugs. The objective outcome measure was the
Webster Scale. The most marked improvement was reported for
tremor (from 2.48 to 1.18 on bornaprine - p<0.01 – vs. 2.00 on
placebo), but bradykinesia, rigidity, posture, facial expression, seborrhoea, and coping ability all were statistically significantly improved as well. The authors did not specifically state whether there
was a statistically significant improvement of the total Webster
Scale. Patients and physicians provided a subjective assessment,
which was significantly in favor of bornaprine. No time was allowed for washout between the treatment and the placebo period.
This study had an overall quality rating score of 60%.
Cooper et al. (1992)14 conducted a randomized, controlled,
single-blinded trial in 82 patients with early PD and 22 healthy
controls. The aim of the study was to compare changes in motor
function and in cognitive function in de-novo PD patients who
had been started either on L-dopa (mean dose 415 mg/day),
bromocriptine (mean dose 13.5 mg/day), or anticholinergics (21
patients on benzhexol, mean dose 5.9 mg daily; one patient on
orphenadrine), or no treatment. These were compared to 22 healthy
volunteers who were not on any treatment. There was no placebo
group. The assessments were performed before treatment was
started and after 4 months of therapy. As outcome measures for
motor function, King´s College Rating Scale and Fine Finger
Movements Test were used that showed a statistically significant
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improvement in the L-dopa and anticholinergics group but not in
the bromocriptine or in the untreated group. No differences in the
effect on different parkinsonian symptoms were found. As the authors state, however, the low level of disease severity in these patients may have led to a relative insensitivity of symptom measurement. The authors’ main endpoint was a detailed assessment
of cognitive function in patients with PD and the impact of different treatments on this endpoint. A large number of neuropsychological tests were applied: Results that are relevant with respect to
the anticholinergics include the Wechsler Memory Scale, which
showed a significant improvement in the L-dopa and the untreated
groups, whereas the anticholinergics group deteriorated. This latter result was not statistically significant. On some of the other
tests, there was a specific deficit in the anticholinergics group.
Looking at associations between results on motor and cognitive
function tests, those patients on anticholinergics who had improved
most in motor function were found to have deteriorated most on a
number of neuropsychological tests. From the neuropsychological test results, the authors conclude that in PD, anticholinergics
lead to an exacerbation of a pre-existing deficit in memory acquisition and immediate memory rather than accelerating the rate of
forgetting. This study had an overall quality score of 55%.

Level-II Studies
Kaplan et al. (1954)15 was the earliest published report an anticholinergic therapy that met inclusion criteria. In this
nonrandomized, cross-over trial involving 35 patients (6 were considered post-encephalitic), benzhexol, panparnit, and hyoscine
were compared to placebo over a 4-week treatment period for each
treatment; there was a one-week, low-dose phase between treatment periods. Outcome measures were “over-all picture” on neurological examination, which showed 40.6% improvement on
benzhexol, 31.4% on panparnit, 13.3% on hyoscine, and 6% on
placebo; EMG-quantification of tremor (statistically significant
improvement of amplitude on each drug compared to placebo but
no improvement from baseline – deterioration of tremor after drug
withdrawal was concluded from this); grip strength on dynamometer (no significant changes); and Purdue Pegboard (drugs slightly
more effective than placebo, no difference between substances).
Patients were blinded, but blinding of investigators is not specifically stated. The paper also does not report on any adverse reactions and lacks details on patient characteristics and reported results.
Strang (1965)16 reported a trial of procyclidine, which appears
to be methodologically complicated. The study combines a 2-month
controlled, nonrandomized trial of procyclidine (unspecified dose)
as adjunct to unspecified other antiparkinsonian drugs in 70 patients (15 were considered postencephalitic) with a 10-month, openlabel observation period, in which the previous placebo patients
as well as 15 additional patients were put on procyclidine as
monotherapy. The quality of the study protocol is further limited
by the fact that there were no numeric outcome measures reported
for the first part of the trial and that statistical analysis is lacking.
Efficacy measures were rating of each symptom on a 0% to 100%
scale and timed performance tests, which were not further specified. At the end of the follow-up period, the author reports 40%
improvement in tremor, 53% in rigidity, 42% in akinesia, 44% in
gait, and 58% in sialorrhea.
Strang (1967)17: The same author as the previous study also
conducted a nonrandomized, placebo-controlled, double-blind
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study of biperiden (mean dose not stated) in 80 patients with parkinsonism (of unspecified severity; 14 patients were considered
postencephalitic) over a period of two months. This was followed
by a 6-month, open-label follow-up period. Any other
antiparkinsonian therapy was continued unchanged. As with patient characteristics, there is also a lack of details in the results
reported. In fact, the only results that were given concerning the
first, controlled part of the study were that 68% of patients had
“significantly” improved, that 13 had discontinued the drug and
that a “total ineffectiveness of placebo” had been noted. Numeric
outcome results are only reported for the end of the open-label
period, using the same rating scale of 0-100% for each symptom
as in the other studies by the same author included here. He found
an improvement of 53% in tremor (duration, frequency of occurrence, and amplitude), 40% in rigidity, 45% in bradykinesia, 38%
in gait, and 54% in sialorrhea.
Friedman et al. (1997)18: In a nonrandomized, cross-over trial
comparing benztropine (mean dose 3 mg/day) and the atypical
neuroleptic clozapin (39 mg/day) in 19 patients, Friedman and
colleagues showed a comparable and statistically significant tremor
reduction of around 30% from baseline on both drugs. Primary
variables were tremor scores in two scales and on video assessment.

Level-III Studies
Strang carried out two additional uncontrolled trials using a very
similar methodology. Both studies involve large numbers of patients with a long follow-up:
Strang (1965)19 followed 94 patients for one year who were on
benztropine given either as monotherapy or in combination with
other anticholinergics. The same rating scale was applied for parkinsonian symptoms and timed performance tests as in his other
studies included in this review. These studies failed to describe
details of the assessment methods used. Results were reported as
percentage of improvement of each symptom in patients on
monotherapy. Improvement in tremor (45%) and rigidity (40%)
were similar, while akinesia was reported as improved by 33%.
No detailed results are reported on the patients who were on combination therapy.
Strang (1965)20: In another noncontrolled trial, Strang reported
on orphenadrine as monotherapy or in combination with
benztropine in 150 patients (100 of whom were classified as idiopathic PD) treated over a 2-year period. Mean dosages were not
stated. The same methodology as described above was used. At
the end of the trial, only 83 patients were still taking the
orphenadrine, with 60 patients still experiencing a clinical benefit.
Response of tremor, rigidity, and akinesia were reported to be similar: 33% to 37% of patients obtained relief after 24 months.
Sancesario et al. (1984)21 reported the results of a noncontrolled
trial that assessed parkinsonian tremor, as measured using an accelerometer, on different doses (6 to 16 mg daily) of bornaprine.
The report lacks details on specific results. The main result, according to the authors, was a statistically significant improvement
of tremor amplitude and duration. Only 20% of the patients reported an improvement on self-assessment. The authors also state
that bradykinesia “seemed to respond to higher doses in some patients”, without reporting the relevant results.
Bassi et al. (1986) 22 carried out a noncontrolled trial of
orphenadrine given over 6 months to a small number of patients: 9
patients (HY stage 1 to 2) were put on monotherapy (mean dose
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not specified), and 11 patients (HY stage 3) received orphenadrine
(150 mg daily) in addition to L-dopa (450 mg daily). Both groups
showed a statistically significant improvement in disease severity
(Webster Scale: from 10.2 to 5.2 on monotherapy and from 16.0 to
6.7 on combination), disability (Northwestern University Disability Scales: from 9.1 to 5.7 on monotherapy and from 19.0 to 5.8 on
combination), and depression (Hamilton Rating Scale), with a trend
for short-term memory to deteriorate in the patients on combination therapy.

PREVENTION OF MOTOR COMPLICATIONS
No qualified articles were identified.

CONTROL OF MOTOR COMPLICATIONS
No qualified articles were identified. The only report where anticholinergic was given for the management of motor symptoms
was a single, open-label study in 9 patients with dysphasic dyskinesia on L-dopa therapy.23

CONCLUSIONS
EFFICACY
PREVENTION OF DISEASE PROGRESSION
There is INSUFFICIENT EVIDENCE to conclude on the efficacy of anticholinergics regarding the prevention of disease progression and in the prevention and control of motor complications.

SYMPTOMATIC CONTROL OF PARKINSONISM
Based on the evidence available to date, anticholinergic therapies are LIKELY EFFICACIOUS for the symptomatic control of
PD. However, data is insufficient to establish the long-term efficacy of anticholinergic treatment and to distinguish between the
clinical efficacy of monotherapy vs. adjunct therapy.

CONTROL OF MOTOR COMPLICATIONS
There is INSUFFICIENT EVIDENCE to conclude on differences between individual drugs within this class or clinical benefits relative to other antiparkinsonian agents.

REVIEW OF SAFETY

CONTROL OF NON-MOTOR COMPLICATIONS

Among the drugs currently in use for the treatment of parkinsonism, anticholinergics give rise to a comparatively high number
of safety concerns, which limit their clinical use. Due to their peripheral antimuscarinic action, anticholinergic therapy is contraindicated in narrow-angle glaucoma (one case of blindness caused
by this has been reported in a parkinsonian patient)24, tachycardia,
hypertrophy of the prostate gland, gastrointestinal obstruction, and
megacolon. They may cause blurred vision due to accommodation impairment, urinary retention, nausea, constipation (rarely
leading to paralytic ileus)25, and – frequently – dry mucous membranes. Gingivitis and caries due to this latter effect may occur
and rarely lead to loss of teeth.2 Reduced sweating may interfere
with body temperature regulation, and fatal heat stroke has been
reported (in psychotic patients who were on neuroleptic as well as
anticholinergic treatment).26,27
Central anticholinergic activity may interfere with mental function and represent one of the most important limiting factors to
their use. Impaired neuropsychiatric function has been demonstrated in patients who had not previously been demented.28,29 In
patients who had not shown any central side effects while on
therapy, a significant improvement of mental functions after withdrawal of anticholinergics has been found.30 Acute confusion, hallucinations, and sedation may occur. All these central adverse effects are more likely to occur with advanced age and in patients
with previously impaired cognitive functions. The use of anticholinergics is contraindicated in demented patients.
Other central nervous adverse effects refer to the cholinergic
impact on the motor system. There are a number of reports (usually involving small numbers of patients) on dyskinesias brought
on31 or increased32 by the administration of anticholinergics, either
as a monotherapy or in combination with L-dopa. In several articles, the onset occurs within days to weeks after initiation of treatment33, and in some, dyskinesias were reported to be predominantly orobuccolingual with a tendency to spread to the limbs with
higher doses.34 These dyskinesias were reversible with withdrawal
of the drugs. The abrupt withdrawal of anticholinergic drugs may
lead to a rebound effect with marked deterioration of parkinsonism.
Therefore, anticholinergics should be discontinued gradually and
with caution.4-6

There is INSUFFICIENT EVIDENCE that the available data
support the assumption that anticholinergic medications have different effects on different parkinsonian symptoms, such as a selective effect on parkinsonian tremor, or a lack of effect on bradykinesia.
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SAFETY
The use of anticholinergics in the treatment of parkinsonism
carries an ACCEPTABLE RISK WITHOUT SPECIALIZED
MONITORING. Obvious requirements for clinical use of anticholinergic therapy are careful exclusion of the contraindications
listed above, the titration of the lowest possible dosage for each
patient, and regular follow-up clinic visits with an emphasis in
detecting adverse reactions.

IMPLICATIONS FOR CLINICAL PRACTICE
From the evidence published to date, anticholinergic medications are CLINICALLY USEFUL in the symptomatic treatment of
PD, both as monotherapy and when used in combination treatment strategies.
There are, however, considerable limitations to this usefulness:
the antiparkinsonian effect of this class of drugs is usually only
mild to moderate, and occurrence of adverse reactions – due both
to peripheral and to central anticholinergic action – is not infrequent. Careful consideration of contraindications, individual dose
adjustments, and active monitoring for adverse reactions are necessary. Abrupt withdrawal should be avoided.
In a number of controlled and uncontrolled studies, particularly
dating from the earlier years of use of anticholinergics in PD, sialorrhea was used as an outcome variable, and response to anticholinergic therapy was usually reported in a range comparable to the
response of other parkinsonian features.

IMPLICATIONS FOR CLINICAL RESEARCH
Further research may establish the role of anticholinergic agents
in the prevention of motor complications, possibly as part of an
early combination therapy aiming at delaying the initiation of Ldopa. A direct head-to-head comparison with dopamine agonists
in de novo patients also would be of interest. In the literature published to date, there is anecdotal evidence of a possible beneficial
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effect of anticholinergics in the management of motor complications. In light of a number of reports on dyskinesias induced or
aggravated by anticholinergics, further studies seem warranted to
establish their role in late-stage PD with motor complications.
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Amantadine and Other Antiglutamate Agents

AMANTADINE

INTRODUCTION

BASIC PHARMACOLOGY

BACKGROUND
In 1969, Schwab et al.1 first reported amantadine as being clinically useful in the treatment of Parkinson’s disease (PD). Since
that time, several clinical trials have investigated the efficacy of
amantadine compared with anticholinergics and levodopa, given
either alone or in combination with other antiparkinsonian medication. The majority of these trials were conducted between 1970
and 1975, and were controlled, double-blind, crossover studies.
Subsequently, investigators’ interest in amantadine waned and recent reviews on PD treatment and pharmacology placed amantadine as a secondary therapy for PD. Despite this varying clinical
interest in amantadine, there remain several unresolved features
of the drug, specifically, the clinical observation that discontinuation of amantadine in patients with PD may result in a dramatic
worsening of clinical status.2

RATIONALE
More recently, interest in amantadine has reemerged, particularly due to the hypothesis of its possible role for the treatment of
motor fluctuations and dyskinesias3,4 in patients on chronic
levodopa therapy. Consequently, a review of the published literature on amantadine is included, with the underlying objective of
determining the efficacy and safety of amantadine and other
antiglutamate agents in the treatment of PD.

METHODS
KEY SEARCH TERMS
The terms used for the search were: parkinsonism or Parkinson’s
disease, amantadine, memantine, ifenprodil, dextromethorphan,
budipidine, and antiglutamate agents/drugs.

SPECIAL EXCEPTIONS
In the absence of randomized, controlled trials (RCT) meeting
inclusion and exclusion criteria, other controlled clinical trials were
included that: were nonrandomized, enrolled less than 20 patients,
or had less than a 4-week evaluation period. Specifically, all studies specified a diagnosis of PD, used objective scales for target
symptoms, had a minimum of 5 evaluated patients, used a standardized assessment of clinical efficacy, defined baseline and posttreatment time points, and defined an unequivocal grading of therapeutic effect (ie. no improvement, marked/moderate/complete
improvement, or no modification of concomitant antiparkinsonian
therapies during assay). Uncontrolled studies were only considered if no other type of studies were available.

MECHANISM OF ACTION
Amantadine hydrochloride is 1-amino-adamantanamine, the salt
of a symmetric 10-carbon primary amine that was originally introduced as an antiviral agent effective against A2 Asian Influenza.5
Originally, amantadine was fortuitously noted to be useful in relieving clinical symptoms in a single patient with PD.1
There are several proposed modes of action of amantadine in
PD, but the exact mechanism remains unclear. Most of the behavioral and neurochemical studies indicate that amantadine interacts
with catecholamines, specifically dopamine. Presynaptically,
amantadine may exert its clinical effect by enhancing (through an
amphetamine-like action) the release of stored catecholamines from
intact dopaminergic terminals6 and by inhibiting catecholamine
reuptake processes at the presynaptic terminal. This later effect
requires high concentrations of amantadine in vitro, and probably
does not occur at therapeutic dosages.7 Postsynaptically, amantadine exerts a direct effect on dopamine receptors8 thereby introducing changes in the dopamine receptor affinity.8 Amantadine’s
combined presynaptic and postsynaptic action causes simultaneous
interference with reuptake, release and receptor interaction not
necessarily in a direction favoring increased dopamine stimulation.8
In addition, nondopaminergic properties of amantadine are proposed, including an anticholinergic action9 and a NMDA glutamate
receptor blockade10,11

PHARMACOKINETICS
Amantadine hydrochloride is readily absorbed (blood levels peak
1-4 h after an oral dose of 2.5 mg/kg) with a clinical duration of up
to 8 hours, and is poorly metabolized in humans (more than 90%
of an ingested dose can be recovered unchanged in urine). Commercially available in most countries, amantadine hydrochloride
is used clinically as 100-mg capsules or as syrup containing 50
mg/ml. The currently recommended dosage for us in PD is 200 to
300 mg given in 2 to 3 divided doses (ie. 100 mg BID to TID).
Chronic administration results in amantadine accumulation in patients with impaired renal function, which can cause concomitant
toxicity.12 The drug is generally well tolerated; livedo reticularis
and ankle edema are the most frequent adverse reactions.

REVIEW OF CLINICAL STUDIES
The results of the literature search process identified 56 published reports on amantadine. Of these, 23 articles were excluded
because they did not meet the predefined inclusion criteria. Fifteen prospective randomized controlled trials were identified,
which met the conditions established in method section. Furthermore, 15 reports were included based on special exceptions previ-
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ously defined (non-randomized or uncontrolled studies).
In studies evaluating symptomatic control of parkinsonism
amantadine was tested both as monotherapy as well as when given
as adjunct to preexisting treatment with anticholinergics or
Levodopa and these two types of studies will be reviewed separately.

PREVENTION OF DISEASE PROGRESSION
No qualified studies were identified.

SYMPTOMATIC CONTROL OF
PARKINSONISM
MONOTHERAPY

Level-I Studies
Fahn et al. (1975)13 reported the results of a randomized, crossover, placebo-controlled trial in 23 patients with PD. The study
design was complex and included several successive crossover
periods, which were separated by months of open therapy. Reviewing the first crossover period, the efficacy of amantadine versus placebo can be evaluated. Patients received either placebo or
amantadine 200 mg/d for 2 weeks and the alternate drug was given
for the next 2 weeks. The authors report improvement in 16 (70%)
patients while treated with amantadine compared with placebo.
During this first crossover period, several adverse reactions were
reported including dizziness, nervousness, irritability, lightheadedness, depression, insomnia, anorexia, and sleepiness. No
adverse reactions were evaluated as serious, and the two most frequents events were insomnia and anorexia. This study had a quality rating score of 46%.
Butzer et al. (1975)14 studied 30 patients of whom 27 were analyzed while on monotherapy with amantadine, and 3 patients were
co-medicated with anticholinergic or anti-histaminic therapy. This
study was a double-blind, placebo-controlled, crossover study, and
each period study had a duration of 2 weeks. Twenty-nine (out of
the 30) patients were described as having idiopathic PD and 26
patients completed the study. Twenty patients preferred amantadine, 3 preferred placebo, and 3 were uncertain. Clinical assessments were based on evaluations of tremor, rigidity, all physical
signs, daily activities, timed tests, repetitive motions and overall
average. Amantadine produced an overall statistically significant
improvement of 12%. After the end of the crossover phase 10 patients were followed for 10 to 12 months while on amantadine
(open label). Forty-four independent adverse reactions were reported, some of which occurred in the same patients. The three
most common reactions were oedema, livedo reticularis or rash,
and light-headedness. This study had an overall quality rating score
of 57%.
Parkes et al. (1974)15 compared the effects of benzhexol (8 mg/
d), amantadine (200 mg/d) and amantadine plus benzhexol, in 17
patients (15 with idiopathic PD) in a randomized, double-blind,
crossover trial involving 4-week treatment periods. Fourteen patients completed the study. Administered as monotherapy,
benzhexol and amantadine were associated with a 15% reduction
in functional disability as assessed by a composite rating score
including: akinesia, tremor, posture, and rigidity. Benzhexol lessened rigidity and improved posture, but had little or no effect on
akinesia and tremor. amantadine had a minimal effect on akinesia
but caused a moderate improvement in tremor and posture. The
improvement in total disability induced by benzhexol and amantadine separately was not significantly different. The two drugs in
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combination produced a 40% reduction in total disability. Reported
adverse reactions included dry mouth in 8 patients (and was more
severe with benzhexol than with amantadine), mental confusion
(benzhexol n=1; amantadine n=1), livedo reticularis (amantadine
n=2). This study had a quality rating score of 60%.
Cox et al. (1973)16 performed a double-blind, crossover trial of
L-dopa versus amantadine in 27 patients treated for 6 weeks (with
a 6-week interval between treatment periods). Patients demonstrated a marked improvement when given L-dopa first, but no
clinical effect was observed in patients treated first with amantadine. However, L-dopa was less beneficial in patients who received
amantadine, whereas amantadine became effective in patients who
had previously taken L-dopa. The trial was not properly analysed
to allow for a comparison of the effect size with L-dopa and amantadine. Only adverse reactions related with blood pressure and pulse
rate were reported: amantadine did not affect pulse rate but, when
given after L-dopa, both supine systolic and supine and erect diastolic blood pressure fell significantly. This study had a quality rating score of 48%.

Level-II Studies
Mawdsley et al. (1972)17 reported the results of 42 patients enrolled in a double-blind, crossover trial that compared amantadine
with placebo. The crossover methodology was unusual because
after 2 weeks after the first treatment (amantadine or placebo), if
the patient believed they had derived benefit from the medication,
they were asked to continue treatment as issued. If the patient felt
there had been no improvement, they were given the alternate treatment. After 4 weeks of treatment, if the patients expressed dissatisfaction with their progress, they were started on L-dopa. Patients
who were satisfied with their treatment after 1 month continued
on their current therapy regimen. Because of this methodology
(where patients were allowed to switch therapy without a washout
period between treatment regimens), this study is classified as Level
II. Clinical improvements were assessed using the Webster scale.
The proportion of patients who showed improvement of some degree after taking amantadine for 2 weeks (32 out of 42; 76%) was
significantly greater than those who had taken placebo for a 2 weeks
(12 out of 28; 43%). There was a marked decline in the improvement in patients who took amantadine for 4 weeks (4 out of 16;
25%), at which time the results showed a smaller number of patients producing an improvement than those observed in the group
who had taken placebo for 2 weeks. Adverse reactions to amantadine were considered uncommon. The most common reaction was
lethargy or drowsiness, which was reported in 6 patients; other
adverse reactions were nausea (n=4), unpleasant dreams (n=4),
dryness of the mouth (n=2), and severe hypotension (n=1). In the
placebo group 5 patients reported nausea or lethargy.
Fieschi el al (1970)18 performed an unblinded, study where
amantadine was given to 31 patients for 2 weeks, followed by treatment with placebo for 1 week, after which L-dopa therapy was
added. The optimal maintenance dosage for L-dopa was reached
in 6 to 12 weeks. Improvement with amantadine was significantly
lower (by a factor of 2) than the improvement associated with Ldopa treatment. Subsequently, 20 of these 30 patients were given
L-dopa plus amantadine, and 11 patients preferred the new regimen to the previous one. No adverse reactions were reported.

Level-III Studies
There are no Level-I or II studies that address the long-term
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efficacy of amantadine. Parkes et al. (1971)19 evaluated the efficacy of long-term efficacy of amantadine in an open-label study
where 66 patients were followed-up for one year receiving scheduled clinical evaluations comprising assessment of total disability,
functional disability, akinesia, tremor, rigidity, posture and autonomic symptoms at baseline, 3, 6, 9, and 12 months. Twenty-six
patients were treated with amantadine monotherapy (median dose
200mg/d, range 200mg-600mg/d), and they were reported as a
separated subgroup. In this subgroup, amantadine induced a mean
reduction of total disability of 17.3% at 3 months, and this improvement was maintained for up to one year. The individual symptoms (tremor, akinesia and rigidity) were considered improved.
However, patients did not record a real improvement, despite lower
scores in functional disability after a one-year treatment period.
Furthermore, 40/66 patients received levodopa at 3 months due to
lack of efficacy of amantadine. These 44 patients represent the
second subgroup of this study. Adverse reactions were reported in
reference to the global population (n=66), with the most common
events including dry mouth, constipation and difficulty in focusing.

ADJUNCT THERAPY
Amantadine as Adjunct to Anticholinergic Therapy

Level-I Studies
Bauer et al. (1974)20 compared the clinical efficacy of adjunct
therapy with amantadine versus placebo in a randomized, doubleblind, cross-over, placebo-controlled study with each period of
treatment lasting 3 weeks. Forty-eight patients receiving anticholinergic therapy were included in the study, of whom 10% recorded
improvement versus placebo in time tests. This improvement was
greater (21%) in the group of patients that were given placebo
during the first 3-week period and amantadine in the second 3week period. No significant changes were found in the rigidity
and tremor scores during amantadine treatment when compared
with the placebo group. This study had a quality rating score of
55%.
Appleton et al. (1970)21 reported amantadine superior to placebo in 20 patients receiving anticholinergics, as measured by (1)
the patients’ own assessments of their abilities to carry out activities of daily living and (2) the observers’ assessment of rigidity,
tremor, and akinesia. In time-performance tests, average performance was better while patients were taking amantadine than while
taking placebo, but only in one-third of the measures assessed were
the differences statistically significant. Adverse reactions were few
and minor, and 19 of 20 patients studied preferred amantadine to
placebo. This study had a quality rating score of 65%.
Jorgesen et al. (1971)22 performed a multicenter, double-blind,
crossover trial of 3 weeks duration to assess the effectiveness of
amantadine in 149 patients taking anticholinergics as compared
with placebo. Objective evidence of improvement was seen in 56%
of patients (moderate to marked in 32%), and improvement was
more prominent in severely affected patients. The most striking
feature of this trial was the functional improvement reported by
patients while on amantadine, and noteworthy gains were reported
in rigidity and tremor. Bradykinesia was significantly improved
but only when amantadine preceded placebo. Adverse reactions
were generally mild. Motor deterioration was observed in some
patients following abrupt discontinuation of amantadine. This study
had a quality rating score of 57%.
Walker et al. (1972)23 compared the effectiveness of amanta-
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dine versus placebo in a double-blind, crossover trial of 3 weeks
duration. Forty-two patients participated in the trial. Other
antiparkinsonian drugs were discontinued in 36 patients and 6 remained on anticholinergic therapy. The authors report that 64% of
the patients on amantadine had some improvement, while 21% of
patients treated with placebo reported improvement. Patients were
evaluated using a comprehensive battery of tests that include evaluation of objective symptoms and subjective assessments. The results form this battery of tests, neurologists rated amantadine 74%
superior to placebo. Patients performed as well or better on amantadine than on standard optimal anticholinergic therapy for most
qualitative or quantitative measures assessed. However, very few
comparisons reached statistical significance. This study had an
overall quality rating score of 60%.
Barbeau et al. (1971)24 administered add-on amantadine to 54
patients on anticholinergic therapy in a randomized, placebo-controlled, double-blind, crossover trial of 4 weeks duration for each
treatment arm. Results were evaluated using several different parameters including patient’s preferences, functional disability
scores, physical impairment score, and quality of improvement.
The authors found that 61% of patients preferred amantadine as
compared to 18.5% preferred placebo. The degree of improvement in functional disability scores (amantadine = 32.98±3.53 vs.
PL= 38.19±3.77) and in physical impairment scores (amantadine
= 28.2 ±1.77 vs. PL=31.54±2.07) was highly significant compared
to placebo. In 48% of patients that received amantadine, the quality of improvement was considered moderate to good. This study
had a quality rating score of 57%.
Forssman et al. (1972)25, in a crossover, double-blind study, compared the efficacy of amantadine versus placebo for treatment of
PD. Twenty seven patients participated in the study, and remained
on existing anticholinergic therapy. Clinical assessments were done
by: grading akinesia, rigidity and tremor; assessing functional status and motor skill tests; and evaluating observed motor ability
and the patients’ subjective impression of treatment. Improvement
in all clinical evaluations while on amantadine was statistically
significant as compared with placebo. Adverse reactions were considered mild and were more frequent in the first week of treatment, with the most common reported reactions including: alertness, euphoria, insomnia, and dizziness. This study had a quality
rating score of 55%.

Level-II Studies
Rinne et al. (1972)26 performed a double-blind, non-randomized, placebo-controlled, crossover study of 4 weeks duration. The
efficacy of amantadine versus placebo was compared in 38 patients with PD receiving anticholinergic therapy. Improvement associated with amantadine therapy was significant better as compared to placebo. Sixty percent of the patients showed moderate
to minimal improvement. The total disability scores and the cardinal signs of PD were also statistically significantly improved versus placebo treatment. The most common reported adverse reactions included dizziness (n=24), sweating (n=17), anxiety (n=14),
and insomnia (n=12).
Silver et al. (1971)27, in a 20-week, double-blind trial, compared
the effect of amantadine versus placebo in 50 patients (whose previous antiparkinsonian medication with anticholinergics was unchanged). The authors report that all scores experienced a significant improvement that peaked at 2 to 3 months, and there was a
gradual tapering of the effect that was maintained for 7 months.
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Forty-seven percent of patients mentioned an adverse reaction,
with the two most common including livedo reticularis (9 out of
34) and oedema (4 out 34). Other adverse reactions reported were:
dizziness, nausea, heartburn, confusion, hallucinations, increased
tremor, weakness and ataxia.
Merry et al. (1974)28, in a double-blind, placebo-controlled, nonrandomized trial of 29 patients from which 3 dropped-out reported
that patients classified as severely affected receiving amantadine
improve 12.6 points or 47% compared with those on placebo that
improved 2.3 points or 8%. This improvement was maintained over
the 5-month study. The patient that dropped out due to an adverse
event suffered a leg fracture. There were no other reported adverse reactions.

Amantadine as Adjunct to Levodopa

Level-I Studies
29

Fehling (1973) studied the effect of amantadine versus placebo in a double-blind crossover study, of 1-month duration, in 21
patients receiving an optimal L-dopa dosage. Amantadine was significantly more effective than placebo in improving total PD scores,
and postural and limb hypokinesia. From the functional point of
view, this improvement was only marginal in most patients, and
more noticeable in those receiving low doses of L-dopa. Abnormal involuntary movements did not change significantly during
the study. The only adverse reaction reported was dry mouth. This
study had a quality rating score of 43%.
Savery (1977)30 enrolled 42 stable patients (on Levodopa/
carbidopa medication) in a double-blind, randomized, crossover
study where amantadine was added on to existing therapy. Each
trial period had a duration of 9 weeks. Clinical evaluation was
done scoring 10 symptoms of PD and 11 activities. The addition
of amantadine to L-dopa/carbidopa provided significant improvement in symptoms and a decrease in impairment of activity. The
amantadine benefit was apparent when compared with baseline
(90% improvement) and with placebo (80% improvement). This
benefit was also reflected in the global evaluations made by the
investigator and the patients. Only 2 patients failed to demonstrate
even minor improvement. Minor adverse reactions included nervousness, nausea and confusion; there was one report of livedo
reticularis and 2 reports of mild blurred vision. This study has a
quality rating score of 52%.

Level-II Studies
Millac et al. (1970)31 performed a double-blind, non-randomized, placebo-controlled study where 32 patients with akinesia (as
their principle disability) were divided into two groups (amantadine or placebo; groups were matched for age). After 3 treatment
weeks, they were given L-dopa and the optimum dosage was established over a 3-month period. The degree of improvement measured by inquiry of the patients and their relatives, clinical examination, and other scales did not differ between treatment arms.
Moreover, the authors found that the optimum dosage of L-dopa
did not differ significantly between the two treatment arms (with
or without amantadine). There was no difference in tolerability
between the two groups
Webster et al. (1984)32 reported the results from a double-blind,
placebo-controlled crossover, non-randomized study, in which 26
individuals with middle-stage parkinsonism were given amantadine or placebo in addition to their existing L-dopa therapy. Efficacy was assessed by measuring activities of daily living, Webster’s
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scale, and physicians’ subjective assessment. The authors found
that the addition of amantadine provided a symptomatic improvement in 50% of the patients in at least one of the efficacy measures. Adverse reactions were considered mild and rare.
Callagham et al. (1974)33 subdivided 31 patients into 4 groups
(open-label) to evaluate the effectiveness of amantadine and Ldopa as a single and combined treatment regimens. The authors
found that L-dopa used as a single drug was much more effective
as compared to all other treatment groups. The study does not confirm an increased benefit when amantadine is added to an optimal
L-dopa dosage. The reported major adverse reactions occurred with
both L-dopa and amantadine and were mainly gastrointestinal and
dyskinetic symptoms with L-dopa, and hallucinations, oedema,
and confusion with amantadine.

PREVENTION OF MOTOR COMPLICATIONS
No qualified studies were identified.

CONTROL OF MOTOR COMPLICATIONS
No qualified studies using assessment of motor fluctuations as
primary outcome were identified. However, two studies assessing
the antidyskinetic potential of amantadine also assessed motor fluctuations as secondary outcome.

Level-I Studies
Verhagen et al. (1998)4 performed a crossover, double-blind,
placebo-controlled study to evaluate the effects of amantadine on
L-dopa-induced dyskinesias in 18 patients. Duration of daily “off”
time and a “variance score” calculated from self-scoring diaries
were used to assess effects of amantadine on motor fluctuations.
All patients received amantadine or placebo during each 3-week
treatment period. The maximum dose of amantadine was 400 mg.
Scores for duration of daily “off” decreased significantly in the
amantadine period over placebo (mean score of 1.0 vs. 1.5 on item
3a of hours; p<0.01) as did the variance of diary scores (1.3 vs.
3.3; p<0.01). This study had an overall quality score of 78%.
Luginger et al. (2000)34 assessed the effect of amantadine (100
mg t.i.d.) on L-dopa-induced dyskinesia in a 5-week (treatment
periods of 2 weeks separated by 1 week wash-out), double-blind,
crossover trial in eleven patients with advanced PD complicated
by motor fluctuations. Daily “on” and “off” times were recorded
in diaries over the last 3 days of each 2-week period. Ten patients
completed the study. There were no statistically significant differences in hours “on” or “off” in standard home diary recordings
between amantadine and placebo. This study had an overall quality score of 72%.

Level-II Studies
No qualified studies were identified.

Level-III Studies
Shannon et al. (1987)3 performed a 3-month study in which 20
patients with PD and motor fluctuations received amantadine
(open-label) in addition to L-dopa and other antiparkinsonian medications. Moderate improvement in motor fluctuations (monitored
in a four-point scale) occurred in 55% of the patients at 2 months
and in 65% of patients at 3 months of treatment. There also was
significant improvement in parkinsonian disability as measured
by NYUPDS, NUDS and HY stage scores). Adverse reactions were
considered mild and uncommon. Two patients reported confusion,
one demonstrated an increase in chorea, and two demonstrated a
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worsening of foot dystonia. One patient withdrew from the study
due to dizziness.

CONTROL OF LEVODOPA-INDUCED
DYSKINESIAS
Level-I Studies
Verhagen et al. (1998)4 performed a crossover, double-blind,
placebo-controlled study to evaluate the effects of amantadine on
L-dopa-induced dyskinesias and motor fluctuations. This study
used an intravenous acute challenge paradigm. All patients received
amantadine or placebo during each 3-week treatment period. The
maximum dose of amantadine was 400 mg. At the end of each
study arm, patients were admitted to the treatment center and received an intravenous infusion of L-dopa for 7h at individually
determined optimal rate (8 defined as the lowest rate producing a
maximal anti-parkinsonian effect). The clinical evaluations done
during the L-dopa infusion were the main outcome of the trial. At
the end of each treatment arm, parkinsonian and dyskinesia scores
were obtained in 18 patients (with advanced PD) during a steadystate intravenous L-dopa infusion. Fourteen patients completed
the trial, all of who recorded that amantadine significantly reduced
dyskinesia severity by 60% compared to placebo. Motor fluctuations also significantly improved according to UPDRS scores and
patient-recorded diaries. Importantly, the primary outcome of this
study was to assess the effect of an acute challenge with L-dopa
instead of the usual longer-term treatment setting. Consequently,
this diminishes the clinical relevance of these results for everyday
practice. Four patients withdrew from the study due to adverse
reactions (confusion 1, increasing hallucinations 1, recurrence of
preexisting palpitations 1, and nausea 1). This study had a quality
rating score of 78%.
Verhagen et al. (1999)35 also published the results of a 1-year
follow-up to the previous study4, which included 13 of 17 patients
that remained on amantadine. An additional 4 new patients also
were included. Seven to 10 days prior to the follow-up assessment, amantadine that patients have already been taking was discontinued. Patients subsequently received either placebo or 100
mg amantadine. Patients who previously were taking amantadine
received amantadine again but in a blind manner, and those not
receiving amantadine previously received placebo. On the test day,
patients received intravenous L-dopa followed by motor assessment. Results showed that amantadine-treated patients continued
to have significantly reduced dyskinesias, with mean scores 50%
lower as compared to the placebo group recorded at the start of the
study.4 Adverse reactions were not reported. This study had an
overall quality rating score of 78%.
Snow et al. (2000)36 performed a similar study to Verhagen and
colleagues4,33, where 24 patients with PD were enrolled in a doubleblind, placebo-controlled, crossover trial, which compared amantadine 200 mg/d (titrated from the first week on 100mg/d) to placebo. After each treatment arm, the patients were exposed in the
morning to an acute challenge of 1.5 times their usual L-dopa/DCI
(decarboxylace inhibitor) dose of standard release L-dopa. Patients
were evaluated clinically every 30 minutes. The primary endpoint
of the study was the total dyskinesia score, which was the sum of
all of the scores assigned for dyskinesia in the 3-hour period. The
mean maximal dyskinesia score was the highest sum score at any
time period. The subjective experience of dyskinesias was recorded
with the use of UPDRS part IV questions 1 to 4. There was a significant reduction in the total dyskinesia from 29.0 with placebo to
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22.0 with amantadine. The subjective experience of dyskinesia
also was statistically significantly decreased. Safety profile during the study was not described. Two patients withdrew from the
study, but neither was due to adverse reactions. This study had a
quality rating score of 82%.
Luginger et al. (2000)34 assessed the effect of amantadine on Ldopa-induced dyskinesia in a 5-week (treatment periods of 2 weeks
separated by 1 week wash-out), double-blind, crossover trial.
Eleven patients with advanced PD complicated by motor fluctuations and dyskinesias were studied. Amantadine was administered
as 300 mg/d. Subjective dyskinesia intensity as well as daily “on”
and “off” times were recorded in diaries over the last 3 days of
each 2-week period. In addition, oral L-dopa challenges were performed before the first and on the last day of each treatment period. Ten patients completed the study. Dyskinesia severity following oral L-dopa challenges was significantly reduced by 52%
after amantadine treatment, scores changed from 14.5±9.4 (before treatment) to 7.0 ± 8.2 (after treatment), whereas there was no
change after placebo treatment (the score before treatment was
16.6±11.4 and after 15.5±12.1). Analysis of the diary data also
showed a significant reduction in the cumulative dyskinesia score
by 53%. The magnitude of L-dopa response, as measured by percent reduction of the UPDRS Part III, was unchanged by amantadine or placebo treatment compared with baseline. One patient
withdrew from the study due to dizziness while on placebo. One
patient that completed the study experienced reversible oedema
of both feet during treatment with amantadine. This study had a
quality rating score of 72%.

Level-II Studies
No qualified studies were identified.

REVIEW OF SAFETY
Adverse reactions associated with amantadine are primarily classified as central nervous system (CNS) effects. Those CNS reactions occurring in more then 5% of patients receiving amantadine
include dizziness, anxiety, impaired coordination, insomnia and
nervousness. Additionally, nausea and vomiting can occur in 5%
to 10%. Effects can appear after a few hours, or following several
days of therapy, or after an increase in dosage. The adverse reactions are generally mild but may be severe, particularly in elderly
patients. In 1% to 5% of the patients reported adverse reactions
include: headaches, irritability, nightmares, depression, ataxia, confusion, somnolence/drowsiness, agitation, fatigue, hallucinations,
diarrhea, constipation, anorexia, xerostomia, and livedo reticularis.
In less than 1% of patients, adverse reactions reported include:
psychosis, abnormal thinking, weakness, amnesia, slurred speech,
hyperkinesias, hypertension, urinary retention, decreased libido,
dyspnea, and rash.37 Orthostatic hypotension and possible congestive heart failure can occur during chronic amantadine administration.

CONCLUSIONS
EFFICACY
PREVENTION OF DISEASE PROGRESSION
There is INSUFFICIENT EVIDENCE to conclude on the efficacy of amantadine regarding prevention of progression of
Parkinson’s disease.
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SYMPTOMATIC CONTROL OF PARKINSONISM
All level I studies assessing symptomatic efficacy of amantadine have been of low to moderate methodological quality thus
limiting efficacy conclusions. Based on 3 positive Level-I studies
comparing amantadine monotherapy to placebo and 6 such studies comparing an adjunct amantadine versus placebo amantadine
is considered LIKELY EFFICACIOUS in improving symptomatic control of parkinsonism – both when given as monotherapy or
when added to preexisting therapy with anticholinergics or
levodopa. However, the effect size and duration of benefit are uncertain.

PREVENTION OF MOTOR COMPLICATIONS
There is INSUFFICIENT EVIDENCE to conclude on the efficacy of amantadine regarding the prevention of motor complications in Parkinson’s disease.

CONTROL OF MOTOR COMPLICATIONS
Based on 3 Level-I placebo-controlled studies, amantadine is
considered EFFICACIOUS in reducing levodopa-induced
dyskinesias in the short term. Data are inadequate to conclude on
the long-term efficacy of this approach.
There is INSUFFICIENT EVIDENCE to conclude on the efficacy of amantadine in reducing motor fluctuations in Parkinson’s
disease.

SAFETY
Amantadine has an ACCEPTABLE RISK, WITHOUT SPECIALIZED MONITORING.

IMPLICATIONS FOR CLINICAL PRACTICE
Amantadine monotherapy is USEFUL for symptomatic control
of parkinsonism – both when given as monotherapy or as add-on
treatment in patients previously receiving anticholinergics or
levodopa. However the duration of clinical benefit is not established. Amantadine is USEFUL in the control of dyskinesias, but
the long-term clinical benefits are not known. Amantadine is INVESTIGATIONAL for treatment of motor fluctuations. Currently,
there is no evidence to support a neuroprotective effect of amantadine in PD.

IMPLICATIONS FOR CLINICAL RESEARCH
One of the more pressing areas to address in future clinical trials is to evaluate the effect of amantadine on motor fluctuations,
and in particular, long-term effect on dyskinesias. The duration of
effect of amantadine is not well understood, and research in this
area will be clinically valuable, particularly if it helps identify a
subpopulation of long-responders. Similarly, further
characterisation of the effects of acute motor deterioration in patients treated over the long-term with amantadine is needed. Additional studies are also needed on the clinical effects of withdrawing amantadine treatment.

MEMANTINE

BASIC PHARMACOLOGY
MECHANISM OF ACTION
Memantine (1-amino-3,5-dimethyladamantane) is a compound
that has been proposed to be beneficial in PD.38 The mode of action of the drug, which belongs to the 1-amino-admantanes, has
not been completely clarified. Memantine binds to the MK-801
binding site of the NMDA receptor at therapeutic concentrations39,
and reduces NMDA-induced membrane currents.40 The mechanism of action postulated for memantine is similar to amantadine
normalising the activity of the glutamatergic cortico-striatal and
subthalamicopallidal pathways, which may be overactive in PD.

PHARMACOKINETICS
Memantine is readily absorbed (blood levels peak 20 to 30 min
after an oral dose of 5 mg/kg), has a mean life up to 100 hours, and
is poorly metabolised in humans. The currently recommended
dosage for patients with PD is 30 mg given in three divided doses
(ie. 10 mg TID).

REVIEW OF CLINICAL STUDIES
No studies assessing the efficacy of memantine regarding prevention of disease progression, prevention of motor complications
or control of motor complications have been identified.

SYMPTOMATIC CONTROL OF
PARKINSONISM
Level-I Studies
No qualified studies were identified.

Level-II Studies
No qualified studies were identified.

Level-III Studies
Rabey et al. (1992)41 performed an open study with blind assessment in order to test the efficacy of memantine for treatment
of PD. Ten of the 14 patients enrolled in the study completed the
trial. In 5 patients, the main parkinsonian features (rigidity, bradykinesia, tremor, gait, and postural reflexes) improved significantly,
and the “off” episodes improved in 60% of patients; 5 patients
remained unaltered. Dyskinesia did not change substantially during the trial. Memantine was generally well tolerated, with confusion, dizziness, abdominal pain, and psychomotor agitation as reported adverse reactions.

CONCLUSIONS
EFFICACY
There is INSUFFICIENT EVIDENCE to conclude about the
efficacy of memantine in any of the indications in Parkinson’s disease reviewed in this report.

SAFETY

OTHER ANTIGLUTAMATE AGENTS
A number of agents believed to act primarily through central
antiglutamate properties have been clinically studied in Parkinson’s
disease. Numbers of available trials are very small and only one
level I trial was identified for the entire group. With the exception
of dextromethorphane these agents have only been studied regarding their effect on symptomatic control of parkinsonism.
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There is INSUFFICIENT EVIDENCE to conclude on the safety
of memantine in the treatment of PD.

IMPLICATIONS FOR CLINICAL PRACTICE
Memantine is considered INVESTIGATIONAL for use in any
indications in Parkinson’s disease.
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The efficacy and tolerability of memantine for the treatment of
PD is not well studied, and additional well-designed clinical trials
are warranted based on an improved understanding of the pharmacological characteristics of memantine.

The only way to establish efficacy and tolerability of ifenprodil
in PD is to conduct the appropriate clinical trials. However before
any attempts are made to pursue this task, the pharmacological
characteristics of ifenprodil, particularly as compared to other antiglutamatergic agents, should be further studied in appropriate experimental models.

IFENPRODIL

BASIC PHARMACOLOGY
MECHANISM OF ACTION
Ifenprodil is a non-competitive NMDA receptor antagonist,
which inhibits antagonism of MK 801 binding in medial pallidum.
Moreover ifenprodil also possesses alpha-adrenoreceptor blocking properties.

PHARMACOKINETICS
The pharmacokinetic profile of the drug is poorly known. No
published data are available about his plasma half life and brain
distribution.

REVIEW OF CLINICAL STUDIES
No studies assessing ifenprodil regarding prevention of disease
progression or prevention of motor complications have been identified.

SYMPTOMATIC CONTROL OF
PARKINSONISM
Level-I Studies
No qualified studies were identified.

Level-II Studies
No qualified studies were identified

Level-III Studies
Montastruc et al. (1992)42 in an uncontrolled, non-randomized
study analyzed the effect of add-on therapy with ifenprodil. Two
groups of patients with idiopathic PD were studied: one group included nine non-fluctuating patients, and the other group included
11 patients with peak-dose dyskinesia. (Efficacy was evaluated
using a blinded assessment.). Add-on therapy with ifenprodil 60
mg/d did not modify the parkinsonian symptoms in either group
as assessed by the UPDRS motor subscore (Part III). In the
dyskinesias group, there was no change in the dyskinesia score.
Reported adverse reactions were palpitations and sedation in 1
patient and a feeling of nasal congestion in another.

CONCLUSIONS
EFFICACY
There is INSUFFICIENT EVIDENCE to conclude on the efficacy of ifenprodil in any indication in PD.

SAFETY
There is INSUFFICIENT EVIDENCE to conclude on the safety
of ifenprodil.

IMPLICATIONS FOR CLINICAL PRACTICE
Use of ifenprodil for any indication in Parkinson’s disease is
considered INVESTIGATIONAL.

DEXTROMETHORPHAN

BASIC PHARMACOLOGY
MECHANISM OF ACTION
Dextromethorphan, a widely used and well tolerated antitussive agent, is a relatively low-affinity, non-competitive antagonist
of NMDA receptors43, and also binds to sigma receptors, whose
role in the basal ganglia is not well defined but may include modulation of glutamatergic and dopaminergic neurotransmission.44

PHARMACOKINETICS
Dextromethorphan is readily absorbed (blood levels peak 1 to 4
h after an oral dose of 2.5 mg/kg) with a medial elimination halflife of 2 hours. The dose varies between 100 to 200 mg. Its major
metabolite is dextrorphan, a product of oxidative O-demetilation
in the liver by the cytochrome P450 enzyme debrisoquin hydroxylase (CYP2D6). Quinidine inhibits O-demetilation of
dextromethorphan, and then the half-life of dextromethorphan is
16 h.
Genetic polymorphism has been demonstrated for
dextromethorphan oxidative O-demetilation with both extensive
metabolizers and poor metabolizers that can be easily identified
by determining the dextromethorphan/dextrorphan metabolic ratio in urine. The half-life of the drug is extremely prolonged in
poor metabolizers (up to 45 hours).45 The drug is generally well
tolerated, but side effects such as light-headedness, slurred speech,
fatigue, depression and hallucinations have been reported.

REVIEW OF CLINICAL STUDIES
No studies assessing dextromethorphane regarding prevention
of disease progression or of motor complications have been identified.

SYMPTOMATIC CONTROL OF
PARKINSONISM
Level-I Studies
No qualified studies were identified.

Level-II Studies
No qualified studies were identified.

Level-III Studies
Bonuccelli et al. (1992)46 tested dextromethorphan in 6 “de novo”
patients and in 6 patients where dextromethorphan was added to
existing therapy. This was an open-label study with increasing
dosage of 45, 90, 120 and 180 mg/d. The authors observed a significant improvement on UPDRS over baseline for tremor, rigidity and finger tapping (the indices with the greatest improvement)
with the dose of 180 mg/d. One week after drug withdrawal, motor performance returned to baseline. One patient withdrew at 90
mg/d dose because of light-headedness, drowsiness, and mild
ataxia.
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Montastruc et al.47 investigated the effects of an add-on therapy
with dextromethorphan in patients with PD. An initial study was
performed using a daily dose of 90 mg in 13 nondemented patients with PD. Clinical assessments were done in a blind fashion
using the UPDRS motor score at baseline and after 1 month of
treatment. Ten patients completed the study. UPDRS scores did
not reveal any change. Three patients dropped out of the study
due to adverse reactions: major sedation with urinary incontinence
(n=1), pruritus with nausea (n=1) and nausea (n=1). A second study
with the same design was conducted in 8 nondemented patients
with PD treated with dextromethorphan 180 mg. Similarly, no differences in the UPDRS motor scores were detected. Four patients
dropped out due to adverse reactions, which included sedation,
dizziness, and severe cutaneous dysesthesia. Three of the remaining four suffered from severe constipation.

CONTROL OF MOTOR COMPLICATIONS
Level-I Studies
No qualified studies were identified.

Level-II Studies
Verhagen et al. (1998)48 performed a double-blind, crossover,
study to test the efficacy of dextromethorphan in six patients with
dyskinesias and motor fluctuations (2 to 3 week treatment period).
With dextromethorphan, the average and maximum dyskinesia
scores improved by >50%, without compromising the
antiparkinsonian response of L-dopa.

REVIEW OF SAFETY
Dextromethorphan is well tolerated in general populations for
treatment of cough and is considered safe, however it has not been
specifically tested in patients with PD.

CONCLUSIONS

of action. Budipine experimentally increased the brain content of
norepinephrine, serotonin, dopamine, and histamine in reserpinetreated rats. Budipine did not alter the receptor affinity of these
neurotransmitters but antagonizes the effect of NMDA at its receptor binding site in vitro.

PHARMACOKINETICS
Budipine has a large volume of distribution. Its half-life is approximately 31 h with little plasma fluctuations. Of the administered dose 50% to 60% is recovered in urine, 20% as parent compound and 30% as a hydroxylated non-conjugated metabolite.

REVIEW OF CLINICAL STUDIES
No studies assessing the efficacy of budipine regarding prevention of disease progression or motor complication have been identified.

SYMPTOMATIC CONTROL OF
PARKINSONISM
Level-I Studies
Spieker et al. (1999)49 conducted a randomized, double-blind,
parallel-group study comparing budipine versus placebo in 84
patients. Study medication was either budipine 60 mg or placebo,
which were as add-on therapy to patients with PD who had a Columbia University Rating Scale (CURS) score between 24 and 50.
The study included a 4-month treatment period and the primary
end-point was the tremor subscore calculated from the tremor-related items of the CURS. The treatment scores decreased from
6.4±3.4 (baseline) to 5.3±3.9 in the placebo group and from 6.1±2.5
(baseline) to 3.5±2.6 in the budipine group (this difference was
statistically significant). Adverse reactions were reported but are
not described in the publication. This study had a quality rating
score of 50%.

EFFICACY

Level-II Studies

There is INSUFFICIENT EVIDENCE to conclude on the efficacy of dextromethorphan in any indication in Parkinson’s disease.

Jellinger et al. (1987)50, evaluated budipine as an adjuvant treatment for patients with PD. This was a placebo-controlled trial that
was reported as being double-blind in design, but distribution between treatment groups was not clearly stated. An overall assessment of efficacy and adverse reactions were made by the investigator and by each patient (n=31). Improvement in budipine group
was 22% compared to the placebo group (4%) as measured on the
CURS. The improvements were greatest for tremor, followed by
diadochocinesia. Two patients on budipine discontinued treatment
due to severe mental confusion. Other adverse reactions reported
were occasional dryness of the mouth.

SAFETY
Published data on dextromethorphan treatment cover less than
40 patients and treatment duration was in the order of 1 month.
Therefore, there is INSUFFICIENT EVIDENCE to conclude on
the safety of dextromethorphan in patients with Parkinson’s disease.

IMPLICATIONS FOR CLINICAL PRACTICE
Use of dextromethorphan for treatment of PD is considered
INVESTIGATIONAL.

IMPLICATIONS FOR CLINICAL RESEARCH
The efficacy and tolerability of dextromethorphan for treatment
of PD warrants further investigation.

BUDIPINE

BASIC PHARMACOLOGY
MECHANISM OF ACTION
The lipophilic t-butyl analogue of 1-alkyl-4,4-diphenyl piperidine, budipine, possesses a polyvalent spectrum of mechanisms
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CONTROL OF MOTOR COMPLICATIONS
Level-I Studies
No qualified studies were identified.

Level-II Studies
No qualified studies were identified.

Level-III Studies
Spieker et al. (1999)51, performed an open-label study in 7 patients with PD with motor fluctuations. Budipine given as an addon therapy (final dose of 40 mg/d) decreased the time “off” in 5 of
the 7 patients (average decrease in all patients 2.8 ± 3.9 h) and
improved motor scales as assessed by on-off diaries and the
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UPDRS score motor section. Four patients experienced slight dryness of the mouth and one patient dropped out due to dizziness.

REVIEW OF SAFETY
Budipidine was available in a small number of European countries and its safety profile was considered similar to that of amantadine, although the specific side-effects of amantadine like livedo
reticularis and oedema were not a feature. Recently (July 2000)
the German regulatory authorities, after analysing the
pharmacovigilance data on cardiac arrhythmias, decided that
budipine was associated with an excess of severe cardiac
arrhythmias. This was seen as a significant risk that the uncertain
clinical benefits did not outweigh. Therefore budipidine is no longer
available in the European Union.

CONCLUSIONS
EFFICACY
There is INSUFFICIENT EVIDENCE to conclude on the efficacy of budipine in any indication in Parkinson’s disease.

SAFETY
Budipine has an UNACCEPTABLE RISK for cardiac
arrhythmias.

IMPLICATIONS FOR CLINICAL PRACTICE
The risk benefit ratio of budipine is unfavourable (based on increased risk of cardiac arrhythmias) and therefore the use of
budipine for treatment of PD is UNACCEPTABLE.

IMPLICATIONS FOR CLINICAL RESEARCH
Clinical use of budipine, at this time, carries a significant risk of
cardiac arrhythmias. Congeners of this agent that lack cardiac toxicity could potentially be developed.
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INTRODUCTION
BACKGROUND
The loss of dopamine-generating neurons in the substantia nigra pars compacta (SNpc) is the major pathological change in
Parkinson’s disease (PD). Although other neurochemical changes
develop in the striatum and elsewhere, the deficiency of dopamine in the striatal projections from SNpc accounts for the cardinal
motor features of parkinsonism.1,2 Consequently, augmenting striatal dopaminergic transmission by Levodopa substitution was
shown to induce marked clinical improvement.3,4

RATIONALE
Levodopa (L-dopa) has an established role as one of the most
efficacious antiparkinsonian agents documented by decades of
clinical use. The effect size of Levodopa in PD is large and robust
and argues against possible bias that usually effect uncontrolled
studies. Therefore, it now seems irrelevant to discuss the evidence
basis of Levodopa’s well-established efficacy. However, the effect size and benefit risk ratio of Levodopa versus other
antiparkinsonian agents as well as between different formulations
of Levodopa has remained one of the prevailing controversial issues concerning optimal management of PD.

STANDARD LEVODOPA

METHODS
One of the differences in this chapter, as compared to other chapters in this review, is the abundant literature on Levodopa in PD
and the established role of the drug in the treatment of PD. As a
result, this section is based exclusively on Level-I studies where
there was a Levodopa active comparator arm. (Studies employing
standard Levodopa and sustained release formulations of Levodopa
are reviewed separately.)

KEY SEARCH TERMS
These are detailed in each of the corresponding chapter for the
respective active comparator studies (see Amantadine, Anticholinergics, DA-Agonists, MAO-B-Inhibitors, and COMT-Inhibitors).

SPECIAL EXCEPTIONS TO INCLUSION/
EXCLUSION CRITERIA
Only Level-I trials are included. No systematic attempts were
made to identify studies on Levodopa without dopa decarboxylase inhibitors.

BASIC PHARMACOLOGY
MECHANISM OF ACTION
Levo-3,4-dihydroxyphenylalanine (Levodopa) is an amino acid
naturally occurring as an L-stereoisomer in the bean pods of cer-

tain legumes. In the mammalian brain, Levodopa is a transient
metabolic intermediate in the pathway producing dopamine. The
enzymatic reaction generating Levodopa is L-tyrosine hydroxylation, the rate-limiting step regulating dopamine synthesis. Once
produced, Levodopa does not accumulate because it is rapidly
decarboxylated (both systemically and in the brain) to dopamine
by L-amino acid decarboxylase (L-AAD). Synthetic Levodopa
administered orally is transferred rapidly into the brain from the
circulation by means of a large neutral amino acid (LNAA)-specific carrier system.5 Its facilitated transport through the bloodbrain barrier is similar to the uptake mechanisms in the duodenum
and jejunum, although the gut transporter has a higher capacity
for LNAA’s. Levodopa exerts its antiparkinsonian efficacy through
conversion into dopamine, which occurs intraneuronally and at
other sites where LNAA decarboxylase activity is present, such as
in glia. 6 Dopamine produced endogenously is packaged
intraneuronally into vesicles; whether this occurs for dopamine
synthesis from Levodopa in the PD patient, however, is not known.
The pulsatile nature of dopamine production from Levodopa
administration does not duplicate the physiological pattern of neurotransmitter secretion.6 Normally, there is a low but continuous
release of dopamine with superimposed bursts of increased release. Considerable experimental evidence in animal studies suggests that chronic intermittent dopaminergic stimulation may be
responsible for dyskinesia and motor fluctuations, which occurs
after prolonged Levodopa use such as dyskinesias and motor fluctuations.8

PHARMACOKINETICS AND METABOLISM
Once absorbed from the gastrointestinal tract, Levodopa is distributed widely throughout the body and has several metabolic
dispositions, including metabolism via several enzymatic pathways, auto-oxidation, and renal clearance.9
Levodopa administered by mouth is almost completely absorbed
from the gut. Much of the dopamine produced from Levodopa is
metabolized to homovanillic acid and, to lesser extent, to dopamine sulfate and dihydroxyphenylacetic acid. Levodopa is also a
substrate for catechol-O-methyltransferase (COMT), and enzyme
forming 3-O-methyldopa. A large fraction of each orally administered Levodopa dose is irreversibly converted to 3-O-methyldopa,
which cannot be utilized in dopamine synthesis. Less than 5% of
an oral dose of Levodopa is delivered to the brain.9 If Levodopa is
not administered with an inhibitor of L-AAAD or COMT, a large
proportion of each oral dose of Levodopa will be diverted to the
products of these enzymes. Use of the decarboxylase inhibitors
carbidopa or benserazide will permit an approximately four-fold
reduction of Levodopa doses needed for optimal symptom control.10,11 Immediate-release formulations of Levodopa typically
achieve a Cmax between 15 and 45 minutes after oral intake of the
drug.9 L-AAAD inhibitors increase the magnitude of the Levodopa
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Cmax.12 The plasma half-life of Levodopa, influenced mostly by
distribution in tissues such as skeletal muscle and by extensive
hepatic first-pass metabolism, usually ranges from 1-2 hours.

REVIEW OF CLINICAL STUDIES
PREVENTION OF DISEASE PROGRESSION
The only possibility to thoroughly assess the impact of Levodopa
on the progression of PD is by means of placebo-controlled, longterm trials. To date, none have been published in the literature, but
there is presently one ongoing clinical trial (ELLDOPA) specifically designed to address this question.13 The ELLDOPA study is
a placebo-controlled, 40-week, double-blind, randomized trial that
seeks to determine Levodopa’s effect on the natural history of PD.
The primary outcome measure of this trial will be the changes in
UPDRS at the end of the follow-up, after a 14-day wash-out period of all antiparkinsonian medications. Neuroimaging techniques
(beta-CIT-SPECT) will also be used as a surrogate marker for disease progression.
Comparative prospective randomized trials comparing
Levodopa with different dopamine agonists (ropinirole, pergolide,
pramipexole) using functional imaging criteria as surrogate markers of disease progression are ongoing (ropinirole), will soon be
published (pergolide) or have recently been published
(pramipexole). These studies do not contain placebo treatment
arms. While they may be able to show relative differences between
the active treatments, they will not allow conclusions about the
impact of treatments relative to the natural course of untreated PD
disease. This is also true for a Level I study assessing the effect of
deprenyl, Levodopa, and bromocriptine on the progression of PD.
Olanow and colleagues (199514) randomized 101 untreated PD
patients (mean age = 66 years) to one of the following four treatment groups (Deprenyl® plus Sinemet®; placebo-Deprenyl® plus
Sinemet®; Deprenyl® plus bromocriptine; placebo-Deprenyl®
plus bromocriptine). The final visit was performed at 14 months, 2
months after withdrawal of Deprenyl (or its placebo) and 7 days
after withdrawal of Sinemet or bromocriptine. Deterioration of
UPDRS total score between baseline and final visit was used as
an index of PD progression. While this study was designed to assess the impact of Deprenyl on the progression of PD it also showed
that deterioration in UPDRS score was not significantly different
in patients randomized to treatment with Sinemet (1.7 ±1.6) or
bromocriptine (4.5±1.2). This study therefore suggests that
Levodopa and bromocriptine have the same impact on progression of motor impairment in PD, however, no conclusion is possible about the magnitude or direction of this impact relative to
untreated disease. This study had an overall quality score of 76%.
Parkinson Study Group (200015): This was a randomized,
double-blind, controlled, two year prospective study including 301
patients randomly assigned to pramipexole monotherapy (N=151)
or Levodopa (N=150) (see also section “Symptomatic Control of
Parkinsonism” for further details). Open label supplementation with
Levodopa was permitted from week 11 until the end of the trial
according to clinical need. The primary outcome measure was the
time of first occurrence of pre-specified motor complications. This
trial included a subset of 82 patients who underwent b-CIT-SPECT
imaging before baseline and immediately before the final study
visit to detect possible differences in the decline of b-CIT uptake
as a surrogate marker for disease progression with the two treatments. Patients treated initially with pramipexole (N=39) showed
a mean decline of 20% (standard deviation 14.2%) in striatal b-
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CIT uptake compared with a 24.8% decline (standard deviation
14.4%) decline in patients treated initially with Levodopa (N=39).
Four patients were lost to b-CIT follow-up. The observed differences between the two groups were not statistically significant.15
There are a number of Level-II studies assessing the impact of
Levodopa on mortality in PD (see section on Levodopa safety).
While mortality is a robust endpoint and certainly meaningful from
a public health perspective, it only partially reflects disease progression in PD. Confounding variables include comorbidity, general changes in PD management, changes in life expectancy and
co-treatment invalidating the available Level-II studies using retrospective historical controls. Ideally, studies assessing the impact
of Levodopa on mortality require untreated controls, who are followed until death, which is clearly effectively impossible.

SYMPTOMATIC CONTROL OF
PARKINSONISM
MONOTHERAPY
In this section all Level-I comparative trials using Levodopa as
monotherapy versus monotherapy with an active comparator (as
identified in all chapters on antiparkinsonian drugs of this review)
have been included. Specific details on search methods, inclusion
and exclusion criteria appear and comprehensive descriptions of
study details can be found in the corresponding sections of this
review.

Levodopa versus Dopamine Agonists
Bromocriptine versus Levodopa
Six Level-I studies with Levodopa as an active comparator have
been included (also see chapter on DA agonists).
Libman et al. (198716) studied 51 de novo patients for a mean
duration of 19.5 weeks. Efficacy was assessed using Hoehn and
Yahr scale, Columbia University Scale and the Northwestern University Disability Scale (NUDS). Bromocriptine (24 mg/d) and
Levodopa (252 mg/d) were reported to induce similar improvements on all efficacy parameters. Hoehn and Yahr score improved
by at least one unit in 42% of the bromocriptine-treated patients,
and in 32% of the Levodopa-treated ones. The mean Columbia
score improved by 62% in the bromocriptine (from 18.9 at baseline
to 7.3 at week 21) and by 55% in the Levodopa group by 55%
(from 16.4 at baseline to 7.4 at week 21). This improvement was
not statistically different between both groups. This study had an
overall quality score of 69%.
Riopelle et al. (198717) treated 81 de novo patients for a mean of
5.5 months. Main efficacy parameter was the CURS, Hoehn and
Yahr stage and NUDS scores. At the mean dose of 26 mg/d,
bromocriptine was reported to improve parkinsonian symptoms
to a similar degree as Levodopa (262 mg/d): the Columbia score
improved by 61% with bromocriptine and 55% with Levodopa
and NUDS score improvements were also similar (38% with
bromocriptine and 37% with Levodopa). Unfortunately, the raw
data scores are not provided in the text. This study had an overall
quality score of 75%.
Cooper and colleagues (199218) performed an open, randomized, 4-month study in 67 patients receiving Levodopa
monotherapy (415 mg/d), bromocriptine (13.5 mg/d), or anticholinergics (21 patients on benzhexol 5.9 mg/d; 1 patient on
orphenadrine). The study was mainly designed to assess different
effects of dopaminergic and anticholinergic therapies on a number of cognitive outcomes but motor response was also assessed,
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using the King’s College Rating Scale (KCRS) and unimanual and
bimanual fine finger movements. No head to head comparisons
between the different treatment arms were made. At 4 months, motor status improved in the Levodopa (KCRS: baseline = 22.9 vs.
4-month = 12.0, p<0.01) and anticholinergics (KCRS: baseline =
22.3 vs. 4-month = 17.2, p<0.05) groups, while bromocriptine did
not induce any significant change (KCRS: baseline = 23.0 vs. 4month = 21.0, NS). This study had an overall quality score of 55%.
The UK Parkinson’s Disease Research Group (199319) performed a randomized open study in 782 de novo PD patients using 3 treatment arms: Levodopa monotherapy, Levodopa combined
with selegiline, and bromocriptine monotherapy. Outcome criteria for motor function (secondary endpoints) were a modified version of the Webster scale and the NUDS. After one year of followup, Levodopa alone (420 mg/d) or in combination with selegiline
(352 mg/d plus 10 mg/d) was found to be significantly more potent than bromocriptine (36 mg/d) (Webster adjusted improvement
in score: Levodopa = 3.1, Levodopa+selegiline = 3.4,
bromocriptine: 2.1; adjusted difference (95% CI) in favor of
Levodopa vs. bromocriptine: 0.93 (0.27-1.5), p=0.006; and in favor of Levodopa+selegiline vs. bromocriptine: 1.25 (0.61-1.89),
p= 0.0002). More patients withdrew from the study because of
adverse events in the bromocriptine group during the study (mainly
because of gastrointestinal and psychiatric adverse reactions). At
3 years only 33% of patients initially randomized to bromocriptine
were still receiving agonist monotherapy compared to 68% in the
Levodopa monotherapy arm. This study had an overall quality
score of 63%.
Montastruc and colleagues (199420) performed a randomized
open study in 60 de novo patients (mean age = approximately 61
years) followed up for 5 years. While patients were initially randomized to monotherapy with either Levodopa or bromocriptine,
Levodopa could be added later to the bromocriptine arm. At
baseline, disease severity was reported to be comparable in both
groups according to the Hoehn and Yahr stage. The primary objective of this trial was to compare the occurrence of long-term
motor complications, but motor function was also assessed twice
a year, using the Columbia University scale until 1985, and the
UPDRS thereafter. At 5 years only 4 of 31 patients were still receiving bromocriptine monotherapy (mean delay to the adjunction of Levodopa: 2.7 years). The authors found similar efficacy
of Levodopa monotherapy (569 mg/d) and combined Levodopa
plus bromocriptine treatment (471 mg/d plus 52 mg/d) as assessed
by the UPDRS at the endpoint or at the last visit of follow-up
(bromocriptine/Levodopa group: 10.6; Levodopa group: 11.0).
However, no direct comparisons between the respective
monotherapies are possible in this trial. Hallucinations were more
frequent in the bromocriptine group (5 in the bromocriptine/
Levodopa group versus 2 in the Levodopa group). Long-term motor
complications were less frequent in the bromocriptine group (see
“Prevention of Motor Complications”).This study had an overall
quality score of 69%.
Olanow et al. (199514) performed a 14-month, double-blind, randomized four-arm trial comparing Levodopa plus placebo versus
Levodopa plus deprenyl versus bromocriptine plus placebo versus bromocriptine plus deprenyl. The study was primarily designed
to assess the impact of deprenyl and Levodopa on the progression
of PD. However, before washout it was possible to compare the
symptomatic effects of Levodopa (L-dopa: 400 mg/d) versus
bromocriptine (28 mg/d) using the total UPDRS scores. Levodopa-
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treated patients were slightly more improved (UPDRS at baseline
= 23.4 vs. 12 month = 18.3) than those on bromocriptine (~ 28 mg/
d) (UPDRS at baseline = 22.7 vs. 12 month = 21.5), but the difference was not significant. There were no reported significant differences in the incidence of side effects in both groups. This study
had an overall quality score of 76%.
In addition two studies were identified where Levodopa
monotherapy and bromocriptine monotherapy were used as separate arms in three arm trials also including “early combination” of
both drugs.
Herskovits and colleagues (198821) randomized 86 de novo PD
patients to one of three arms over a follow-up of 31 months:
Levodopa monotherapy versus bromocriptine monotherapy versus combined Levodopa plus bromocriptine treatment. However,
secondary Levodopa supplementation was possible in the
bromocriptine group and at the end of the trial half of the patients
in that group had combined treatment. Doses were 12.6 mg/d for
bromocriptine monotherapy, to which a mean of 401.8 mg/d
Levodopa was added in the course of the study in 50% (14/28) of
patients. The Levodopa monotherapy group received 556 mg/d
and the initially combined group received 572 mg/d plus 7.5 mg/d
of bromocriptine. Motor outcome was assessed using the Webster
Rating. Antiparkinsonian improvement was reported to be about
50% in all 3 groups, with no significant difference between treatments. These results appear on a figure of the article, but, unfortunately, no exact quantitative raw data are provided in the text or in
a table. This study had an overall quality score of 63%.
Hely et al. (199422) conducted a 5-year randomized open study
of 149 de novo PD patients (mean age = 62 years) allocated to low
doses of either Levodopa (64 patients) or bromocriptine (62 patients) monotherapy. The study was designed to be double-blind
in the titration phase only, and to assess primarily if the incidence
of late motor complications was lower in the bromocriptine group.
Interim results on the first 3 years have also been reported but are
not summarized here. Efficacy was assessed with a modified Columbia scale. ADL was also measured using the NUDS. Subsequent addition of Levodopa to bromocriptine or bromocriptine to
Levodopa was allowed, thus creating subsequently new combination groups. Analyses were performed on the 2 monotherapy treatment groups as originally randomized (bromocriptine and
Levodopa), and also on the main treatment subgroups subsequently
formed. The mean daily dose of bromocriptine was 32 mg/d. Less
than 10% of patients were still on bromocriptine monotherapy after 3 years and none after 5 years. Median times on bromocriptine
monotherapy were 12 months and 52.3 months on Levodopa alone.
Doses at year one were 18 mg/d for bromocriptine and 344 mg/d
for Levodopa alone. In the bromocriptine group, the main reason
to stop monotherapy and switch to combination was lack of efficacy. Mean change from baseline in modified Columbia score on
bromocriptine alone showed improvement at 6 months (-2.41,
p<0.01), but not thereafter. Mean change from baseline in modified Columbia score on Levodopa alone also showed improvement at 6 months (-3.69, p<0.001), one year (-3.96, p<0.001), and
2 year (-3.19, p<0.001). Levodopa was significantly better than
bromocriptine alone at 1 year. Conversely, the patients who
switched from bromocriptine alone to a combination of Levodopa
and bromocriptine showed significantly more improvement than
the Levodopa monotherapy group at one year (mean change in
modified Columbia score : -5.75, p=0.002). However, no head-tohead comparisons between the two arms were performed. This
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study had an overall quality score of 57%.

Lisuride versus Levodopa
Rinne et al. (198923) randomized 90 de novo parkinsonian patients to open treatment with Levodopa monotherapy, monotherapy
with lisuride or initial combined treatment with both drugs. Total
follow-up was 4 years and motor response was assessed using the
Columbia University Rating Scale. Patients also recorded the occurrence and severity of fluctuations in disability in a daily diary.
At three months and one year improvements were significantly
greater in the Levodopa monotherapy arm compared to the lisuride
arm (CURS improvement: Levodopa 56% vs. lisuride 32%, p<0.01;
daily doses not given, doses at one year were 718 mg/d for
Levodopa and 1.9 mg/d for lisuride). After two years of treatment
only 33% of patients (N=6) still remained on lisuride monotherapy
so that efficacy comparisons between the monotherapy arms no
longer seem meaningful due to small numbers. This study had an
overall quality score of 44%.

Pergolide versus Levodopa
Kulisevsky et al. (199824) included 20 de novo patients in a 6
month open label randomized trial comparing pergolide and
Levodopa. Motor effects were assessed using the UPDRS. At 6
months pergolide (2.8 mg/d) and Levodopa (435 mg/d) showed
similar decreases in UPDRS subscores II and III. The numerical
effect of Levodopa was larger than that of pergolide, however, the
study was clearly not powered to detect statistically significant
differences between the two treatments (improvement of UPDRS
II was from a mean of 8.7 at baseline to 6.1 at month 6 in the
pergolide arm and from 11.8 to 5.8 in the Levodopa arm. Decreases
for UPDRS III were from 22.9 to 15.7 in the pergolide versus from
24.8 to 14.0 in the Levodopa arm.)
Oertel et al. (200025): A large randomized, double-blind, prospective long-term trial comparing pergolide and Levodopa
monotherapy has included 294 drug-naive patients and its main
results have been presented in abstract form.25 Once fully published this study is expected to provide high quality data on the
relative symptomatic efficacy of pergolide versus Levodopa.

Pramipexole versus Levodopa
Parkinson Study Group (200015): This is a randomized Levodopa
controlled two-year prospective study of pramipexole
monotherapy. One hundred fifty-one patients were randomized to
pramipexole monotherapy while 150 patients received Levodopa.
The trial consisted of a 10-week dosage escalation period followed
by a 21-month maintenance period. Open-label supplementation
with Levodopa was permitted from week 11 until the end of the
trial according to clinical need. The primary outcome variable was
defined as time from randomization until the first occurrence of
any of three pre-specified motor complications: wearing-off,
dyskinesias, or “on”/“off” fluctuations (see “Prevention of Motor
Complications” section). Secondary outcome variables included
changes in scores of the UPDRS, a PD quality of life scale, the
EuroQol, and the need for Levodopa/Carbidopa supplementation.
A subset of 82 patients underwent SPECT imaging with b-CIT
before baseline and immediately before the final study visit (see
above “neuroprotection”).
At the end of the trial subjects allocated to pramipexole were on
an average dose of 2.78 mg/d and those allocated to Levodopa
took an average of 406 mg/d. Fifty-three percent of subjects in the
pramipexole group required supplemental Levodopa compared

Movement Disorders, Vol. 17, Suppl. 4, 2002

with 39% in the Levodopa group (P = 0.02). The dose of openlabel supplemental Levodopa was almost identical in the two arms
(264 versus 252 mg/d), the average total daily dose of experimental plus supplemental Levodopa in the Levodopa arm was 509
mg/d.
The mean improvement in total UPDRS as well as the motor
and ADL subscores from baseline to the end of the study was significantly greater in the Levodopa group compared with patients
on pramipexole. Total UPDRS scores decreased by 4.5 points with
pramipexole compared to 9.2 points with Levodopa (P < 0.001).
Similarly motor scores decreased by 3.4 versus 7.3 points (P <
0.001) and ADL scores decreased by 1.1 versus 2.2 points in the
pramipexole versus Levodopa arm (P = 0.001).

Ropinirole versus Levodopa
Rascol et al. (1998)26 conducted a randomized controlled trial
including 268 de novo patients randomized to ropinirole or
Levodopa in a two-to-one ratio. Open Levodopa supplementation
was allowed in both arms and results are available after 6 months26
and 5 years27 of follow-up. Primary efficacy endpoint for the
planned 6-months interim analysis was the percentage improvement in UPDRS motor score. Secondary efficacy variables included the proportion of patients with a 30% reduction in UPDRS
motor score (“responders”), patients with scores of 1 (very much
improved) or 2 (much improved) on a CGI score and the proportion of patients requiring Levodopa supplementation. At 6 months
Levodopa (464 mg/d) induced significantly greater improvement
in UPDRS motor scores compared to ropinirole (9.7 mg/d): UPDRS
motor score improved by -32% with ropinirole (from 21.5 at
baseline to 15.7 at endpoint) and by -44% with Levodopa (from
21.7 at baseline to 13.3 at endpoint) (p<0.05). However, at this
time point there was no significant difference in the number of
responders (ropinirole: 48%; Levodopa: 58%) At six months, CGI
analysis did not reveal intergroup differences for patients with
Hoehn and Yahr stages I-II, but there was a significant difference
in favor of Levodopa in the patients with Hoehn and Yahr Stages
II.5 and III at baseline (OR 0.11; 95%CI (0.04-0.35)). By the end
of the first 6 months, 4% of the ropinirole-treated patients required
Levodopa supplement versus 1% of the Levodopa-treated ones
(NS). This study had an overall quality score of 90%.
The primary outcome for the final analysis at 5 years was the
occurrence of dyskinesia; but antiparkinsonian efficacy was also
recorded using UPDRS II (ADL) and III (motor examination). At
5 years patients on Levodopa (mean dose 753 mg/d including open
label supplement in 36% of the patients) had a mean decrease from
baseline in UPDRS motor scores of 4.8 points compared to 0.8
points in the ropinirole group (mean dose 16.5 mg/d plus 427 mg/
d of open-label complementary Levodopa in 66% of the patients).
This difference in mean score (4.48, 95%CI 1.25-7.72) was significant in favor of Levodopa (P = 0.008). UPDRS ADL scores
increased by 1.6 points in the ropinirole group while mean scores
did not change in patients on Levodopa. This difference in favor
of Levodopa was not significant. Classical dopaminergic adverse
reactions were reported in both treatment groups, including nausea, somnolence, insomnia, dizziness, hallucination, vomiting,
postural hypotension. Hallucinations were more frequent with
ropinirole than Levodopa (17% vs. 6%, respectively), but severe
hallucinations leading to withdrawal from the trial were infrequent
in both groups (4% vs. 2%, respectively). This study had an overall quality score of 90%.
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Cabergoline versus Levodopa
Rinne et al. (199728, 199829) performed a controlled prospective
trial including 413 de novo patients (mean age approximately 61
years) randomized to cabergoline or Levodopa in a one-to-one
ratio. Cabergoline could be titrated up to 4 mg/d on a once a day
regimen, and Levodopa up to 600 mg/d tid. Open Levodopa supplementation was allowed in both arms according to clinical need.
Motor effects were assessed using the UPDRS. The proportion of
patients experiencing a 30% decrease in parkinsonian disability
and the proportion of patients requiring the addition of Levodopa
were also analyzed. At one year mean UPDRS motor scores decreased more in the Levodopa group (468 mg/d) compared to the
cabergoline group (2.8 mg/d) (16.4 versus 12.6). It is not stated in
the paper if this difference was statistically significant. By this time
38% in the cabergoline group versus 18% in the Levodopa group
required open Levodopa supplementation.
Patients were subsequently followed up for a total of 3 to 5 years.
The primary end-point was the onset of motor complications but
antiparkinsonian efficacy was also monitored using the UPDRS
part II and III. After 4 years Levodopa treated patients are reported
to have an “average 30% improvement” in motor disability
(UPDRS III) compared to 22 to 23% versus baseline in the
cabergoline group. No statistical analysis are reported and 65% of
cabergoline patients required Levodopa supplementation at the time
of final analysis. Adverse events were quite similar in both groups,
including among the most frequent ones nausea and vomiting, dizziness and hypotension, sleep problems. Edema was more frequent
on the cabergoline group. This study had an overall quality score
of 75%.

Levodopa versus Anticholinergics
Cooper et al. (199218): The only available study where Levodopa
monotherapy was compared to monotherapy with anticholinergics
was performed by Cooper and colleagues (1992).18 However, this
was a study designed to assess differential effects on neuropsychological functions in de novo patients with idiopathic PD, and
direct statistical comparisons of numerical results in the Levodopa
versus anticholinergic arm were not performed.
Motor assessments were based on the King’s College Rating
Scale and a Finger Motility Scale and there was significant improvement over baseline in both the Levodopa and the anticholinergics arm. This study had an overall quality score of 55% (see
above).

Levodopa versus Amantadine
A single randomized trial of Levodopa versus amantadine
monotherapy was identified. Cox et al. (197330) enrolled 27 patients to a double-blind, crossover study where patients had two
six-week courses of monotherapy with either drug, separated by a
period of six weeks without treatment. Motor effects were assessed
on a modified Webster scale and by means of timed tests of writing, walking and lighting a match. In addition, mechanical recordings of tremor and rigidity were also performed (two assessments
at three-weekly intervals before and during each treatment period).
The Webster scores, time to write a standard sentence or light a
match all significantly improved over baseline in patients receiving Levodopa (mean daily dose 2.9 to 3.3 g without DC-inhibitor)
before Amantadine (“Levodopa starters”) while there was no significant improvement in any of the assessments in patients receiving Amantadine first (mean daily dose 303 to 323 mg). Levodopa

induced improvements were less impressive in patients receiving
the drug in the second double-blind period (“Amantadine starters”) but still significant for some Webster score items and timed
tests. This was also the case for Amantadine when given in the
second treatment period (“Levodopa starters”). Although this study
was not designed to directly compare effect sizes of Levodopa
and Amantadine monotherapy the results suggest that Levodopa
is more effective. This study had an overall quality score of 48%.

ADJUNCT THERAPY
Although supplementation of Levodopa to dopamine agonists
or other antiparkinsonian medications in stable PD is common clinical practice in order to improve symptomatic control no Level-I
studies specifically assessing the effectiveness of this strategy have
been identified.

PREVENTION OF MOTOR COMPLICATIONS
Although the use of Levodopa specifically aimed at preventing
motor complications seems contradictory a number of randomized controlled prospective trials are available to assess the incidence of such complications during long-term Levodopa treatment.
These will be reviewed here. Results between these studies are
difficult to compare because of differences in Levodopa dose,
length follow-up, definition and assessment methods for motor
complications.
Ten long-term, prospective, randomized, controlled trials in de
novo patients provide incidence data on the development of motor fluctuations and/or drug-induced dyskinesias with Levodopa
monotherapy. Five were trials comparing LD with bromocriptine,
one each with lisuride, cabergoline, ropinirole and pramipexole,
and one compared two pharmakokinetic formulations of Levodopa.
The UK Parkinson’s Disease Research Group (199319) included
782 de novo patients randomly allocated to Levodopa alone,
Levodopa plus selegiline or bromocriptine. Involuntary movements, oscillations in motor performance and early morning dystonia were recorded at follow-up visits but no special definitions
are reported. At three years the incidence of motor response oscillations was 33 and 35% in the two Levodopa arms. Twenty-seven
percent of patients in the Levodopa monotherapy arm had developed dyskinesias. Levodopa-induced dystonia was observed in
25% of patients after three years. These percentages are reported
to be “higher“ in patients on Levodopa or on combination than in
those on bromocriptine, but p values are not reported. Mean daily
doses are given at one year only and were 420 mg/d. The mean
length of time to develop drug-induced dyskinesias and motor oscillations was 24.5 months. This study had an overall quality score
of 63%.
Montastruc and colleagues (199420) randomized 60 de novo
patients to monotherapy with Levodopa or bromocriptine (to which
Levodopa could be added later). At 5 years patients in the Levodopa
arm received a mean daily dose of 569 mg/d. Motor complications
were defined either as involuntary abnormal movements (peak dose
or biphasic dyskinesia or dystonia), or as motor fluctuations, i.e.
wearing-off effects or on/off phenomena. Motor complications of
any type were observed in 90% of patients with a mean delay of
2.7 years. Fourteen of 29 patients had developed drug-induced
dyskinesias and 10 of 29 patients showed wearing-off phenomena. Mean delays from first treatment to appearance of wearingoff fluctuations were 2.9 years. This study had an overall quality
score of 69%.
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Przuntek et al. (199631) randomly allocated 674 newly diagnosed
patients with PD (who could have received Levodopa for less than
6-months) to monotherapy with Levodopa or combined treatment
with Levodopa and bromocriptine. Patients were followed up for
42 months on these two types of treatment and the occurrence of
motor side-effects was assessed clinically by evaluating fluctuations in mobility, on/off phenomena and drug-induced dyskinesias
that included chorea, dystonia, and other dyskinetic movements.
The primary endpoint of this study was the time of onset of the
first manifestation of any of these motor side-effects. A complex
system of scoring according to severity and body distribution was
adopted. Twenty-nine percent (87/302) patients developed motor
side-effects with Levodopa monotherapy at a final dose of 439
mg/d. Motor response oscillations were observed in 15% and at
least one type of drug-induced dyskinesia in 20% of patients. Mean
delays until the first occurrence of any motor side-effects were 3.2
years. This study had an overall quality score of 65%.
Gimenez-Roldan and colleagues (199732) enrolled 50 patients
with previous treatment of Levodopa for a maximum of 6 months
to a randomized parallel group long-term study comparing
Levodopa monotherapy with adjunct treatment with bromocriptine.
Total follow-up period was 44 months in an open label design.
The frequency of motor response oscillations and choreatic
dyskinesias was compared between the two groups. Motor fluctuations were defined as daily episodes of exacerbation in parkinsonian symptoms; isolated freezing of gait was not included in
this definition. Dyskinesias were defined as presence of abnormal
involuntary movements of choreic nature in one or more body parts
as observed during follow-up visits. At month 44 47% of the patients on Levodopa monotherapy had developed response oscillations of the wearing-off type and dyskinesias were present in 37%
of patients (mean dose of Levodopa was 725.6 mg/d at last follow-up). This study had an overall quality score of 68%.
Hely and colleagues (199422) enrolled 149 previously untreated
PD patients into a randomized trial comparing low dose Levodopa
monotherapy (defined as less than 600 mg/d) with low dose
bromocriptine monotherapy (defined as 30 mg/d). Fluctuations
were defined as end of dose failure which was recorded present if
patients reported early morning akinesia, wearing-off effect or increase of dose frequency to more than 3 times daily at any of the
follow-up visits. The term on/off fluctuation was reserved for sudden severe and at times unpredictable changes in mobility. Involuntary movements were recorded as dyskinesias when movements
were rapid, irregular and painless or as dystonia when sustained
abnormalities of posture - sometimes painful - had occurred. The
time of onset of any of these motor complications was taken as the
first visit at which patients reported them or the investigator identified them. After 5 years of treatment the mean dose and the
Levodopa monotherapy arm was 471 mg/d, 35 of 64 evaluable
patients on Levodopa monotherapy had developed drug-induced
dyskinesias. Twenty-three patients on Levodopa monotherapy
developed drug-induced painful dystonia which consisted in early
morning foot dystonia in all but two. The average incidence of
newly arising dyskinesias was 7.4% for each 6 months period of
treatment on Levodopa. End of dose fluctuations were not observed
in the first year of treatment but their incidence increased over
time reaching 18% in the last 6 months. Wearing-off occurred in
41% of the patients randomized to Levodopa. This study had an
overall quality score of 57%.
Rinne et al. (198923) included 90 de novo patients in a random-
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ized 4 year trial comparing Levodopa monotherapy versus lisuride
monotherapy versus the combination of the two. Patients are reported to have recorded the occurrence and severity of fluctuations in disability and clinical side-effects in a daily diary. At four
years and a mean daily dose of 668 mg of Levodopa end of dose
failure occurred in 52% of patients and peak-dose dyskinesias were
observed in 44%.
Rascol and colleagues (199826) evaluated the incidence of
dyskinesias and motor fluctuations in a cohort of 268 patients randomized to monotherapy with Levodopa in a prospective controlled
trial of ropinirole monotherapy. Motor complications were assessed
according to the UPDRS part IV definition. The primary outcome
was the occurrence of dyskinesia assessed using item 32 (“duration: what proportion of the waking day are dyskinesia present?“)
of the UPDRS part IV. Other outcome measurements were “disabling dyskinesia“ defined as a score of 1 or more on item 33
(“how disabling are the dyskinesia“) of the UPDRS IV. Wearingoff and freezing were also monitored using the corresponding items
of the UPDRS. At five years mean daily Levodopa dose was 753
mg/d. Forty-five percent of patients on Levodopa monotherapy
had developed dyskinesias and 34% had developed wearing-off
fluctuations. This study had an overall quality score of 90%.
Rinne and colleagues (199728) followed up 412 de novo patients
for 3 to 5 years who had been randomized to monotherapy with
either cabergoline (N=208) or Levodopa (N=204). The primary
endpoint of this study was the onset of motor complications confirmed at two subsequent visits and defined on the basis of a checklist comprising ten different categories (daily wearing off, nocturnal akinesia, early morning akinesia, off period freezing, peak dose
dyskinesia, early morning dystonia, dose related off period dystonia, dose related on period dystonia, random-freezing, other) and
were scored positive if at least one of these was present on two
subsequent visits. Based on this definition motor complications
had developed in 34% of Levodopa treated patients at final follow-up (on average 4 years). Peak dose dyskinesias were present
in 28 and daily wearing-off was recorded in 38 of Levodopa treated
204 patients. This study had an overall quality score of 75%.
The Parkinson Study Group (200015) enrolled 301 patients with
idiopathic PD with no or less than 2 months prior exposure to
Levodopa or a dopamine agonist into a prospective multicenter
double-blind randomized controlled trial. Patients were followed
for two years (23.5 months) and the primary endpoint was the time
from randomization until the first occurrence of any of three prespecified dopaminergic complications: wearing-off, dyskinesias
or “on”/”off” fluctuations. Dyskinesias had been defined as abnormal involuntary movements excluding early morning dystonia
or other “off”-period dystonic phenomena. Wearing-off was defined as a perception of decreased mobility or dexterity usually
bearing close relationship to the timing of antiparkinsonian medications, while “on”/”off” effects were defined as unpredictable
and generally sudden shifts between mobility and immobility not
apparently related to the timing of antiparkinsonian medications.
By the end of the study, 51% of subjects randomized to Levodopa
had reached the primary endpoint. Drug-induced dyskinesias were
observed in 31% on Levodopa, wearing-off phenomena were recorded in 38% while “on”/”off” fluctuations affected 5.3%
Levodopa treated patients.
Block and colleagues (199733, also reported by Koller and colleagues, 199934) enrolled 618 patients with PD without prior exposure to Levodopa into randomized trial comparing standard ver-
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sus sustained release Levodopa and followed patients up for 5
years. Primary endpoint in this trial was defined as the presence of
motor fluctuations defined in three different ways: based on 24
hour diaries filled in on two consecutive days per week for a total
of 8 days over a one month period after each quarterly visit patients had to exhibit a minimum of 10% on-time with dyskinesias
or 20% of off-time during the waking day to reach endpoint. Alternatively, 5 of 10 questions in a motor fluctuation questionnaire
specially designed for the trial had to be scored positive by the
investigator. A third definition of endpoint was that both the diary
and the questionnaire criterion were met. All three criteria had to
be met on at least two consecutive visits for an “event” to be coded
for the survival analysis. After 5 years of treatment the mean daily
dose of standard Levodopa in this trial was 426 mg. 21% of patients had fluctuations or dyskinesias by the diary criterion while
only 16% had reached the event by questionnaire definition. The
paper does not quote percentages of patients meeting both criteria. This study had an overall quality score of 80%.

CONTROL OF MOTOR COMPLICATIONS
It is common practice to modify dose size and dose frequency
of standard Levodopa preparations to improve motor response
oscillations and/or dyskinesias but no Level-I trials assessing such
strategies were identified. Studies assessing alternative pharmacokinetic formulations of delivery routes of Levodopa will be reviewed below.

REVIEW OF SAFETY
Treatment of PD with standard Levodopa causes a number of
typical dopaminergic adverse events including nausea, vomiting,
and hypotension. Central dopaminergic adverse reactions include
hallucinosis and paranoid psychosis as well as drug-induced
dyskinesias. From the available Level-I studies the risk of druginduced psychosis with Levodopa monotherapy appears low with
less than 5% of de novo patients being affected after 3 to 5 years.
The incidence of Levodopa-induced dyskinesias in prospective
randomized long-term trials varies between less than 20% to more
than 50% at 5 years.
There have been a number of retrospective and prospective cohort studies assessing mortality in Levodopa treated patients with
PD. All but one have found excess mortality over the general population by factors between 1.5 and 2.5.35-39 However, the impact of
Levodopa treatment itself on the mortality of PD has only been
inferred from comparisons with historical controls and this approach is obviously flawed by confounding changes in life expectancy, levels of general medical care, uncontrolled factors of
comorbidity and co-medication. Given these limitations a number
of such studies have demonstrated associations of improved survival after initiation of Levodopa treatment in PD.35,40-44 While it is
commonly accepted that Levodopa treatment by virtue of its symptomatic efficacy improves disability and survival early in the disease advancing disability in later stages along with age associated
comorbidity still accounts for excess mortality.
Because of the role of oxidative stress as a pathogenetic factor
of nigral cell death in PD and the theoretical possibility that the
oxidative metabolism of Levodopa itself might accelerate this process there has been an intense debate of possible nigral toxicity
induced by Levodopa treatment.45 Although a number of in vitro
experiments in neuronal and non-neuronal cell cultures have indeed demonstrated toxic effects of Levodopa results from in vivo

studies are controversial.46 In addition to the conflicting evidence
from experimental studies there is currently no clinical indication
of detrimental effects of Levodopa in terms of accelerating disease progression.47 However, the mechanisms leading to potentially irreversible dyskinesias following prolonged Levodopa exposure may be viewed as a type of drug-related “toxicity”.

CONCLUSIONS
EFFICACY
PREVENTION OF DISEASE PROGRESSION
There is INSUFFICIENT EVIDENCE to conclude on the effects of Levodopa on the progression of PD. Evidence from a single
Level-I trial designed to assess the effects of deprenyl on disease
progression when added to bromocriptine or Levodopa for a period of 12 months suggests that Levodopa and bromocriptine are
not different regarding impact on progression of motor impairment
as assessed after appropriate washout periods following 12 months
of treatment. Recently concluded studies have employed surrogate markers (18FD-PET/Beta-CIT-SPECT) to assess the relative
impact of Levodopa versus dopamine agonists but such studies
do not allow conclusions on the impact of Levodopa treatment on
disease progression in relation to untreated PD. Again the only
available Level-I trial showed similar outcomes regarding decline
of striatal b-CIT binding as assessed by SPECT after two years of
treatment with Levodopa or pramipexole.

SYMPTOMATIC CONTROL OF PARKINSONISM
Although there are no Level-I placebo-controlled trials available, the efficacy of Levodopa regarding symptomatic control of
parkinsonism is clearly established. Levodopa monotherapy is
LIKELY MORE EFFICACIOUS than monotherapy with anticholinergics or amantadine, but the two Level-I studies identified in
this review are insufficient for methodological reasons to unequivocally prove superiority of Levodopa.
Similarly, based on 8 Level-I studies, Levodopa monotherapy
is LIKELY MORE EFFICACIOUS than monotherapy with
bromocriptine, but methodological quality, designs (Levodopa
supplementation to bromocriptine in case of clinical need in several trials) and reported study results are too heterogeneous to make
this a firm conclusion.
There is INSUFFICIENT EVIDENCE to conclude on the relative efficacy of Levodopa versus lisuride monotherapy since a
single Level-I trial eventually lost power for meaningful comparisons between Levodopa and lisuride monotherapy due to Levodopa
add-on in the majority of lisuride patients.
A single trial assessing pergolide versus Levodopa monotherapy
only included 20 de novo patients and provides INSUFFICIENT
EVIDENCE to conclude on the relative efficacy of these two types
of treatment, but a larger long-term randomized controlled trial
has been completed and awaits full publication.
Based on one high quality long-term prospective double-blind
trial each there is sufficient evidence to conclude that Levodopa
monotherapy is MORE EFFICACIOUS than monotherapy with
ropinirole, pramipexole or cabergoline in improving symptomatic
control in de novo patients with PD.

PREVENTION OF MOTOR COMPLICATIONS
Efficacy conclusions related to the prevention of motor complications are not applicable to standard Levodopa therapy.
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CONTROL OF MOTOR COMPLICATIONS

There is INSUFFICIENT EVIDENCE to conclude on the efficacy of strategies modifying standard Levodopa dosage and/or
timing to control motor fluctuations or dyskinesias.

SAFETY
Numerous Level-I trials with Levodopa as active comparator
confirm the established clinical view that Levodopa treatment is
SAFE WITHOUT SPECIALIZED MONITORING. The incidence
of Levodopa related motor complications with long-term
monotherapy as assessed in Level-I studies varies between less
than 20% and more than 50% after 3 to 5 years of treatment. Furthermore, Level-I trials comparing Levodopa monotherapy with
dopamine agonist monotherapy in de novo patients uniformly show
lesser incidences of neuropsychiatric adverse reactions with
Levodopa compared to dopamine agonists. So far there is no indication that Levodopa monotherapy has adverse effects on the progression of PD. Furthermore, a number of retrospective and prospective studies indicate that Levodopa therapy is associated with
a reduction in early excess mortality from PD.

IMPLICATIONS FOR CLINICAL PRACTICE
Levodopa monotherapy is CLINICALLY USEFUL in improving motor symptoms of PD. Although the evidence from comparative randomized prospective trials is sparse and partially contradictory Levodopa must still be considered the gold standard of
symptomatic efficacy in the drug treatment of PD. However, its
long-term use is associated with motor complications affecting
between 20% and 50% of patients after 2 to 5 years. Among these,
Levodopa induced dyskinesias can be particularly disabling and
difficult to control such that the initiation of Levodopa treatment
must be based on clear clinical need. In many instances starting
treatment with alternative dopamine replacement strategies like
dopamine agonists will be sufficient for some time and there is
convincing evidence from adequate clinical trials that early agonist monotherapy with later Levodopa supplementation significantly reduces the risk for Levodopa long-term motor complications.

SLOW RELEASE LEVODOPA
RATIONALE
Standard Levodopa has a short half-life of less than 2 hours
eventually leading to short lived (“short duration”) responses.
Multiple oral doses of standard Levodopa thus produce pulsatile
peaks of Levodopa plasma levels and presumably striatal dopamine levels. Such pulsatile dopamine receptor stimulation in the striatum has been incriminated as possible mechanism for the development of late motor complications due to sensitization of dopamine receptor response.
Levodopa slow release formulations have been developed to
smooth out Levodopa plasma levels prolonging clinical effects
from a single dose and also the providing more continuous dopamine receptor stimulation during the day.

METHODS
KEY SEARCH TERMS
Levodopa slow release, Madopar HBS, Sinemet CR and PD.

BASIC PHARMACOLOGY
MECHANISM OF ACTION
This is not different from standard Levodopa.

PHARMACOKINETICS
The slow release of the drug in the GI tract from these controlled release forms results in a substantial extension of plasma
LD levels. The two available products delay the peak LD concentration beyond that of the immediate-release preparation by 45 to
90 minutes.36 Both products have decreased bioavailability (AUC)
resulting in a 30% reduction in a dose equivalence. With each of
the sustained release LD-decarboxylase inhibitor preparations, the
plasma half-life of LD is also extended by up to two hours beyond
the pharmacokinetic profile of the immediate-release product. Other
formulations are under development to produce more continuous
release of LD, such as a product combining LD in two drug retention materials for a more sustained pharmacokinetic profile.37

REVIEW OF CLINICAL STUDIES

IMPLICATIONS FOR CLINICAL RESEARCH

PREVENTION OF DISEASE PROGRESSION

Placebo-controlled trials in de novo patients are needed to assess Levodopa’s possible impact on rates of progression of PD
and on surrogate markers of nigrostriatal dopaminergic integrity.
Such studies could also help to settle the question of potential
Levodopa-associated toxicity. Ideally these should be performed
as three arm trials including a dopamine agonist arm.
Given Levodopa’s high level of symptomatic efficacy in controlling motor symptoms of PD long-term trials assessing the outcome of alternative pharmacokinetic profiles of Levodopa administration, like combined treatment with COMT inhibitors, in de
novo patients of PD are needed to identify ways to improve the
rate of motor complications associated with standard Levodopa
long-term treatment.
In addition longer-term prospective trials comparing such modified Levodopa regimes with dopamine agonists for more than 10
years have to be performed and should include quality of life and
pharmaco-economic assessments.

No studies specifically assessing the effect of Levodopa slow
release preparations on progression of PD have been identified.
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SYMPTOMATIC CONTROL OF
PARKINSONISM
No placebo controlled trials assessing symptomatic efficacy of
slow release Levodopa preparations were identified. Two Level-I
studies providing data on the symptomatic efficacy of monotherapy
with Levodopa sustained release preparations have been identified and are included in this review.
Dupont and colleagues (1996)38 included 134 de novo patients
with PD into a randomized double-blind parallel group multicenter
study comparing the therapeutic responses of slow release
Levodopa/benserazide (Madopar HBS) to standard Levodopa/
benserazide (Madopar). Patients were followed up for 5 years and
efficacy parameters included the Webster Scores, Unified
Parkinson’s Disease Rating Scores as well as North Western University Disability Scale Scores. Webster Scores improved from a
baseline mean of 10.9 (standard) and 10.4 (slow release) to 5.2
and 4.1 at year 1 and were again similar at year 5 (11.2 vs. 9.3).

Levodopa
Similarly there were no differences in NUDS Scores between the
two groups at any time point or in UPDRS Scores (18.9 vs. 15.8 at
year 2 and 29.9 vs. 26.0 at year 5). Reportedly there were no differences with respect to the incidence or types of side-effects but
details are not reported in the paper.
Mean daily Levodopa dose at year 1 was 564 mg for the standard Levodopa arm and 516 mg for the slow release arm. This
rose to 719 versus 638 mg/d by year 5. Number of doses were
similar and around four in both arms over the total study
duration.This study suggests that slow release Levodopa/
benserazide has similar symptomatic efficacy as monotherapy in
de novo PD as standard Levodopa/benserazide. This study had an
overall quality score of 71%.
Block and colleagues (199733, amplified by Koller et al. in
199934) reported a similar 5-year trial comparing immediate released and controlled released carbidopa in 618 patients with PD
never exposed to Levodopa. The primary endpoint of this study
was the occurrence of motor complications but evaluations of PD
symptoms severity were also performed. These included the New
York University Parkinson’s Disease Scale, the North Western
University Disability Scale, a global assessment by the patient,
each on a quarterly basis. In addition UPDRS scores and Hoehn
and Yahr stages as well as Schwab and England activities of daily
living scores were obtained annually. NYUPDS scores were significantly improved over each year of follow-up but progressed
towards baseline by year 5 (shown as a bar graph, but no numerical values given in the text). No differences between the two treatment groups were identified in any of the efficacy assessments.
The only exception relates to UPDRS ADL scores, which were
significantly more reduced over baseline in the slow-release compared to the immediate-release arm. However, the actual numerical differences between mean ADL scores and the groups were
small (less than one point) at all times. Doses after 5 years were
426 mg/d in the immediate release group and 728 mg/d in the controlled release group. Numbers of doses averaged 4.3 tablets per
day at year 5 in the immediate release group compared to 3.6 in
the controlled release group. Approximately 30% of patients in
each group were maintained on the initial twice a day dosing regimen throughout the study.
The overall incidence of withdrawals due to adverse events was
11% for the immediate release and 8% for the CR group. Nausea
was seen in 29% of patients altogether and the incidence of withdrawal due to nausea was significantly higher in the immediate
release group compared to the CR group (7 patients versus none).
Otherwise adverse events occurred with similar frequency in both
arms including dizziness, orthostatic effects, hallucinations, and
dyskinesias. This study had an overall quality score of 80%.
In addition to these two large monotherapy trials in de novo
patients Goetz and colleagues48 have compared symptomatic efficacy of CR vs. standard levodopa in a small randomized doubleblind crossover study involving 20 patients with more advanced
PD (mean duration of PD 9.8 years) but without motor fluctuations. Patients had been on levodopa for a mean of 8.2 years and
some were receiving concomitant antiparkinsonian medication
(amantadine in 9 cases, anticholinergics in 5, and bromocriptine
in 2).
Levodopa was given in four divided doses during the standardformulation phase and two divided doses on the morning and afternoon in the CR phase while the noon and evening doses were
replaced by matching placebo. Crossover periods had a 6 weeks
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duration, assessments using a modified New York University
Parkinson’s Disease Scale (NYUPDS), the Northwestern University Disability Scale (NUDS) and the Hoehn and Yahr stage were
performed every two weeks and scores of the last visit of each
phase were used for final analysis. There were no significant differences in either mean daily levodopa dose (600 mg for standard
vs. 650 mg for CR levodopa) or any of the PD symptom severity
measures (NYUPDS scores 5.4 vs. 5.6 / NUDS 7.5 vs. 7.7 / Hoehn
and Yahr stage 2.5 vs. 2.4, each for standard vs. CR formulation).

PREVENTION OF MOTOR COMPLICATIONS
Dupont and colleagues (199638) in their randomized controlled
comparative trial of standard Madopar versus Madopar HBS in
previously untreated patients with idiopathic PD assessed the relative numbers of patients developing motor fluctuations and
Levodopa-induced dyskinesias by year 5 using UPDRS subsection IV ratings. In their trial open label Bromocriptine could be
added in order to control motor fluctuations if clinically necessary. This was eventually the case in 28.6% of patients receiving
standard Madopar and 34.3% of those on Madopar HBS and the
mean daily dose of Bromocriptine averaged 11.3 mg. There was
no statistically significant difference in percentages of patients
developing fluctuations either of the wearing-off or on-off type
(59% with Madopar standard versus 57% with Madopar HBS).
The number of patients still in the trial by year 5 was relatively
low (29 in the Madopar standard arm versus 35 in the Madopar
HBS arm). Twelve patients in each arm had developed Levodopainduced dyskinesias by the end of the trial corresponding to 41%
of standard Levodopa patients versus 34% of slow release
Levodopa patients.
This trial, therefore, provided no evidence that initial treatment
with sustained release Levodopa might influence the occurrence
of Levodopa related motor complications over 5 years of treatment. The quality score of this trial is 71%.
In the 5-year comparative trial of sustained release versus immediate release Sinemet reported by Block and colleagues33 and
later by Koller and colleagues34, the primary endpoint was the occurrence of motor fluctuations. The onset of motor fluctuations
was defined either by a diary or investigator questionnaire criterion. For the diary criterion patients had to complete a total of eight
24-hour diary recordings over one month following each quarterly visit. They were defined as having reached the endpoint when
the diary sums at two consecutive visits revealed either more than
20% of the waking day as spent in the “off” or more than 10% of
the waking day spent in “on” with dyskinesia. The earlier of those
two consecutive visits was defined as the onset of motor fluctuations. Similarly patients were defined as having reached the endpoint at the earlier of two consecutive visits where the motor fluctuation questionnaire scored positive on 50% or more of the 10
questions (see section “Standard Levodopa”).
Using these definitions there were no significant differences
between the two treatment groups for the occurrence of motor fluctuations either by diary or by questionnaire data. After 5 years
20.6% of the immediate release group versus 21.8% of the slowrelease group had fluctuations or dyskinesias by the diary criterion. Only 16% of each group had developed motor fluctuations
by the questionnaire definition. This study has a quality score of
80%.
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CONTROL OF MOTOR COMPLICATIONS
Ten randomized controlled trials using Levodopa slow-release
preparations to control motor fluctuations in advanced PD were
identified. Nine trials were comparative studies of standard Sinemet
versus Sinemet CR, one trial compared Madopar slow-release versus standard Madopar specifically in the treatment of nocturnal
and early morning disabilities.

Controlled-release carbidopa/Levodopa versus
standard carbidopa/Levodopa
Sage and Mark (198839) included 25 patients with fluctuating
PD following chronic standard carbidopa/Levodopa therapy in a
double-blind crossover study comparing carbidopa/Levodopa CR
(50 mg/200 mg) with standard carbidopa/Levodopa (25 mg/100
mg). Patients were suffering from motor fluctuations for 5 years
on average, had at least four standard carbidopa/Levodopa doses
per day and wearing-off type fluctuations. In addition 20 patients
experienced random on/off oscillations, 18 also had Levodopainduced dyskinesias. Prior treatment with dopamine agonists had
to be discontinued at least two weeks prior to study entry. The trial
period was 24 weeks: an initial 8 week open label dose finding
phase was followed by a 16-week double-blind crossover period.
During the first four weeks of the open label phase patients were
retitrated to an “optimal” dose schedule of standard carbidopa/
Levodopa and were then switched to carbidopa/Levodopa CR in
an open label fashion which was again titrated to an optimal response schedule over four weeks. The double-blind period was
divided into two 8-week crossover sections during which patients
either took their pre-determined “optimal” carbidopa/Levodopa
CR dose plus placebo or optimal standard carbidopa/Levodopa
dose plus placebo in random order. Further dose adjustments during the double-blind period were allowed as clinically necessary.
Clinical assessments were made at weeks 1, 2, 4, 6, and 8 of each
crossover period using the UPDRS, Hoehn and Yahr staging,
Schwab and England Scales for both the on and off condition. In
addition, patients were asked to record 24-hour self-scoring diaries twice a week – presumably preceding study visits. At the end
of each crossover period patients underwent a 6-hour continuous
observation of motor effects and dyskinesias.
The report does not detail the actual numerical outcomes of the
various assessments but rather numbers of patients showing “improvement” in those parameters. With this type of evaluation significantly more patients had increased hours “on” without
dyskinesias when on carbidopa/Levodopa CR compared to the
standard carbidopa/Levodopa period (58% versus 29%). Duration
of dyskinesias, on the other hand, was less in 25% of patients during the standard Levodopa phase compared to the CR period. Seventy-nine percent of patients took fewer doses per day in the CR
period compared to 4% in the standard carbidopa/Levodopa period corresponding to means of 5.3/d versus 7.8/d. Mean total
Levodopa dose was 1544 mg/d in the CR period compared to 1303
mg/d in the standard carbidopa/Levodopa period.
This study seems to indicate improvement of motor fluctuations
with carbidopa/Levodopa CR compared to standard carbidopa/
Levodopa but statistical analysis of numerical on- or off-time values are not reported. This study had an overall quality score of
60%.
Ahlskog and colleagues (198840) included 23 patients with fluctuating PD into a similar trial with an identical 8-week, doubleblind, double-dummy randomized trial preceded by two 4-week

Movement Disorders, Vol. 17, Suppl. 4, 2002

open label dose titration phases for each LD-preparation. Comparisons were made between assessments at final visits of each
double-blind period including UPDRS scores on and off, Schwab
and England scores, diary data from the last two weeks of each
double-blind period, dosing frequency and total daily dose, as well
as patient ratings of overall response and investigator ratings of
improvement or worsening on a 7 point scale.
Mean number of doses at the end of each double-blind period
was significantly lower in the slow-release versus standard
Levodopa group (7.0 versus 9.8) and daily Levodopa dose was
significantly greater in the slow release versus standard Levodopa
period (2000 mg/d versus 1800 mg/d). Diary recordings of offtime showed a trend towards lesser hours “off” in the slow-release
phase over standard Levodopa (3.2 versus 3.7) but this was not
statistically significant. Likewise there were no significant differences in Schwab and England scores during either period or in
physician’s ratings of efficacy. Subjective ratings of the severity
of clinical fluctuations by patients did not show significant differences in rating scores for either period, however, more patients
rated their fluctuations as improved in the CR period over the standard carbidopa/Levodopa phase. Patient ratings of the duration of
dyskinesias and dyskinesia-related disability were not significantly
different between the slow release versus standard Levodopa periods. Numbers of hours “on” with dyskinesias recorded in the
diary cards also did not differ between the two crossover periods.
More patients developed confusion or hallucinations and
dyskinesias or dystonia during the combined open label and doubleblind controlled release Levodopa periods. One patient each
dropped out of the study while receiving slow-release carbidopa/
Levodopa because of an erratic antiparkinsonian response, increased dyskinesia or confusion. This study had an overall quality
score of 65%.
Feldman and colleagues (198941) included 41 patients with idiopathic PD into a double-blind crossover study comparing standard and CR carbidopa/Levodopa during two 6-week double-blind
periods. The average duration of PD was 7 years and 40% had
wearing-off motor fluctuations. Efficacy regarding wearing-off
oscillations was assessed by subjective patient ratings on a 5 point
scale from one (“extremely helpful” to “worse than no medication
at all”). In addition, patients preference for medication was also
evaluated. At the end of the study there were no significant differences between mean scores of patient ratings for efficacy concerning wearing-off phenomena (3.3 on standard Levodopa versus 3.0 on CR Levodopa) or in medication preference by the patients.
Efficacy ratings on the NYUPDS and NUDS Rating Scales were
also similar between the two periods. Levodopa total doses were
higher in the CR periods than with standard Levodopa (590 mg
versus 493 mg).
The report does not mention dyskinesias as an adverse event
and it is stated that there was no difference in the overall number
of side-effects between the two crossover periods. This study had
an overall quality score of 67%.
Hutton and colleagues (198942) reported a multicentre study of
carbidopa/Levodopa CR versus standard carbidopa/Levodopa in
fluctuating PD including 202 patients with motor fluctuations of
an average duration of more than three years. Concomitant treatment with amantadine, MAOB-inhibitors or dopamine agonists
was discontinued at least two weeks prior to the study.
The trial design of this 24-week crossover study was identical
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to the one used by Sage and Mark (198839) or Ahlskog and colleagues (198840, see above). Motor fluctuations were assessed by
self-scoring diaries and in addition UPDRS total scores were obtained at the end of weeks 2, 4, 6, and 8 of each double-blind period. Patients were asked to rate their global improvement with
respect to clinical fluctuations at the end of each double-blind period. Total daily doses and dosing frequency were also recorded.
There were a total of 44 withdrawals, 35 during the dose titration period, most often due to insufficient therapeutic response
(11 in the carbidopa/Levodopa standard titration period and 8 in
the CR dose titration period).
Analysis of diary data showed a trend for lower average percentages in time “off” when patients were receiving carbidopa/
Levodopa CR over standard Levodopa. Although this difference
was numerically small and in the range between 3% and 4% less
“off” time it was statistically significant at weeks 4 and 6 in analyses of variance. The reduction in “off” time with slow-release treatment over standard Levodopa treatment was in the order of 30 to
40 minutes per day and the relative percentage decrease was 10%.
Analysis of item 38 of the UPDRS also yielded a significant difference in duration of daily “off” in favor of carbidopa/Levodopa
CR.
There was a median 33% decrease in the average frequency of
daily dosing between standard carbidopa/Levodopa (mean 6.8
doses/day) and carbidopa/Levodopa CR (mean 4.5 doses/day).
Daily Levodopa intake increased from a mean of 975 mg/d to 1238
mg/d comparing standard carbidopa/Levodopa to carbidopa/
Levodopa CR.
During double-blind treatment 15% of patients on standard
carbidopa/Levodopa versus 20% on carbidopa/Levodopa CR had
adverse events. Frequencies of the most common adverse events
were similar during standard carbidopa/Levodopa and carbidopa/
Levodopa CR double-blind periods: dyskinesias (6 versus 9%),
hallucinations (4 versus 5%), nausea (3 versus 2%), vomiting (3
versus 1%), and confusion (1 versus 3%). This study had an overall quality score of 75%.
Jankovic and colleagues (198945) included 20 patients with wearing-off fluctuations into a double-blind comparative crossover trial
of carbidopa/Levodopa CR versus standard carbidopa/Levodopa
using the same 24-week trial design as described above (two open
label dose finding periods of 4-week to 8-week double-blind crossover phases). Efficacy was assessed through Schwab and England
ADL scores “on” and “off”, UPDRS scores “on” and “off” (presumably part III, but this is not specified in the report), as well as
diary data (two 24-hour periods per double-blind trial week). Daily
number of doses as well as total daily dose were also recorded.
Eighteen patients elected to enter an open label follow-up protocol with carbidopa/Levodopa CR treatment for a total of 12
months. At the end of the double-blind study “on”-time without
dyskinesias had actually significantly decreased in the slow-release Levodopa phase compared to standard carbidopa/Levodopa
and there was a non significant trend for increased hours “off”.
“On”-time with dyskinesias, however, was not different between
the two double-blind periods. Daily Levodopa dose had increased
from a mean of 685 mg/d to 815 mg/d comparing standard versus
slow-release periods. Daily number of doses was significantly
lower with carbidopa/Levodopa CR (5.7 versus 3.8). There were
no significant differences in UPDRS motor scores “on” or “off” or
Schwab and England ADL scores “on” and “off” between the two
double-blind phases.
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In the open-label extension phase of 18 patients treated with
carbidopa/Levodopa CR on-time with dyskinesias significantly
increased compared to the end of the double blind period on standard sinemet, but total “on”-time or “off”-time were not significantly different. The increase in total Levodopa daily dose and
decrease in dosing frequency persisted throughout the open label
follow-up on slow-release Levodopa.
Contrary to what is concluded in the report this study fails to
show beneficial effect of sinemet CR in reducing wearing-off
motor-fluctuations but rather indicates increases in Levodopa-induced dyskinesias compared to standard Sinemet. This study had
an overall quality score of 70%.
Lieberman and colleagues (199046) reported results of a randomized double-blind crossover study of controlled release versus standard Sinemet in 24 patients with wearing-off oscillations
again using the same 24 weeks trial design described above. Assessments again included UPDRS ratings “on” and “off” for parts
II and III as well as part IV. In addition patients kept 24 hour “on/
off” diaries for two days per double-blind trial week and patient
and physician global assessments were obtained at each visit.
During slow-release phases of the double-blind study patients
needed higher total Levodopa doses and took significantly fewer
doses per day (5.0 versus 6.2). There were no significant differences between the mean scores in any of the UPDRS ratings or
the number of hours “on” or “off” recorded in the diaries. However, it is stated in the report that the number of patients whose
dyskinesia and fluctuation scores on UPDRS part IV improved
was significantly greater during the Sinemet CR phase than the
standard phase of the double-blind crossover trial. The same was
true for numbers of patients showing improvements in hours on or
off as assessed by home-diaries.
Of 35 patients entering the open part of the study 9 dropped out
during open label titration of standard Sinemet (4 because of increased dyskinesias, 5 because of increased parkinsonism) and
two more dropped out during open label Sinemet CR titration because of insufficient motor effect.
Wolters and colleagues (199247) entered 84 patients with fluctuating PD into a Dutch multicenter trial of Sinemet CR versus standard Sinemet. After an open-label 8 week dose finding period
(weeks 1 - 4 on standard Sinemet and weeks 5 – 8 on Sinemet CR)
patients entered a parallel group double-blind, double dummy period of 24 weeks. Assessments included NYUPDS and NUDS
scores as well as “on/off” diaries. Unfortunately, the report does
not include statistical comparisons between the two arms in the
double-blind period but rather compares data obtained at week 32
to assessments at week 8, i.e. the end of the open-label titration
period for both arms. Therefore, this report does not contain LevelI data on the comparative efficacy of slow-release versus standard
Levodopa on motor fluctuations in PD.
Wolters and Tesselaar (199649) report results of a Dutch-British
multicenter trial of sinemet CR versus standard Sinemet in 170
patients with fluctuating PD. The design is identical to that reported by Wolters et al.47 “On”-time as assessed by self-scoring
diaries averaged 68% of the waking day at the end of the openlabel Sinemet standard titration period at week 4 and this did not
significantly change after 24 weeks of double-blind treatment with
standard Sinemet (64% at week 24). In the Sinemet CR group the
mean proportion of “on-time” increased significantly to 73% at
week 4 and 74% at week 8 but went back to 69% by the end of the
study. Direct comparisons between the two treatment arms revealed
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statistically significantly increased “on-times” in favor of Sinemet
CR only at week 4. The mean daily number of “off”-periods was
significantly less in the slow release arm over the entire doubleblind period, however, percentages of daily “off”-time or hours off
are not reported. There was also a significantly greater decline in
NYUPDS scores in the slow-release versus standard arm during
the double-blind treatment period. While the patient’s global evaluation between treatment groups favored Sinemet CR both at weeks
12 and 24 physicians global evaluation was not significantly different between the two arms at any time. The mean number of
doses per day during the double-blind period was 5.1 for carbidopa/
Levodopa standard and 4.9 for carbidopa/Levodopa CR.
A total of 18 patients of this trial withdrew because of clinical
adverse events, 15 of these withdrew during Sinemet CR treatment (10 during open label titration, 5 in the double blind treatment period). Adverse events leading to withdrawal are not detailed in the report but it is stated that these were “mainly” related
to dyskinesia, dystonia, hallucinations, nausea, and vomiting. This
study had an overall quality score of 63%.

Controlled-Release Benserazide/Levodopa vs.
Standard Benserazide/Levodopa
The UK Madopar CR Study Group (198950) performed a doubleblind crossover study of bedtime doses of either standard or controlled-release Madopar in 103 patients with PD and a variety of
nocturnal and early morning motor disabilities. While only 42 of
103 patients experienced daytime motor fluctuations all had various combinations of difficulties turning in bed or getting out of
bed, nocturnal / early morning pain and cramping or foot spasms
and about one third additionally complained of sleep problems.
Patients were randomized to receive either 125 mg of standard or
slow-release Madopar immediately before going to bed in addition to an otherwise unchanged antiparkinsonian regimen. Weekly
dose titration was allowed up to a maximum of four times 125 mg
of either preparation and the individual optimum dose was maintained for a two-week observation period after which subjects were
crossed over to the alternative preparation starting at 125 mg and
following the same titration and maintenance schedule.
Assessments were based on patient’s diaries and patient and investigator assessment scores of nocturnal motor disabilities, time
of onset of clinical benefit from the first morning dose, hours of
sleep, and overall condition and mobility.
Eighty-two patients completed the study; mean optimum dosages were similar between the two treatments (2.4 capsule CR versus 2.2 capsule standard). Nocturnal or early morning disability
scores did not differ between the two optimum treatment periods.
There was no difference in the percentages of patients reporting
improvement after Madopar CR or standard Madopar (61% versus 59%); patients wishing to continue each treatment were also
similar (64% on Madopar CR and 55% on standard Madopar). In
the overall investigator assessment Madopar CR was more frequently preferred over standard Madopar. Withdrawal rates due to
lack of effect or adverse events (14 cases in total) were similar
between the two treatments. Overall the results of this study seem
to show equivalent efficacy of standard and slow-release Madopar
in improving nocturnal and early morning disabilities but assessments were largely based on subjective criteria. This study had an
overall quality score of 68%.
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REVIEW OF SAFETY
Slow-release Levodopa preparations have a very similar safety
profile compared to standard Levodopa. A number of reports have
found increased rates of dopaminergic side-effects during slowrelease treatment periods in crossover trials or in slow-release
Levodopa arms of parallel group comparisons relating to
dyskinesias and confusion and hallucinosis. However, this was
usually associated with increases in total daily dose compared to
standard Levodopa. The pharmacokinetic profile of slow-release
preparations may also induce prolonged periods of biphasic
dyskinesias due to slower rises and falls of Levodopa plasma concentrations and increases in dyskinesia’s severity have been related to overlap phenomena following delayed gastric emptying
of Madopar HBS.51

CONCLUSIONS
EFFICACY
PREVENTION OF DISEASE PROGRESSION
There is INSUFFICIENT EVIDENCE to conclude on the effects of slow-release levodopa on the progression of Parkinson’s
disease.

SYMPTOMATIC CONTROL OF PARKINSONISM
There are no placebo-controlled trials assessing the symptomatic efficacy of slow-release Levodopa preparations in PD. Based
on two good quality Level-I comparative trials showing equivalent efficacy between slow-release and standard formulation of
Levodopa, there is sufficient evidence to conclude that slow-release Levodopa is EQUALLY EFFICACIOUS as standard
Levodopa in improving motor symptoms.

PREVENTION OF MOTOR COMPLICATIONS
Based on two Level-I studies available slow-release Levodopa
preparations are NOT EFFICACIOUS in reducing the incidence
of motor fluctuations and/or Levodopa-induced dyskinesias.

CONTROL OF MOTOR COMPLICATIONS
All studies addressing the control motor fluctuations have compared controlled-release to standard Levodopa therapy and do not
include a placebo-arm. Results of multiple Level-I active comparator trials are conflicting and overall data provide INSUFFICIENT EVIDENCE to conclude on the efficacy of slow-release
Levodopa in controlling response oscillations in fluctuating PD.
Even in studies reporting positive results improvements are generally of transient duration (less than 6 months) and the effect size
is small (less than one hour increase in on-time compared to standard Levodopa).

SAFETY
Treatment with Levodopa slow-release preparations is safe without specialized monitoring. Due to higher dosing requirements,
slow-release Levodopa treatment may increase preexisting dopaminergic side-effects in particular dyskinesias and hallucinosis.

IMPLICATIONS FOR CLINICAL PRACTICE
Monotherapy with Levodopa slow-release preparations is CLINICALLY USEFUL and induces symptomatic benefit of the same
magnitude as standard Levodopa. Dose infrequency is less than
with standard Levodopa and up to one third of patients may gain
sufficient control from twice daily regimens over up to five years.
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Initial monotherapy with Levodopa slow-release preparations
is considered NOT CLINICALLY USEFUL in preventing the development of Levodopa-induced dyskinesias and/or motor fluctuations.
Although efficacy results from controlled clinical trials are
largely negative or inconsistent small benefits in total daily ontime can be obtained when switching patients with wearing-off
fluctuations from standard to slow-release Levodopa. Such effects
are usually in the order of less than one hour gained per day and
transient. Slow-release Levodopa treatment is thus considered
POSSIBLY USEFUL in this clinical situation, particularly when
combined regimens of standard plus slow-release Levodopa are
used. Delayed-”on” phenomena following single morning doses
of slow-release Levodopa usually require combinations of the two
pharmacokinetic principles.
Single bedtime doses of slow-release Levodopa are also clinically useful in improving nocturnal and early morning disability
of patients with PD but it appears doubtful if this is really more
effective than adding bedtime doses of standard Levodopa in the
same situation.

IMPLICATIONS FOR CLINICAL RESEARCH
· Combined treatment of slow-release Levodopa with other strategies modifying Levodopa pharmacokinetics deserve study both
with respect to prevention and control of motor complications. This
includes studies of combined treatment with slow-release
Levodopa plus MAOB-inhibitors or slow-release Levodopa plus
COMT-inhibitors compared to standard Levodopa.
· It is also unclear if add-on treatment with slow-release Levodopa
following initial agonist monotherapy might be associated with
lesser long-term risks for dyskinesias compared to add-on of standard Levodopa.

ALTERNATIVE PHARMACOKINETIC
FORMULATIONS AND DELIVERY
ROUTES OF LEVODOPA
Although the exact mechanisms underlying the development of
Levodopa related motor complications are incompletely understood the pharmacokinetics of Levodopa and its gastrointestinal
absorption mechanisms are important contributing factors to erratic absorption of Levodopa and fluctuating plasma levels. While
Levodopa slow-release preparations and add-on treatment with
COMT inhibitors are aimed at increasing half-life and
bioavailability of Levodopa a number of strategies have been used
to improve gastrointestinal absorption of Levodopa. These modifications are aiming at improvement of delayed “on” or “no on”
phenomena due to absorption failure as well as at providing more
constant gastrointestinal delivery. Such formulations and delivery
routes include dispersible Levodopa preparations or Levodopa prodrugs with high water solubility like Levodopa-methyl-ester and
Levodopa-ethyl-ester52-56, all aimed at achieving faster peak plasma
levels after oral ingestion as well as dual release formulations of
Levodopa designed to overcome the delay in Cmax of sustained
released preparations.57
Enteral infusions of Levodopa bypass the stomach and thus
avoid gastric emptying as a factor for delayed and erratic Levodopa
absorption. Using infusion pumps they also provide a means of
constant Levodopa delivery with similar plasma level profiles to
i.v. Levodopa infusions.58

REVIEW OF CLINICAL STUDIES
No Level-I trials assessing the effects of any of these new delivery routes or formulations of Levodopa on any of the indications
analyzed in this review have been identified. However, there were
three randomized clinical-pharmacokinetic studies assessing
plasma Levodopa levels and motor response on individual test
days.
Verhagen-Metman et al. (1994)59 studied plasma levels and
motor responses in five patients with fluctuating PD comparing
liquid Levodopa/carbidopa with Levodopa/carbidopa tablets on
two randomly selected days in a double-blind protocol and failed
to detect significant differences regarding plasma Levodopa level
oscillations and motor response fluctuations.
Kurth et al. (1993)60 compared duodenal infusions of Levodopa/
carbidopa versus standard oral dosing by exposing 10 patients with
motor fluctuations to either regimen over two days in random sequence. Plasma levels were markedly more constant with duodenal infusions and functional “on” hours were also statistically significantly increased on the infusion days.
Several open-label observations in small numbers of patients
including one report with a 10-year follow-up suggest sustained
clinical benefit from enteral Levodopa infusions in PD patients
with motor fluctuations and some reports also report improvements
in preexisting Levodopa-induced dyskinesias (see Syed et al.
199861).
Contin et al. (1999)62 studied pharmacokinetics and time to onset of the clinical response as assessed by a finger tapping test in a
randomized cross-over single dose study comparing standard versus dispersible levodopa/benserazide in 8 patients. Time to peak
plasma levels (tmax) was significantly shorter after ingestion of the
dispersible versus the standard formulation (median of 37 min. vs.
82 min., p < 0.02). Clinical response parameters, however, were
not different, except for a trend of shorter latencies to onset of a
motor response, which failed to reach statistical significance, after
the dispersible dose.
Descombes and colleagues (2001)63 recently reported results of
a randomized, double-blind single dose study comparing 200 mg
of levodopa plus 50 mg of benserazide given either as a slowrelease or novel dual-release preparation consisting of a three layer
tablet combining immediate - and slow-release properties. Sixteen
patients with idiopathic Parkinson’s disease and motor fluctuations
were studied regarding time to switch “on”, duration of “on”, degree of UPDRS improvement and dyskinesia severity. In addition,
pharmacokinetic parameters were compared. The dual-release formulation resulted in significantly shorter times to switch “on” (43
vs. 81 minutes, p = 0.0009) compared to the slow-release formulation and there was a trend to longer “on” duration (114 vs. 80 minutes, p = 0.07). UPDRS improvement and dyskinesias scores were
similar following either preparation and Cmax and AUC were significantly greater with the dual-release tablet and tmax was significantly shorter. There were no differences in tolerability.
Presently two large double-blind randomized controlled trials
assessing the efficacy of Levodopa ethylester in improving “timeto-on” after oral ingestion and in reducing total daily “on” time
compared to standard Levodopa have been initiated.

CONCLUSIONS
EFFICACY AND SAFETY
There is INSUFFICIENT EVIDENCE to conclude on efficacy
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or safety of dual-release preparations of Levodopa, Levodopaethyl-ester or enteral infusions of Levodopa in any of the indication addressed in this review.

IMPLICATIONS FOR CLINICAL PRACTICE
The use of dispersible tablets of levodopa/benserazide is considered a POSSIBLY USEFUL pragmatic approach for patients
experiencing delayed on phenomena in response to standard
levodopa preparations. This may eventually apply even more to
levodopa-ethylester should this drug become available on the basis of positive outcomes of ongoing Level-I trials.
Although enteral infusions of levodopa have been shown to produce relatively constant plasma levels and reduce motor fluctuations the clinical usefulness of this approach is severely limited by
aspects of the practicability, particularly in the long-term.
Dual-release preparations are of interest but their use is considered INVESTIGATIONAL.

IMPLICATIONS FOR CLINICAL RESEARCH
Modifying the pharmacokinetics of levodopa preparations to
achieve faster tmax, more reliable absorption into the systemic circulation and sustained blood levels is an area of pharmacological
research with potentially great clinical impact for long-term efficacy of levodopa treatment. Combinations of levodopa preparations with fast absorption and extended release (dual release systems) must be tested in clinical trials against standard levodopa
preparations. There is also a need for the development of constant
enteral infusion systems with improved practicability as well as a
need to study those in controlled long-term clinical trials regarding their potential to smooth out motor fluctuations and reverse
preexisting dyskinesias.
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MAO-B Inhibitors for the Treatment of Parkinson’s Disease

INTRODUCTION
BACKGROUND
Early attempts to enhance dopaminergic neurotransmission
through inhibition of one of dopamine’s major metabolizing enzyme - monoamine oxidase (MAO) - were made soon after the
discovery of the striatal dopaminergic deficit and the efficacy of
L-dopa.1 However, side-effects (“cheese effect”) associated with
the non-selective type A plus B MAO inhibitors used in those days
prevented further use. The development of selective MAO-B inhibitors through the work of Knoll et al.2 on Selegiline, however,
re-introduced the concept of MAO-inhibition into the therapy of
Parkinson’s disease.3

RATIONALE
MAO-B inhibition blocks the metabolism of dopamine and therefore could enhance both endogenous dopamine and dopamine produced from exogenously administrated Levodopa. Furthermore,
MAO-B inhibitors block the conversion of MPTP to its active
metabolic MPP+, which is a selective substantia nigra neurotoxin
suggesting that this class of agents could have neuroprotective
properties.

METHODS
KEY SEARCH TERMS
Parkinson’s disease, selegiline, MAO-B inhibitors, parkinsonism, neuroprotection, motor fluctuations.

3. Stimulation of action potential transmission release coupling.
4. Release of catecholamine by amphetamine metabolites.
Furthermore, selegiline possess other pharmacologic activity that
could be important for its putative neuroprotective mechanism of
action.4 These include:
1. An effect on mitochondrial membrane potential activity.
2. An anti-apoptosis effect.
3. Reduction of oxidative stress.
4. A neurotrophic effect.
5. An ability to decrease excitotoxicity.

PHARMACOKINETICS
Selegiline is rapidly absorbed from the gastrointestinal tract.5
The main metabolites of selegiline are desmethylselegiline, methamphetamine and amphetamine. These compounds are less pharmacologically active L-isomers. Selegiline is metabolized mainly
in the liver and disappears rapidly from the serum with a half-life
of 0.15 hours. Peak metabolite levels are seen 0.5 to 2.0 hours
after an oral dose. The majority of the drug is bound to plasma
protein. PET scans show that selegiline binds to brain regions with
a high content of MAO-B. Selegiline is an irreversible inhibitor,
and therefore, the effect on MAO-B is significantly longer than
the drug elimination half-life, and depends on the resynthesis of
enzyme protein, and is likely to be longer than one month. The
long-lasting affect is a problem for planning the duration of “washout” for studies designed to assess neuroprotection.

REVIEW OF CLINICAL STUDIES

SPECIAL EXCEPTIONS TO INCLUSION/
EXCLUSION CRITERIA

PREVENTION OF DISEASE PROGRESSION

This review of reported studies was limited to Level-I evidence
provided by one or more well designed, randomized, controlled
studies and there were multiple such studies available to draw evidence-based conclusions on the efficacy of this class of agent.

SELEGILINE

BASIC PHARMACOLOGY
MECHANISM OF ACTION
Selegiline causes irreversible inhibition of MAO-B. MAO catalyzes the oxidative deamination of neuroactive amines such as
dopamine. The drug is an irreversible or suicide inhibitor forming
a covalent bond with the flavin adenine dinucleotide co-factor of
MAO. Selegiline is a relatively selective MAO-B inhibitor. However, the MAO-B selectivity is lost at higher doses of the drug.
Selegiline may enhance the activity of catecholaminergic neurons by other mechanisms besides MAO-B inhibition. Other effects reported include4:
1. Inhibition of the uptake of catecholamines.
2. Inhibition of presynaptic catecholamine autoreceptors.

Most of the published studies measured “time to initiate levodopa
therapy” as the primary outcome variable. This outcome can be
influenced by the symptomatic effect of the drug, therefore making the analysis of the results inconclusive regarding the
neuroprotective properties.
Tetrud & Langston (1989)6: Tetrud and Langston4 were the first
to study the effect of selegiline (10 mg/day) as putative
neuroprotective therapy. They evaluated 54 patients (average age
61.0 years). Forty-four completed the trial for the duration of 36
months. The authors reported that, for the primary outcome,
selegiline significantly delayed the need for Levodopa therapy.
Analysis of Kaplan-Meier survival curves for each group showed
that selegiline delayed the need for Levodopa therapy; the average time until Levodopa needed was 312.1 days for patients in the
placebo group and 548.9 days for patients in the selegiline group.
Disease progression, as monitored by assessment scales e.g.,
UPDRS, Hoehn-Yahr, and Schwab and England, was slowed (by
40% to 83% per year) in the selegiline group compared to placebo. The authors suggested the drug may have neuroprotective
properties but they did not directly consider potential confounding symptomatic effects of selegiline. Insomnia was the only side

S38

MAO-B Inhibitors for the Treatment of Parkinson’s Disease
effect that occurred significantly more often with selegiline. This
study had an overall quality rating score of 78%.
DATATOP study (1989)7: In this study, both selegiline (10 mg/
day) and alpha tocopherol, 2000 units, [vitamin E] were studied in
800 untreated patients (average age 61.1 years) with mild disease (2
x 2 factorial study design). The authors found that selegiline significantly delayed the development of disability requiring levodopa
therapy, (primary endpoint). Only 97 subjects who received selegiline
reached the end point during an average 12-month follow-up, as
compared with 176 subjects who did not receive selegiline. The risk
of reaching the end point was significantly reduced by 57% for the
subjects who received selegiline. The subjects who received
selegiline also had a significant reduction in their risk of having to
give up full-time employment. However, the improvement in motor
scores after initiation of selegiline and the worsening after drug withdrawal suggested that the beneficial effects of selegiline may be
related, in part, to a symptomatic amelioration of Parkinson’s disease. However, there was a statistically significant reduction in disability as compared to placebo even among selegiline-treated subjects who initially had no improvement in motor scores. This suggests that the results may not be entirely explained by the symptomatic effects of selegiline. Symptomatic deterioration may have been
observed in all patients if a “wash-out” period was preformed prior
to reaching the end point. Symptomatic deterioration also may have
been observed over a longer period of time. Adverse experiences
reported included 311 events (136 in those without selegiline, 175
in those with selegiline). One hundred and fourteen events were
considered as possible health risks (63 without selegiline, 51 with
selegiline), and 11 events were considered to pose definite health
risks (6 without selegiline, 5 with selegiline). The adverse effects
reported most commonly, regardless of the perceived seriousness,
were lightheadedness (32 subjects), trouble falling asleep (28), nausea (23), skin rash (22), headache (21), dry mouth (19), and constipation (16). Neither the rate of occurrence of these adverse experiences nor that of coexisting conditions differed significantly between
treatment groups except for dryness of the mouth (5 without
selegiline, 14 with selegiline, p = 0.047). This study had an overall
quality rating score of 95%.
Parkinson Study Group (1996)8 : An additional study done by
the Parkinson Study Group (1996)8 reported the results of 310 patients that did not reach endpoint. These patients all received
selegiline, but the blindness of the original assessment was maintained. If selegiline had a neuroprotective effect, the subjects who
had originally received selegiline would have shown superior and
sustained benefits after reinitiation of selegiline treatment as compared to subjects not previously treated with selegiline. However,
during the extended trial, 108 subjects assigned previously to
selegiline reached the endpoint of disability faster than 121 subjects not assigned selegiline. This suggests that initial advantages
of selegiline were not sustained. However, firm conclusions from
this study are difficult because the selegiline patients had more
severe impairment at baseline, there was a 2-month interruption of
therapy, and there were variations in interpretations of open label
assignments.
Myllyla et al. (1992)9: In this Finnish trial, the authors reported
long-term effects of selegiline, (10 mg/day) in previously untreated
patients with early disease. They followed 47 selegiline-treated
patients for 2 years. The median duration of time before initiation
of levodopa was 545 + 90 days with selegiline and 372 + 28 days
with placebo, p = 0.03. Disability was significantly less in the
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selegiline group than in the placebo group for up to 12 months
(e.g., CURS, NUDS, WRS). A reduction in the need for long-term
levodopa therapy was noted. The authors concluded that the drug
may have neuroprotective properties and that it may slow down
the rate of progression of Parkinson’s disease. However, this study
includes the same confounding issues as reviewed in the DATATOP
study previously described. The only reported side effect (in
selegiline-treated patients) not mentioned by patients in the placebo group was insomnia, of which four patients in the selegiline
group complained. Three patients complained of dry mouth and
three had nausea in the placebo group. There were no significant
changes in blood pressure during the treatment. The heart rates of
the patients in the selegiline group were slightly higher than those
of the patients in the placebo group, but no clinical symptoms were
associated with this adverse reaction. Liver function tests remained
normal in both groups. This study had an overall quality rating
score of 83%.
Olanow et al. (1995)10: Olanow and coworkers8 used a different
study design to address the issue of neuroprotection with selegiline
(10 mg/day). This 14-month trial was aimed at minimizing confounding symptomatic effects by including a 2-month “wash-out”
of selegiline before assessing the final outcome. One hundred and
one patients (average age 66.2 years) were evaluated at baseline
(untreated) and again after the final visit following withdrawal of
anti-parkinsonian medication. Deterioration of parkinsonian scores
(motor UPDRS) between the two visits [baseline and 14 months]
were used as the index of disease progression. Selegiline was withdrawn two months prior and levodopa 7-14 prior to the final visit.
Placebo-treated patients deteriorated by 5.8 + 1.4 points on the
UPDRS, while selegiline-treated patients changed only 0.4 + 1.3
points (p<0.001). This investigation shows that selegiline prevents
deterioration of clinical scores in patients with early Parkinson’s
disease. The observed effects are more readily explained by a
neuroprotective rather than a symptomatic action of the drug. However, in spite of the 2-month “wash-out”, this time period still may
not have been long enough to eliminate all symptomatic effects of
the drug. No clinically significant adverse effects were encountered during the study, and there were no statistically significant
differences in the incidence of side effects between any of the treatment groups. This study had an overall quality rating score of 76%.
Palhagen et al. (1995)11: In a similar design to the DATATOP
clinical trial, Palhagen and colleagues studied 157 patients (average age 63.8 years) over a 12-month period with a two-month
“wash-out” prior to the initiation of levodopa therapy. The primary endpoint was “time to disability sufficient to require levodopa
therapy”. Analysis of Kaplan-Meier survival curves for each group
showed that selegiline significantly delayed the need for levodopa
therapy. The semiannual rate of disability progression was slowed
significantly in the selegiline group as analyzed with the UPDRS
(total and motor scores). Selegiline had a “wash-in” effect (i.e., an
initial symptomatic amelioration of Parkinson’s disease at 6 weeks
and 3 months). However, after the 8-week “wash-out” period, no
significant differences in the deterioration of disability between
the groups was revealed in any of the scales. Similarly, the progression of symptoms from baseline to the end of the “wash-out”
period was significantly slower in the selegiline group when the
progression was adjusted by the time to reach the endpoint.
Selegiline significantly delayed the need to start levodopa in early
Parkinson’s disease. Additionally, after a 2-month “wash-out” period, there was no significant symptomatic effect of selegiline. The
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authors concluded that this data supported the concept of
neuroprotective properties of the drug. The most common adverse
reactions were gastrointestinal, psychiatric/neurological and urogenital. Mild gastrointestinal adverse reactions (cholecystitis, flatulence, gastrointestinal discomfort, nausea, and diarrhea) occurred
significantly more in the selegiline group (12 versus 3). Otherwise
there were no significant differences in the type or frequency of
the adverse reactions during the study. This study had an overall
quality rating score of 76%.

SYMPTOMATIC CONTROL OF
PARKINSONISM
MONOTHERAPY
DATATOP study (1989)7: In the DATATOP study mentioned
above, a small but statistically significant clinical effect was observed with selegiline monotherapy in de novo Parkinson’s disease patients at doses of 10 mg/day.6 At one and three months after
treatment (“wash-in”), selegiline was significantly better than placebo in all components of the UPDRS (UPDRS motor scores at
one and three months for selegiline were 15.7 and 15.8 compared
to 16.8 and 17.5 for placebo). The authors considered these changes
not to be clinically relevant. However, statistically significant deterioration was noted upon selegiline withdrawal at one and two
months (“wash-out”). (Adverse reactions are discussed above.)
This study had an overall quality rating of 95%.
Teravainen (1990)12: In a randomized, double-blind, placebo
controlled crossover study of 20 de novo Parkinson’s disease patients, Teravainen evaluated doses of selegiline 5 to 30 mg/day.
Duration of treatment with selegiline was eight weeks and treatment with placebo was four weeks. Subjects were clinically evaluated weekly (UPDRS, CURS). Clinically significant changes were
not observed in any patient nor was subjective benefit reported.
The mean scores on the 30 mg/day dose were approximately 10%
less than placebo (not statistically significant). The study was problematic because of the crossover design where there was no “washout” period between treatment phases. One patient reported insomnia and one patient reported headache while treated with
selegiline. In the placebo group, one patient reported back pain.
This study had an overall quality rating score of 58%.
Myllyla et al. (1992)9: The study of Myllyla and colleagues (as
described above) reported that 27 Parkinson’s disease patients treated
with selegiline improved compared to 25 placebo controls. Scores
for CURS, WRS and NUDS were significantly lower for selegiline.
This effect was observed for up to one year. The sum of scores for
tremor, rigidity, and bradyskinesia also were significantly better at
one year in the selegiline group compared to placebo. The most
pronounced differences were found in rigidity and bradykinesia.
However, the mean CURS scores in the selegiline group reached
the baseline score after four months. The initial improvement time
was about three months. (Adverse reactions are discussed above.)
This study had an overall quality rating score of 83%.
Allain et al. (1993)13: This study tested selegiline (10 mg/day)
for treatment in 93 Parkinson’s disease patients (average age 64.9
years) who were from 13 centers in France. Patients were followed
for three months and evaluated by the UPDRS, Hoehn-Yahr,
Schwab-England, and Hamilton Depression Scale. Selegiline
(n=48) was significantly better than placebo (n=47) for the motor
UPDRS score and for depression scores. There was no difference
between selegiline and placebo in global scores, scores of activities of daily living and Hoehn-Yahr stage. No differences in ad-
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verse reactions were reported between selegiline and placebo. This
study had an overall quality rating score of 83%.
Mally et al. (1995)14: Mally and coworkers evaluated 20 de novo
Parkinson’s disease patients (Hoehn-Yahr I to III, average age 62.5
years, average disease duration, 2.1 years), in a randomized, placebo controlled, parallel study design. Significant changes were
observed in motor behavior and daily activity (UPDRS) after three
weeks of treatment with selegiline at 10mg/day. The total scores of
the UPDRS and NUDS were significantly changed after four weeks,
p<0.01. Hypokinesia and walking improved the greatest. Rigidity
was not changed. The authors conclude that hypokinesias can be
significantly improved with selegiline. No adverse reactions were
reported. This study had an overall quality rating score of 55%.
Palhagen et al. (1998)11 : In this study, the authors randomized
157 de novo Parkinson’s disease patients to selegiline or placebo.
Selegiline had an “on-off” effect (initial symptomatic improvement)
at six weeks and three months. The change in the total UPDRS was
-2.0+5.3 and 1.7+5.4 compared to placebo, 0.4+5.0 and 1.0+5.3
(p<0.01). Changes on the visual analog scales for motor dysfunction were -3.0+21.3 for selegiline at three months compared to placebo, 6.8+19.6 (p<0.05). (Adverse reactions are discussed above.)
This study had an overall quality rating score of 85%.

ADJUNCT THERAPY
Five randomized controlled trials were identified where
selegiline was given as adjunct to other antiparkinsonian therapies, four studies were in Levodopa -treated patients, one in lisuridetreated patients.
Przuntek & Kuhn (1987)15: These authors studied the efficacy
of selegiline in 28 patients (21 with Parkinson’s disease) in a placebo-controlled, double-blind, six-week trial in patients on
Levodopa treatment. Both the Columbia University Rating Scale
and the SCHOPPE Motor Performance Series showed improvements when patients on optimum levadopa therapy were additionally given selegiline. During the first withdrawal period the patients experienced a significant deterioration. When selegiline was
again added, a significant improvement was seen, which deteriorated again during the second withdrawal period. The worsening
of symptoms was, however, not as pronounced as in the first withdrawal period. This may be due to the shorter duration of the second withdrawal period or the possibility of having residual
selegiline effects in this withdrawal period. Both the Columbia
University Rating Scale and the SCHOPPE Motor Performance
Series showed marked improvements, particularly in the akinesia-rigidity syndrome. Zung’s Scale failed to reveal an additional
antidepressant effect in the patients on individualized levodopa
therapy. The tolerability was good in 26 cases and fair in four cases.
Ten patients experienced adverse reactions: There were two cases
of alopecia and one report each of pruritus, exanthem, psoriasis,
dryness of the mouth, thirst, dizziness, giddiness, difficulty in sleeping, internal trembling, spasmodic state, queasiness, abdominal
discomfort, and anginal attack. A relationship between these adverse reactions and selegiline cannot be excluded in eight of these
cases. This study had an overall quality rating score of 21%.
Sivertsen et al. (1989)16: Sivertsen and colleagues studied 42
patients in a 4-month crossover study as well as in a 16-month
parallel design of selegiline (10 mg/day) and placebo added to
Levodopa treatment. There was a 4-week “wash-out” in the crossover study (short-term study). After this, patients continued treatment in two parallel groups. The majority of patients had no motor
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fluctuations. Addition of selegiline, as well as placebo, to the
levodopa medication allowed equal (28% and 27% respectively)
significant reduction of daily levodopa doses without clinical deterioration during the first 8-week period, but this was not so marked
during the second treatment period. Thus, there was a significant
period effect. When the reduction of the daily mean Levodopa
dose was compared for the selegiline and placebo treatment periods, analysis of variance showed that the daily levodopa dose was
reduced significantly more during selegiline treatment in the longterm study. The number of daily levodopa doses decreased with
both treatments – more so during selegiline treatment (from 4.4 +
1.0 to 3.8 + 1.0) – but there was no statistically significant difference between selegiline and placebo. Addition of selegiline caused
improvement of tremor in the short-term study. No significant difference was observed in the scores for rigidity, functional performance or total CUDS score. Adverse reactions were few except
for dizziness in eight patients on selegiline and three patients on
placebo. All side effects disappeared after levodopa reduction. This
study had an overall quality rating score of 52%.
Lees et al. (1995)17: This study compared the effectiveness of
levodopa and levodopa combined with selegiline in treating early,
mild Parkinson’s disease in an open-label, three-arm (selegeline plus
Levodopa, bromocriptine, levodopa) prospective, randomized trial.
Five hundred and twenty patients with early disease who were not
being treated with dopaminergic drugs were studied in 93 hospitals
throughout the United Kingdom. Patients on Levodopa alone had
slightly more disability than those on Levodopa plus selegiline, but
the differences were not significant on the Webster or Northwestern
University disability scales at four years. The dose of Levodopa
required to produce optimum motor control increased in the
Levodopa group, median dose 375 mg/day at one year and 625 mg/
day at four years compared to the median dose of the Levodopa and
selegiline group 375 mg/day, which did not change over time. The
authors reported that the mortality in previously untreated Parkinson’s
disease patients was significantly higher for those treated with
Levodopa plus selegiline than for those treated with Levodopa alone
(28% v.18%; adjusted for age, sex, and other baseline factors). This
study had an overall quality rating score of 75%.
Larsen et al. (1997)18: This study investigated the effects of
selegiline (10 mg/day) or placebo added to Levodopa therapy in
early Parkinson’s disease in 163 patients (average age 64.3 years,
mean duration of disease 2.0 years, Hoehn-Yahr I to III) in a doubleblind, placebo-controlled, parallel-group design. Patients were followed until termination point or five years. The primary outcome
variables were the UPDRS scales and the time to develop “wearing off” fluctuations. The results reported were based on an interim analysis where 80% of the 163 randomized patients had been
followed up to three years. After three months of Levodopa therapy,
both treatment groups showed a marked and comparable improvement in the total UPDRS score and subscores, and the daily
Levodopa dosage were nearly identical. The daily Levodopa dose
and the UPDRS score after three month drug adjustments were
considered the baseline values for statistical analyses of possible
changes with time in these variables during the later disease development. The parkinsonian disability, as measured by the total
and motor UPDRS scores showed a gradual decline from one year
of treatment and during the rest of the observation period. Although
this decline in function was more pronounced in the placebo group,
the differences in increase of the total and motor UPDRS scores
over time were not significantly different between the two groups.
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During the same period (from month 3 until month 54), there was
almost no change in daily Levodopa dose in the selegiline group,
whereas the Levodopa dose in the placebo group showed a constant increase during the observation period. After 24 months of
treatment, the difference in daily Levodopa dose was significant
between patients taking selegiline as compared to placebo. The
difference in the increase of daily Levodopa dose over time in the
two treatment groups until three years of treatment was also statistically significant. The supportive analysis of all available observations until 4.5 years showed a corresponding level of significance for an increasingly higher need for Levodopa with time in
the placebo group compared with the daily dose in the selegiline
group. The authors reported that of the patients dropping out because of adverse reactions, 16 were in the selegiline group and 11
in the placebo group. More adverse effects were observed in the
selegiline group (117 reactions) versus the placebo group (105
reactions). Slightly more patients in the selegiline group reported
orthostatic hypotension and other effects related to the central nervous system. This study had an overall quality rating score of 70%.
Nappi et al. (1991)19: Nappi and colleagues studied selegiline (10
mg/day) vs. placebo after 1 month of lisuride treatment in 20 de
novo parkinsonian patients followed for 3 months using CURS and
NUDS. Lisuride dosage was reduced by 22.8% without change in
clinical status. The mean dose of lisuride in combination with
selegiline was 1.41+0.34 mg compared to placebo treatment,
1.93+0.37 mg, p<0.05. This study included an endpoint of “dose
for lisuride.” The clinical relevance of this endpoint in unclear. There
were no reported adverse reactions of selegiline in combination with
lisuride. This study had an overall quality rating score of 86%.

PREVENTION OF MOTOR COMPLICATIONS
No qualified studies were identified.

CONTROL OF MOTOR COMPLICATIONS
Lees et al. (1977)20: Lees et al. evaluated 41 Parkinson’s disease
patients (average age 62.5 years) with an average disease duration
of 8.0 years in a double-blind, placebo-controlled study of selegiline
(10 mg/day) added to Levodopa in both mild and severe fluctuating
patients. Although “on-off” diary data were collected, the study does
not report treatment effects on this parameter. It is stated that selegiline
improved “wearing-off” disabilities in approximately 65% of patients. No statistically significant improvement occurred in diurnal
akinesia, and there was no improvement in patients with severe “onoff” disabilities with freezing and rapid oscillation (yo-yo effect).
Depression was unchanged. There was no significant change in
CUDS and NUDS. The authors reported the following adverse reactions with selegiline: dyskinesia (14), nausea (9), dry mouth (6),
dizziness (3), postural hypotension (2), syncope (1), paresthesia (1),
hallucinations (1) and unpleasant taste (1). This study had an overall quality rating score of 50%.
Lieberman et al. (1987)21: This was a randomized, double-blind
placebo controlled parallel study of selegiline (10 mg/day) added
to Levodopa studied 33 Parkinson’s disease patients (average age
63.3 years) for 8 weeks. Seventeen patients were randomly assigned to the selegiline group and 16 to the placebo group. All
patients completed the 8-week trial. Both groups of patients were
comparable in age, sex, duration of Parkinson’s disease, Levodopa
dose, duration of Levodopa treatment, disease severity, and prior
treatment with bromocriptine or other dopamine agonists. Although
the patients given selegiline were younger, this difference was not
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significant. The 17 patients who were randomly assigned to the
selegiline group experienced a significant 22% decrease in their
parkinsonian symptoms; a significant 17.4% decrease in their parkinsonian signs; and a significant 21% decrease in their Levodopa
dose. The 17 patients did not, as a group, experience an improvement in the number of hours that they were “on”. Overall, the conditions of 12 of the 17 patients (71%) were judged to have improved. Although there was no increase in number of hours “on”
patients reported that their dose of Levodopa lasted longer, that
the transitions between their “on” and “off” periods were less
abrupt, that the “on” periods were better and that the “off” periods
less severe. Although these subjective responses could not be quantified, the authors said they were useful in arriving at the global
assessment. However, this approach is very subjective and seriously compromises the conclusions of the studies. There was no
difference between selegiline and placebo groups in adverse reactions. At completion, 3 of 17 on selegiline discontinued the drug:
two patients had no benefit and one had adverse reactions. (This
patient had mild dementia, and during the course of treatment with
selegiline became more confused. On discontinuation of treatment,
the patient returned to the baseline state.) This study had an overall quality rating score of 73%.
Golbe et al. (1988)22: Golbe and coworkers investigated
selegiline (10 mg/day) and placebo added to Levodopa in 99
Parkinson’s disease (average age 62.4 years, Hoehn-Yahr Stage II
to IV) in a randomized, double-blind, placebo-controlled, multicenter, parallel study (6 week study period). Using diary forms,
patients recorded disability hourly at home, three days a week,
during a 2-week baseline, and during a 6-week treatment period.
Drug response was recorded as follows: 0= bad or not working,
1=intermittent effect, 2=working, good time. Mean hourly selfassessment of gait significantly improved in 28 of 50 patients (56%)
receiving selegiline (mean 0.25 points on a 0-2 scale) and in 14 of
46 (30.4%) taking placebo (mean 0.15). Mean hourly overall symptom control significantly improved in 29 (58%) taking selegiline
(mean 0.34) and in 12 (26.1%) taking placebo (mean 0.15). Patient’s
mean pre-treatment baseline hourly self assessment scores for
“drug working” in selegeline and placebo group was 1.29 and 1.28,
respectively. Mean scores (measured hourly) over the 6 weeks of
treatment were 1.41 and 1.11 for selegeline vs. placebo, respectively (p<0.001). No significant improvement occurred in the objective quality of the “on” state with selegiline. Mean daily
Levodopa dosage decreases were 17% in the selegiline group and
7% in the placebo group. Adverse reactions included: nausea
(selegiline 20%, placebo 6.5%), lightheadedness (selegiline 12%,
placebo 2.2%), dyskinesias and hallucinations which all abated
after the Levodopa dose was reduced. Additional side effects included abdominal pain (selegiline 8%, placebo 4.3%), and confusion (selegiline 6%, placebo 0%). This study had an overall quality rating score of 83%.

REVIEW OF SAFETY
Selegeline, in general is a well-tolerated drug. When used as
monotherapy, infrequently reported side effects include: insomnia
(especially if the drug is given late in the day), headache, nausea,
loss of balance, dry mouth, and gastrointestinal symptoms (flatulence, discomfort, and constipation). No significant changes in
blood pressure have been reported. Many studies find no difference in the incidence of reported adverse reactions between
selegiline and placebo. Dopaminergic adverse reactions (such as
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hallucination and dykinesia) can occur when selegiline is added
to levodopa therapy. These adverse reactions usually subside when
the dose of levodopa is reduced.
Lees et al. (1995)17 reported that the mortality in previously untreated Parkinson’s disease patients (n=520 patients in 93 British
hospitals) was higher for those treated with levodopa plus levodopa/
selegiline than for those treated with levodopa alone (28% v.18%;
adjusted for age, sex, and other baseline factors, hazard ratio =
1.57, 95% confidence interval (CI) = 1.07, - 2.31). This study had
an overall quality rating score of .75. In a follow-up to this study,
whereby the patient number was increased to 624, an increased
mortality for the combined treatment group was still detected, but
the hazard ratio was lower than in the previous report, and no longer
statistically significant (adjusted hazard ratio = 1.30 (95% CI 0.99,
1.72).23 The increased mortality appeared to be associated with
the 2nd to 4th years of treatment. The authors could not explain the
increased mortality, but suggested that the combined therapy be
avoided in patients with postural hypotension, frequent falls, confusion or dementia.
Overall, these studies showing increased mortality have been
extensively discussed and criticized and a number of objections
have been raised including problem of design and statistics.24,25

CONCLUSIONS
EFFICACY
PREVENTION OF DISEASE PROGRESSION
Due to a variety of methodological problems of available studies – including lack of validated endpoints, conformating symptomatic efficacy and uncertainty about appropriate duration of
wash-out periods – there is INSUFFICIENT EVIDENCE to conclude on the neuroprotection effect of selegiline in patients with
Parkinson’s disease.

SYMPTOMATIC CONTROL OF PARKINSONISM

Monotherapy
Five of the six identified studies reported to date demonstrated
a modest benefit of selegiline as initial monotherapy in Parkinson’s
disease. The one study failing to detect differences between
selegiline and placebo was methodologically inadequate. Therefore, selegiline is considered EFFICACIOUS as symptomatic
monotherapy in Parkinson’s disease. However the effect size was
small and there is insufficient evidence to conclude on the relative
efficacy to other treatments.

Adjunct Therapy
Results of four Level-I studies in patients without motor fluctuations are inconsistent and overall there is INSUFFICIENT EVIDENCE to conclude on the efficacy of selegeline in this indication.
Where Levodopa dose reductions were reported this was not associated with enhanced symptomatic control. The clinical significance
of this Levodopa-sparing effect is unknown. In fluctuating patients
data are likewise INSUFFICIENT to conclude on the efficacy of
adjunct selegeline in improving “on” motor function.

PREVENTION OF MOTOR COMPLICATIONS
There is INSUFFICIENT EVIDENCE to conclude on the efficacy of selegiline in preventing motor complications in Parkinson’s
disease.
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CONTROL OF MOTOR COMPLICATIONS
Three short-term, Level-I studies are inconsistent in study design and results. Overall data are INSUFFICIENT to conclude on
the efficacy of selegeline in the short term short-term management
of motor fluctuations in patients with Parkinson’s disease.

SAFETY
Selegiline in Parkinson’s disease has an ACCEPTABLE RISK
WITHOUT SPECIALIZED MONITORING, when used as
monotherapy or when added to dopaminergic drugs both in fluctuating and nonfluctuating patients. A prior study reporting enhanced mortality and cardiovascular events when selegiline was
combined with levodopa has not been reproduced.

IMPLICATIONS FOR CLINICAL PRACTICE
Selegiline is considered INVESTIGATIONAL as a
neuroprotective agent.
Selegiline as initial monotherapy for the symptomatic control
of Parkinson’s disease is CLINICALLY USEFUL. However, the
clinical effects of selegiline may be minimal.
As adjunct therapy in Levodopa-treated patients selegeline is
POSSIBLY USEFUL in improving parkinsonism.
Likewise selegiline is considered POSSIBLY USEFUL for the
treatment of motor fluctuations in Parkinson’s disease. Despite its
wide clinical usage for this indication, the evidence supporting
this is modest.
No recommendations can be made regarding the relative efficacy of selegiline to other antiparkinson medication because no
level-I direct comparison studies have been conducted.

IMPLICATIONS FOR CLINICAL RESEARCH
There are two major areas of research for selegiline. First, it is
important to define the mechanism of action of the drug because
selegiline is complex with actions other than MAO-B inhibition.
More selective MAO-B inhibitors will help define the specific role
of this enzyme in the pathophysiology of Parkinson’s disease. The
role of the amphetamine metabolite of selegine remains to be investigated. Second, it is important to define further its clinical role
in neuroprotection, monotherapy, motor fluctuation, and adjunct
therapy, by performing active comparator trials. This will help
define its place in these indications. Studies using more sensitive
measures (possibly including neuroimaging surrogate markers) of
neuroprotection may help to distinguish between symptomatic and
neuroprotective mechanisms.
It is also possible that other MAO-B inhibitors besides selegiline
could be more efficacious as symptomatic monotherapy in
Parkinson’s disease. However, a study of another MAO-B inhibitor, lazabemide, found this drug to have only a minimal
antiparkinsonian effect.26 However, other properties of these drugs
besides MAO-B inhibition could potentially be important for its
therapeutic usefulness.
Future research should answer the question of whether reducing levodopa dosage early in the course of Parkinson’s disease is
beneficial. The ability of levodopa either to protect or damage neurons of the substantia nigra needs to be clarified, since MAO-B
inhibitors have the ability to spare levodopa dosage and reduce
dopamine metabolism.
It also may be possible that other MAO-B inhibitors may be
more beneficial as adjuvant therapy to Levodopa in the treatment
of motor fluctuations. If such drugs are developed, they should be
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studied for their potential in prolonging the responsiveness to
Levodopa therapy.

RASAGILINE
Recently rasagiline mesylate has entered a clinical development
program. Similar to selegiline rasagiline mesylate is an irreversible MAO inhibitor with high selectivity for the B form of the enzyme. It is more potent than selegiline on a weight basis such that
0.5 - 1 mg/day causes total inhibition of platelet MAO-B in humans.27 Unlike selegiline it is devoid of amphetamine-like metabolites.
So far a single double-blind randomized placebo-controlled
study of rasagiline mesylate as adjunct to levodopa has been published.28 Seventy patients were randomized into four parallel groups
(0.5 mg, 1 mg, 2 mg rasagiline mesylate, and placebo). Treatment
over 12 weeks resulted in greater improvements of UPDRS total
scores for all rasagiline groups compared to placebo but differences were not statistically significant. Further Level-I trials, both
in de novo and fluctuating patients with Parkinson’s disease are
underway and no conclusions on the efficacy and safety of
rasagiline mesylate in any indication in Parkinson’s disease can
be made at this time.
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INTRODUCTION
BACKGROUND
Straightforward therapeutic strategies are available for early
treatment of “uncomplicated” Parkinson’s disease (PD). Specifically, since its introduction in 1961, levodopa (the precursor of
dopamine) has been considered the gold standard in PD treatment.
Efforts to optimize levodopa therapy are a common therapeutic
goal. Although many patients are able to function when receiving
levodopa, clinical response to levodopa therapy declines as the
disease progresses. After five years, many patients suffer from
“motor complications” that present due to the decline in therapeutic response to levodopa therapy. These complications include motor fluctuations (commonly referred to as the “on” and “off” state)
and dyskinesia.

RATIONALE
The rationale for treating fluctuations is to provide a continuous
dopaminergic input to the striatum. This can be achieved by giving smaller dosing intervals of levodopa, controlled-release formulations, additional dopamine agonists, or continuous subcutaneous infusions of apomorphine. Inhibition of catechol-Omethyltransferase (COMT), an enzyme that catalyzes the
metabolization of levodopa to 3-O-methyldopa, provides another
approach. Inhibition of this enzyme results in a prolonged maintenance of serum levodopa levels, and hence a longer clinical
levodopa response.
Presently, there are two COMT-inhibitors used in clinical practice: tolcapone, and entacapone, which differ somewhat in their
basic pharmacology. Both substances have been available since
the mid-90s (they have been available for phase III clinical studies
since that, tolcapone was approved in 1997 and entacapone in
1998).

pass the blood brain barrier and enter the brain where it is directly
converted to dopamine or is stored. The co-administration of a
COMT-inhibitor with levodopa therapy prolongs the action of an
individual dose of levodopa.
Levodopa is metabolized in the periphery (in addition to other
metabolic pathways) by the enzymes aromatic amino acid decarboxylase (AADC) and COMT (Figure 1). When AADC is inhibited, as in the case of the available levodopa/AADC-inhibitor preparations, the O-methylation pathway becomes prominent. Therefore, inhibiting COMT in the periphery results in a longer plasma
half-life of levodopa. Specifically, both entacapone and tolcapone
are specific and reversible inhibitors of COMT. They approximately
double the bioavailability of levodopa, giving rise to an increase
of the area under the levodopa plasma concentration/time curve
(AUC). However, the average levodopa maximum plasma concentration (Cmax) and the time to Cmax (tmax) are generally unaffected.
One difference between these two agents is that therapeutic doses
of entacapone only act peripherally (i.e., gastrointestinal tract, the
liver, and erythrocytes) and do not alter cerebral COMT activity.
High doses of tolcapone may pass the blood brain barrier in humans and block central nervous COMT.

Figure 1: Metabolic pathways of levodopa in the
periphery and the brain (adapted from Kurth and Adler1)

METHODS
KEY SEARCH TERMS
Entacapone, tolcapone, COMT, and COMT-inhibition.

SPECIAL EXCEPTIONS TO INCLUSION/
EXCLUSION CRITERIA
Only randomized, controlled trials (Level-I studies) were included in this review.

BASIC PHARMACOLOGY
MECHANISM OF ACTION/
PHARMACODYNAMICS
COMT-inhibitors reduce the metabolism of levodopa resulting
in prolonged availability of levodopa in the gastrointestinal tract
and a longer half-life of levodopa in plasma. Consequently, COMTinhibition increases the amount of time available for levodopa to
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L-DOPA:
3-OMD:
COMT:
AADC:
MAO-B:
DOPAC:
3-MT:
HVA:

Levodopa
3-O-methyldopa
Catechol-O-methyltransferase
Aromatic amino acid decarboxylase
Monoaminooxidase-B
Dihydroxyphenylic acid
3-methyl-tyramine
Homovanillic acid
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PHARMACOKINETICS

TOLCAPONE
Tolcapone is rapidly absorbed after oral administration with a
tmax of 1.4 h to 1.8 h. Cmax and AUC increase roughly dose-proportionally and are independent of multiple-dose treatment up to 400
mg tolcapone three times daily (t.i.d). Food seems to have an impact on the absorption of tolcapone: tolcapone intake 45 minutes
after a standard breakfast leads to a delay in absorption and a decrease in Cmax of about 50%. Around 65% of an oral dose of
tolcapone enters the general circulation. Less than 20% of the drug
is lost in a first-pass metabolism. The volume of distribution of
tolcapone is small due to its high plasma protein binding (>99.8%).
Tolcapone is almost completely metabolized prior to excretion.
Only about 0.5% of the ingested dose are found unchanged in urine.
The predominant metabolic pathway is conjugation to the inactive glucuronide. Furthermore, the agent is methylated by COMT
and metabolized by cytochrome P450 to a primary alcohol that is
subsequently oxidized to the carboxylic acid. When given to
healthy male subjects, 60% of 14C-tolcapone metabolites are found
in urine and 40% in feces. Tolcapone is a low-extraction-ratio drug
with a moderate systemic clearance of 7 L/h. The half-life is 1 to 4
hours.

REVIEW OF CLINICAL STUDIES
TOLCAPONE
Seventeen studies were identified; eight met inclusion criteria
and nine were excluded. A list of the excluded trials is given below (Bibliography) with the reason for exclusion described.

PREVENTION OF DISEASE PROGRESSION
No qualified studies were identified.

SYMPTOMATIC CONTROL OF
PARKINSONISM
MONOTHERAPY

ENTACAPONE
Entacapone is rapidly absorbed with tmax values between 0.4
and 0.9 h. Increases in both Cmax and AUC are directly proportional to the dose of entacapone administered. Food does not affect the absorption of entacapone to any significant extent (this
corrected text is taken directly from the Comtess / Comtan SmPC,
also same message is in the Comtess EPAR, 16.9.1998, KR).
Bioavailability of entacapone is approximately 36% and increases

Table 1 Pharmacology of entacapone and tolcapone
Entacapone

Tolcapone

tmax

0.4 - 0.9 h

1.4 - 1.8 h

Bioavailability

36 %

65 %

Metabolization

Isomerization from
(E) to (Z)-isomer
Conjugation to
inactive glucuronide

Conjugation to
inactive glucuronide
Methylation by
COMT Oxidation by
cytochrome P450

Unchanged in
urine

0.1 - 0.2 %

0.5 %

Metabolite
excretion
- feces
- urine

80 - 90 %
10 - 20 %

40 %
60 %

T1/2

1 - 2.2 h

1 - 4 h (might be
slightly longer in
PD)

Plasma
clearance

48 L/h

7 L/h

Plasma protein
binding

98 %

99.8 %
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linearly with increasing doses. Entacapone is administered as the
(E)-isomer, and an isomerization to the (Z)-isomer occurs in the
circulation. Plasma protein binding (in vitro) is 98%. Entacapone
is predominantly metabolized in the liver. The main metabolites
of entacapone are glucuronide conjugates of the unchanged drug
and its (Z)-isomer. Only 0.1% to 0.2% of an oral dose is excreted
in the urine as unchanged entacapone. An estimated 80% to 90%
of the dose is excreted in the feces, and 10% to 20% in the urine
(as derived from animal data studies). Elimination half-life of
entacapone extends between 1 h and 2.2 h. Mean total plasma
clearance values of 800 ml/min (48 L/h) have been reported.

No qualified studies were identified.

ADJUNCT THERAPY
Waters et al. (1997)2: In a double-blind, placebo-controlled, parallel-group, multicenter trial, Watters and coworkers tested the efficacy of tolcapone (100 mg or 200 mg, t.i.d.) as adjunct therapy
to levodopa in 298 PD patients without major motor fluctuations.
The goal of the study was to investigate “stable” patients, but patients with “mild“ fluctuations also were included. The primary
efficacy measure was the UPDRS II scale (ADL). At 6 months,
both dosages of tolcapone produced small, but significant reductions in the UPDRS II (tolcapone 100 mg: 1.4; tolcapone 200 mg:
1.6), also in the part III (motor part) and in the total UPDRS. Both
tolcapone groups showed a slight, but significant reduction in
levodopa dosage (tolcapone 100 mg: 20.8 mg; tolcapone 200 mg:
32.3 mg), whereas the placebo group had a mean increase (46.6
mg). There were 11 drop-outs due to adverse reactions in the placebo, 20 (100 mg), and 18 in the (200 mg). Diarrhea was the most
frequent nondopaminergic adverse reaction, often leading to withdrawal. Other adverse reactions were nausea, dyskinesia, anorexia, and sleep disorder. Liver enzyme increases were observed in
8 of the tolcapone patients, causing withdrawal in four cases. This
study had an overall quality rating score of 83%.
Dupont et al. (1997)3: This study tested the efficacy tolcapone
(200 mg or 400 mg t.i.d.) in 97 patients with PD. At the time of
inclusion into the double-blind, placebo-controlled, parallel-group,
multicenter trial, patients were classified as nonfluctuators. However, at the time of preselection and recruitment, patients had progressed and some were classified as fluctuators. The “wearingoff” phenomenon was controlled with more frequent levodopa
dosage prior to inclusion in the study. Levodopa was decreased by
35% on day 1 of the study and subsequently retitrated as required.
The primary efficacy parameter was the change of levodopa dosage after retitration under study medication, while patients remained
in a non-fluctuating state. After titration, both tolcapone groups
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had greater reductions in levodopa dosage compared to baseline
(tolcapone 200 mg: 182.0 mg; tolcapone 400 mg: 180.6 mg) than
the placebo group (113.9 mg). However, this effect was not significantly different from placebo. The UPDRS II (ADL) changed
significantly (by 1.1) over placebo, but only in the 200 mg group,
and none of the other secondary endpoints showed statistical differences compared to placebo. Although this relative short study
(6 weeks) had a negative outcome concerning the primary efficacy variable, it confirms the results of Waters et al.1 regarding the
UPDRS II (ADL). The primary outcome measure of this trial is
complex and has not been validated clinically. Considering the
substantial reduction of levodopa in the placebo group, it is possible that patients had received doses greater than necessary for
symptomatic control prior to inclusion. Three drop-outs due to
adverse reactions occurred in each of the verum groups, none in
the placebo group. The most frequent adverse reactions were nausea, dyskinesia, and diarrhea (in the latter two, however, no significant difference to placebo). There was no specific comment on
liver enzymes. This study had an overall quality rating score of
73%.

PREVENTION OF MOTOR COMPLICATIONS
No qualified studies were identified.

CONTROL OF MOTOR COMPLICATIONS
Rajput et al. (1997)4: Rajput studied 202 patients with PD who
had “wearing-off” phenomenon. This was a randomized, doubleblind, placebo-controlled, parallel-group, multicenter trial receiving either tolcapone, 100 mg or 200 mg, three times daily or placebo. The primary efficacy parameter was the daily “on” and “off”
time, determined on the basis of patient diaries (self-rating). After
3 months, patients treated with tolcapone 200 mg t.i.d. had significantly reduced “off” time from baseline by 3.25 h; the reduction
of 2.3 h seen with tolcapone 100 mg was not statistically significant. Changes in “on” time were not stated. Patients receiving
tolcapone had a significant decrease in mean daily levodopa dose
(tolcapone 100 mg: 166.3 mg; tolcapone 200 mg: 207.1 mg), and
in the number of doses. UPDRS scores did not change with
tolcapone. There were 17% and 22% of drop-outs due to adverse
reactions in each of the verum groups, and 15% in the placebo
group. The most frequently reported adverse reactions were nausea, dyskinesia, sleep disorder, insomnia, anorexia, and diarrhea.
Five patients in the verum groups developed elevated liver enzymes, one of who withdrew from the trial. This study had an overall quality rating score of 80%.
Kurth et al. (1997)5: This study tested the efficacy of tolcapone
in 161 PD patients experiencing “wearing-off” motor fluctuations.
This was a dose-finding, randomized, multicenter, double-blind,
placebo-controlled, parallel-group trial that tested three doses of
tolcapone (50, 200, and 400 mg t.i.d.). At baseline and on day 42,
patients were evaluated every 30 minutes for a period of 10 hours.
The primary outcome measures were: (1) the “off” time during 10
h (investigator’s rating), and (2) the integrated UPDRS motor score
over 10 h (area under the curve, AUC). Ten patients did not complete the study. The results show that tolcapone significantly reduced “off” time by 16% to 18% (absolute changes) in all verum
arms, which is stated to correspond to a reduction of 1.5 h or a
relative reduction of approximately 40% compared to baseline.
The integrated UPDRS motor score over 10 h (area under the curve,
AUC) was significantly reduced by 49%. Levodopa dosage and
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frequency were significantly reduced by 200 mg. There were five
drop-outs, which were not specified according to treatment group;
one of the patients in the tolcapone group had a serious adverse
reaction. The most frequent adverse reactions were dyskinesias,
nausea, and urine discoloration. This study had an overall quality
rating score of 83%.
Myllyla et al. (1997)6: Myllyla studied the efficacy of three different doses of tolcapone (50, 200, or 400 mg t.i.d., 6 weeks) in
154 PD patients with ‘’wearing-off’’ symptoms. This was a
multicenter, double-blind, randomized, placebo-controlled, parallel-group trial, and the primary efficacy parameters were the daily
“on” and “off” times as assessed from the patients’ diaries.
Tolcapone was more effective than placebo in reducing the ‘’wearing-off’’ phenomenon between baseline and week 6, at all three
dosages. The most effective dose reported was 200 mg t.i.d, which
increased ‘’on’’-time significantly from 37.9% of the waking day
to 50.8%, and reduced ‘’off’’-time significantly from 26.7% of the
waking day to 16.4%. (Changes from baseline were not given in
hours [i.e. absolute time]). Levodopa dose was significantly decreased by 79.1 mg. Whereas a global assessment improved significantly with all doses, UPDRS scores did not improve. There
were three drop-outs due to adverse reactions in the placebo group,
and two in the 40 mg group, one in the 200 mg group, and three in
400 mg treatment group. The most frequent adverse reactions in
the verum groups were dyskinesia and nausea. Laboratory abnormalities did not occur. This study had an overall quality rating score
of 80%.
Baas et al. (1997)7: This study tested the efficacy of tolcapone
(100 mg, or 200 mg of tolcapone t.i.d.) in patients (n=177) with
signs of “wearing off”. This study was a multi-center, randomized, double-blind, placebo-controlled, parallel-group trial, and the
primary efficacy parameters were the daily “on” and “off” times
as assessed by the patients’ diary. After 3 months, “off” time decreased significantly by 31.5% (tolcapone 100 mg), and 26.2%
(tolcapone 200 mg) of the baseline value. “On” time increased
significantly by 21.3% (tolcapone 100 mg) and 20.6% (tolcapone
200 mg) over baseline values. (Changes are not given in hours
[i.e. absolute time].) The mean total daily levodopa dose decreased
significantly by 109 mg (tolcapone 100 mg), and 122 mg (tolcapone
200 mg). With 200 mg tolcapone t.i.d., only the motor part of the
UPDRS was significantly reduced. Twenty-seven patients dropped
out due to adverse reactions: 7% from the placebo group; 23% in
tolcapone 100 mg group and 15% in the tolcapone 200 mg group.
Dyskinesia and nausea were the most frequent levodopa induced
adverse reactions. Diarrhea was the most often reported nondopaminergic adverse reaction and the most frequent reason for
withdrawal from the study. Specifically, four patients in the 100
mg tolcapone t.i.d group and six patients in the 200 mg t.i.d group
withdrew because of diarrhea. There were abnormal liver enzymes
(aspartate aminotransferase AST; alanine aminotransferase ALT)
in three tolcapone-treated patients, leading to withdrawal from the
study in one patient (see above). This study had an overall quality
rating score of 85%.
Adler et al. (1998)8: Adler and colleagues enrolled 215 PD patients with predictable end-of-dose motor fluctuations in a multicenter, randomized, double-blind, placebo-controlled, parallelgroup study that tested the efficacy of tolcapone, 100 or 200 mg,
t.i.d., orally for 6 weeks. The primary efficacy parameter was the
change in daily “on” and “off” time as documented in patients’
diaries. Both tolcapone regimens significantly reduced “off” time
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by 2.0 h/day and 2.5 h/day, respectively, and increased “on” time
by 2.1 h/day and 2.3 h/day, respectively. Investigators’ global measures of disease severity indicated that significantly more
tolcapone-treated patients had reduced wearing off and symptom
severity than placebo-treated patients. No significant change in
quality-of-life measures occurred. Clinical improvements occurred
despite a significant reduction in total daily levodopa dose of 185.5
mg (23%) in the 100 mg t.i.d. group, and 251.5-mg (29%) in the
200-mg t.i.d. group. Adverse reactions lead to discontinuation in
7% of placebo patients and 3% and 5% in the tolcapone groups.
Principal adverse reactions were dyskinesia, anorexia, and nausea. Liver abnormalities were not reported. This study had an overall quality rating score of 95%.
The Tolcapone Study Group (1999)9: This is the only active
comparator study published to date, and it was an open-label, randomized, parallel-group, multi-center trial, comparing
bromocriptine (maximal dose 30 mg) to tolcapone (200 mg) in
146 patients with end-of-dose fluctuations. The study was primarily a safety and tolerability study. Therefore no primary efficacy
variable was defined, but daily “on” and “off” times were recorded
in diaries, UPDRS subscores I to IV were calculated, and the
levodopa dose was recorded. After 8 weeks, there was no significant difference between the two treatment groups in terms of “on/
off” times and UPDRS scores, but the levodopa dose was decreased
by 124 mg (16.5%) in the tolcapone group compared with a reduction of 30 mg (4%) in the bromocriptine group. This difference
was statistically significant. There were eight dropouts in each
group. The incidence of nausea, orthostatic hypertension, hallucinations, and peripheral edema was greater in the bromocriptine
arm, while xerostomia, dystonia, and muscle cramps occurred more
often in the tolcapone group. This study had an overall quality
rating score of 75%.

REVIEW OF SAFETY
The majority of adverse reactions with administration of
tolcapone is due to an increase in levodopa bioavailability and,
thus, is dopaminergic in nature. Dyskinesia (about 50%) and nausea (about 20% to 30%) are the most common dopaminergic adverse reactions, although other adverse reactions include hallucinations, insomnia, anorexia, and orthostatic dysregulation. However, the adverse reactions are usually transient and relieved by
reducing the levodopa dose. Dropouts because of dyskinesia (only
1.7% in a single study), nausea or vomiting (1% to 3%) or because
of hallucinations (1% to 3%) were rare. Marked diarrhea was the
most commonly reported nondopaminergic adverse reaction (about
20%). Diarrhea began between two and four months after initiation of therapy and was not frequently reported in studies of only
6-weeks duration. In approximately half of the cases, diarrhea subsided spontaneously or could be controlled. However, diarrhea was
a main reason for withdrawal of tolcapone. Withdrawal rates were
approximately 3% to 10% without a clear dose relationship. The
underlying mechanism of the diarrhea is unknown at this time.
Urine discoloration occurred in about 10% of subjects, but never
lead to withdrawal from the study. Laboratory analysis showed
only a few test abnormalities in parkinsonian patients receiving
tolcapone. Three of the eight studies report elevated liver transaminases, and the occurrence was 3% to 4%. Of these patients,
37.5% withdrew from the study. Reports on the recovery rate after
withdrawal are scarce. Four of the ten patients remaining on treatment were followed and all recovered. However, three fatal cases
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of liver injury following treatment with tolcapone have been reported during the post-marketing period (as described elsewhere10,11). Consequently, tolcapone was suspended within the
European Union (EU)12; in the USA the labeling was changed.
Specifically, The Food and Drug Administration recommends serum ALT and AST to be determined at baseline, biweekly in the
first year, every four weeks in the next six months, and every eight
weeks afterwards. Tolcapone should be discontinued if either enzyme exceeds the upper limit of normal. The mechanism of liver
toxicity is not clear.

CONCLUSIONS
EFFICACY
PREVENTION OF DISEASE PROGRESSION
There is INSUFFICIENT EVIDENCE to conclude on the efficacy of tolcapone regarding prevention of progression of
Parkinson’s disease.

SYMPTOMATIC CONTROL OF PARKINSONISM
Based on one Level-I study and additional data from a second
trial, when used with levodopa, tolcapone is EFFICACIOUS in
improving symptomatic control in patients with PD without or with
minor motor fluctuations. This conclusion is restricted to these
groups and does not extend to patients with motor fluctuations.
The evidence from five Level-I studies is contradictory and available data are INSUFFICIENT to conclude on the efficacy of
tolcapone regarding improvement of “on” motor function in this
group of patients.

PREVENTION OF MOTOR COMPLICATIONS
There is INSUFFICIENT EVIDENCE to conclude on the efficacy of tolcapone regarding prevention of motor complications of
Parkinson’s disease.

CONTROL OF MOTOR COMPLICATIONS
Based on five Level-I trials, tolcapone is EFFICACIOUS for
management of motor fluctuations. Tolcapone increases “on” and
decreases “off” time by about 1 to 2 hours per day. The longest
duration of study has been six months, and long-term benefits have
not been studied. There is INSUFFICIENT EVIDENCE to conclude on the relative efficacy of tolcapone to other drugs used for
this indication.

SAFETY
In non-fluctuating and in fluctuating patients who can be adequately treated with other drugs, tolcapone carries an UNACCEPTABLE RISK. In fluctuating patients who have failed other
therapies, tolcapone has an ACCEPTABLE RISK, BUT REQUIRES SPECIALIZED MONITORING as defined by regulatory authorities in different countries where available (e.g., liver
function).

IMPLICATIONS FOR CLINICAL PRACTICE
Because of an unacceptable risk and the modest effect size
among non fluctuating patients with Parkinson’s disease tolcapone
is NOT USEFUL in this patient group. Tolcapone is POSSIBLY
USEFUL for the management of motor complications (“wearingoff”) in patients who have failed alternative medications, but requires regular liver function monitoring.

S49

COMT Inhibitors
IMPLICATIONS FOR CLINICAL RESEARCH
· Studies are needed to further study the mechanism of hepatotoxicity, risk factors for hepatotoxicity, as well as the mechanism
of tolcapone-induced diarrhea.
· Controlled clinical trials should be done in the population of
patients that has current access to tolcapone (i.e. those with motor
fluctuation resistant to other medications).

ENTACAPONE
Ten studies were identified through the literature search, and
three studies met inclusion/exclusion criteria. A list of the seven
trials that were excluded is given below (Bibliography); the reason for exclusion is also described.

PREVENTION OF DISEASE PROGRESSION
No qualified trials were identified.

SYMPTOMATIC CONTROL OF
PARKINSONISM
MONOTHERAPY
No qualified trials were identified.

ADJUNCT THERAPY IN STABLE (NONFLUCTUATING) PARKINSON’S DISEASE
No qualified trials were identified. Two Level-I-trials including
patients without motor fluctuations have been recently completed
but results have not been published as a full paper.13

PREVENTION OF MOTOR COMPLICATIONS
No qualified trials were identified.

CONTROL OF MOTOR COMPLICATIONS
Ruottinen & Rinne (1996)14: In this 1-month, double-blind, randomized, cross-over study in 26 fluctuating PD patients, the authors tested the efficacy of entacapone (200 mg) or placebo as
add-on therapy to levodopa (doses given 4 to 10 times daily). The
primary clinical outcome was the duration of the motor response
to an individual levodopa/DDC inhibitor dose. The results show
that the duration of motor response was prolonged by 34 minutes
(24%) over the placebo response rate. Entacapone treatment resulted in a significant reduction of 140 mg (16%) in the mean total
daily levodopa dose, which became necessary because of newly
observed or increased intensity of dyskinesia. Also, according to
the home diaries, the mean daily “on” time increased significantly
by 2.5 h (placebo: 0.4 h), despite the lowered mean levodopa intake. Furthermore, plasma levodopa and its metabolites were measured. Entacapone significantly prolonged the availability of
levodopa in the plasma (measured as the increase in the area under the curve [AUC] by 35%) without affecting the maximum
plasma levodopa concentration (Cmax) or the time to maximum
concentration (tmax). There were 58 newly occurring adverse reactions in the entacapone and 39 in the placebo group. The most
frequent adverse reactions in the verum groups were diarrhea, abdominal pain, and increase of dyskinesia. One patient in the placebo group and two in the verum group dropped out because of
adverse reactions. This study had an overall quality rating score of
71%.
The Parkinson Study Group (1997)15: The investigators studied
205 patients with PD who had motor fluctuations. This was a pla-

cebo-controlled, double-blind, parallel-group, multi-center trial, and
patients were followed for 24 weeks. Upon entry into the trial,
patients were randomized to receive either entacapone 200 mg or
placebo with each dose of levodopa. The primary measure of efficacy was the change in percentage of “on” time as recorded by
subjects with 24-hour home diaries. Entacapone treatment significantly increased the (absolute) percent “on” time by 5.0 percentage points (equal to about 1h) when compared to placebo. The
effect of entacapone was more prominent in patients with a smaller
percent “on” time (<55%) at baseline, and increased as the day
progressed. Total UPDRS and the motor and ADL subscores improved significantly with entacapone, and the total daily levodopa
intake was 12% lower than in the placebo group (statistically significant). Ninety five percent of patients in the placebo group and
97% in the verum group experienced adverse reactions, the most
frequent (in the verum group) being dyskinesia, urine discoloration, nausea, and constipation. In both groups seven patients discontinued the trial because of adverse reactions. This study had an
overall quality rating score of 86%.
Nomecomt Study (1998)16: This study looked at a total of 171
PD patients who had wearing-off type motor fluctuations were studied in a six-month, randomized, placebo-controlled, double-blind,
parallel-group, multi-center trial. The patients received either 200
mg entacapone or placebo with each daily levodopa dose. The
primary efficacy measures were (1) the mean daily “on” time as
indicated by the patients’ home diaries and (2) the benefit (duration of “on” time ) derived from the first levodopa dose in the
morning. Home diaries indicated that entacapone significantly increased the mean “on” time by 1.4 h and correspondingly decreased
the “off” time by 1.1 h. The average benefit derived from the (first)
morning levodopa dose as related by the patients was increased
significantly by 0.24 h. The daily levodopa dose was reduced significantly in the entacapone group by 113 mg (12%). Diarrhea was
the most common nondopaminergic adverse reaction. Further frequent adverse reactions were nausea, urine discoloration, and
worsening of dyskinesia. Due to adverse reactions there were five
drop-outs in the placebo group and 6 in the verum group. This
study had an overall quality rating score of 83%.

REVIEW OF SAFETY
The majority of adverse reactions with administration of
entacapone is due to an increase in levodopa bioavailability and,
thus, is dopaminergic in nature. Dyskinesia (20-50%) and nausea
(about 20%) are the most common dopaminergic adverse reactions. The adverse reactions are usually transient and relieved by
reducing the levodopa dose. Dropouts because of dyskinesia (only
1.9% in one study), nausea or vomiting (1.2% in one study), or
hallucinations (1% in one study) were rare. Marked diarrhea was
the most commonly reported nondopaminergic adverse reaction
(15% to 20%). In contrast to tolcapone, there are no observations
reported concerning the time course of diarrhea. Diarrhea was the
cause of withdrawal in only one of the studies (3.4%). Urine discoloration occurred in 10% to 40% but was never the primary reason for withdrawal from these three studies.
No laboratory abnormalities were seen in parkinsonian patients
receiving entacapone. Rises in liver enzymes were occasionally
seen in clinical studies with entacapone, but at similar rates compared to placebo-arms. To date, there have been no cases of clinical hepatotoxicity associated with entacapone and monitoring of
liver enzymes is not required. According to the EMEA, patients
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with a history of neuroleptic malignant syndrome or non-traumatic
rhabdomyolysis should not be treated with entacapone although
there have been no instances of NMS like syndromes in patients
receiving entacapone.

CONCLUSIONS
EFFICACY
PREVENTION OF DISEASE PROGRESSION
There is INSUFFICIENT EVIDENCE to conclude on the efficacy of entacapone regarding the prevention of progression of
Parkinson’s disease.

SYMPTOMATIC CONTROL OF PARKINSONISM
Based on several Level-I-studies entacapone is EFFICACIOUS
in improving “ON” motor function in patients with fluctuating
Parkinson’s disease. No data are presently available to conclude
on its efficacy as adjunct to levodopa in patients without motor
fluctuations (“stable responders”).

PREVENTION OF MOTOR COMPLICATIONS
There is INSUFFICIENT EVIDENCE to conclude on the efficacy of entacapone regarding prevention of motor complications
of Parkinson’s disease.

CONTROL OF MOTOR COMPLICATIONS
Based on three positive Level-I-trials entacapone is EFFICACIOUS for the management of motor fluctuations given at a dose
of 200 mg with each levodopa intake. The longest duration of study
has been six months, and long-term effects are undetermined. No
recommendation can be made regarding the relative efficacy of
entacapone versus other treatments used for this indication (MAOB inhibitors, DA agonists, and other levodopa formulations).

SAFETY
Treatment of patients with PD with motor fluctuations with
entacapone has an ACCEPTABLE RISK WITHOUT SPECIALIZED MONITORING. Post-marketing surveillance did not reveal
evidence for hepatic toxicity, but time of follow-up was limited.

IMPLICATIONS FOR CLINICAL PRACTICE
Entacapone is CLINICALLY USEFUL in the management of
motor fluctuations (“wearing-off”) in levodopa-treated patients
with Parkinson’s disease. There are no reported serious safety hazards although up to 3% of patients may develop severe diarrhea
requiring drug discontinuation. Patients taking entacapone may
need to reduce their daily levodopa intake if dyskinesia appears or
is exacerbated. No data are available on patients without fluctuations; therefore, no recommendation is possible at this point.

IMPLICATIONS FOR CLINICAL RESEARCH
· The role of early adjunct therapy with entacapone to levodopa
therapy as a strategy to prevent or postpone the emergence of motor
complications needs to be studied in randomized controlled longterm trials.
· As all studies available to date have been in fluctuating patients
with mild-to-moderate wearing-off fluctuations, the role of
entacapone in the management of unpredictable fluctuations phenomenon needs to be defined.
· Further research should focus on the relative efficacy of
entacapone versus other treatments used for this indication (MAOB inhibitors, DA agonists, levodopa formulations, and other COMT
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inhibitors).
· Studies on the long-term clinical benefit regarding efficacy,
safety, quality of life, survival, and the cost-effectiveness of the
different approaches are necessary.
· The mechanism underlying entacapone-induced diarrhea also
needs to be studied.

REFERENCES
1. Kurth MC, Adler CH. COMT inhibition: A new treatment strategy for Parkinson’s
disease. Neurology 1998;50(suppl 5):S3-14.
2. Waters CH, Kurth M, Bailey P, et al. Tolcapone in stable Parkinson’s disease:
efficacy and safety of long-term treatment. The Tolcapone Stable Study Group.
Neurology 1997;49:665-671.
3. Dupont E, Burgunder JM, Findley LJ, Olsson JE, Dorflinger E. Tolcapone added
to levodopa in stable parkinsonian patients: a double-blind placebo-controlled
study. Tolcapone in Parkinson’s Disease Study Group II (TIPS II). Mov Disord
1997;12:928-934.
4. Rajput AH, Martin W, Saint-Hilaire MH, Dorflinger E, Pedder S. Tolcapone improves motor function in parkinsonian patients with the “wearing-off” phenomenon: a double-blind, placebo-controlled, multicenter trial. Neurology
1997;49:1066-1071.
5. Kurth MC, Adler CH, Hilaire MS, et al. Tolcapone improves motor function and
reduces levodopa requirement in patients with Parkinson’s disease experiencing
motor fluctuations: a multicenter, double-blind, randomized, placebo-controlled
trial. Tolcapone Fluctuator Study Group I. Neurology 1997;48:81-87.
6. Myllyla VV, Jackson M, Larsen JP, Baas H. Efficacy and safety of tolcapone in
levodopa-treated Parkinson’s disease patients with ‘’wearing-off’’ phenomenon:
a multicenter, double-blind, randomized, placebo-controlled trial. Eur J Neurol
1997;(4):333-341.
7. Baas H, Beiske AG, Ghika J, et al. Catechol-O-methyltransferase inhibition with
tolcapone reduces the “wearing off” phenomenon and levodopa requirements in
fluctuating parkinsonian patients. J Neurol Neurosurg Psych 1997;63:421-428.
8. Adler CH, Singer C, O’Brien C, et al. Randomized, placebo-controlled study of
tolcapone in patients with fluctuating Parkinson disease treated with levodopacarbidopa. Tolcapone Fluctuator Study Group III. Arch Neurol 1998;55:10891095.
9. Tolcapone Study Group. Efficacy and tolerability of tolcapone compared with
bromocriptine in levodopa-treated parkinsonian patients. Tolcapone Study Group.
Mov Disord 1999;14:38-44.
10.Colosimo C. The rise and fall of tolcapone. J Neurol 1999;246(10):880-882.
11.Assal F, Spahr L, Hadengue A, Rubbici-Brandt L, Burkhard PR. Tolcapone and
fulminant hepatitis. Lancet 1998;352:958.
12.The European Agency for the Evaluation of Medicinal Products (EMEA)
Entacapone: CPMP/2178/98 (22 September 1998); Tolcapone: CPMP/343/97 (27
August 1997).
13.Brooks D, Poewe W, Deuschl G, Leinonen M, Kultalahti ER, Reinikeinen K,
Gordin A. and the UK-Irish Entacapone Study Group and the Celomen Study
Group. Effect of entacapone on activities of daily living and daily levodopa dosage in patients with early Parkinson’s disease without motor fluctuations. Parkinsonism & Related Disorders 2001;7:S53
14.Ruottinen HM, Rinne UK. Entacapone prolongs levodopa response in a one month
double blind study in parkinsonian patients with levodopa related fluctuations. J
Neurol Neurosurg Psychiatry 1996;60:36-40.
15.Parkinson Study Group. Entacapone improves motor fluctuations in levodopatreated Parkinson’s disease patients. Ann Neurol 1997;42:747-755.
16.Rinne UK, Larsen JP, Siden A, Worm Petersen J, and the Nomecomt Study Group.
Entacapone enhances the response to levodopa in parkinsonian patients with motor
fluctuations. Neurology 1998;51:1309-1314.

BIBLIOGRAPHY - EXCLUDED FROM
ANALYSIS (REASON FOR EXCLUSION)
Agid Y, Destee A, Durif F, Montastruc JL, Pollack P. Tolcapone, bromocriptine, and
Parkinson’s disease. Lancet 1997;350:712-713. (Letter; only preliminary results
from Tolcapone Study Group 1999)
Baas H, Beiske AG, Ghika J, et al. Catechol-O-methyltransferase inhibition with
tolcapone reduces the “wearing off” phenomenon and levodopa requirements in
fluctuating parkinsonian patients. Neurology 1998;50:S46-53. (Duplicate publication from Baas et al., 1997)
Davis TL, Roznoski M, Burns RS. Effects of tolcapone in Parkinson’s patients taking
L-dihydroxyphenylalanine/carbidopa and selegiline. Mov Disord 1995;10:349351. (Included less than 20 patients)

COMT Inhibitors

S51

Deuschl G, Poewe W, Poepping M, and the Celomen Study Group. Efficacy and
safety of entacapone as an adjunct to levodopa treatment in Parkinson’s disease
(PD): Experience from the Austrian-German six months study. Parkinsonism &
Related Disorders 1999;5:S75. (Abstract)
Hauser RA, Molho E, Shale H, Pedder S, Dorflinger EE. A pilot evaluation of the
tolerability, safety, and efficacy of tolcapone alone and in combination with oral
selegiline in untreated Parkinson’s disease patients. Tolcapone De Novo Study
Group. Mov Disord 1998;13:643-647. (Patients without levodopa medication,
only useful as a safety study)
Kaakkola S, Teravainen H, Ahtila S, et al. Entacapone in combination with standard
or controlled-release levodop/carbidopa: a clinical and pharmacokinetic study in
patients with Parkinson’s disease. Eur J Neurol 1994;2:341-347. (Included less
than 20 patients)
Kaakkola S, Teravainen H, Ahtila S, Rita H, Gordin A. Effect of entacapone, a COMT
inhibitor, on clinical disability and levodopa metabolism in parkinsonian patients.
Neurology 1994;44:77-80. (Included less than 20 patients)
Limousin P, Pollak P, Pfefen JP, Tournier-Gervason CL, Dubuis R, Perret JE. Acute
administration of levodopa-benserazide and tolcapone, a COMT inhibitor,
Parkinson’s disease. Clin Neuropharmacol 1995;18:258-265. (Included less than
20 patients)
Lyytinen J, Kaakkola S, Ahtila S, Tuomainen P, Teravainen H. Simultaneous MAOB and COMT inhibition in L-Dopa-treated patients with Parkinson’s disease. Mov
Disord 1997;12:497-505. (Included less than 20 patients)
Merello M, Lees AJ, Webster R, Bovingdon M, Gordin A. Effect of entacapone, a
peripherally acting catechol-O-methyltransferase inhibitor, on the motor response
to acute treatment with levodopa in patients with Parkinson’s disease. J Neurol
Neurosurg Psychiatry 1994;57:186-189. (Included less than 20 patients)
Rajput AH, Martin W, Saint-Hilaire MH, Dorflinger E, Pedder S. Tolcapone improves motor function in parkinsonian patients with the “wearing-off” phenomenon: a double-blind, placebo-controlled, multicenter trial. Neurology
1998;50:S54-S59. (Duplicate publication from Rajput et al., 1997)
Roberts JW, Cora-Locatelli G, Bravi D, Amantea MA, Mouradian MM, Chase TN.
Catechol-O-methyltransferase inhibitor tolcapone prolongs levodopa/carbidopa
action in parkinsonian patients. Neurology 1993;43:2685-2688. (Open-label, noncontrolled study that included less than 20 patients)
Ruottinen HM, Rinne UK. Effect of one month’s treatment with peripherally acting
catechol-O-methyltransferase inhibitor, entacapone, on pharmacokinetics and
motor response to levodopa in advanced parkinsonian patients. Clin
Neuropharmacol 1996;19:222-233. (Included less than 20 patients, open study)
Ruottinen HM, Rinne UK (1996). A double-blind pharmacokinetic and clinical doseresponse study of entacapone as an adjuvant to levodopa therapy in advanced
Parkinson’s disease. Clin Neuropharmacol 1996;19:283-296. (No long-term follow-up; this was mainly a dose-response study)
Waters CH, Kurth M, Bailey P, et al. Tolcapone in stable Parkinson’s disease: efficacy and safety of long-term treatment. Tolcapone Stable Study Group. Neurology 1998;50:S39-S45. (Duplicate publication of Waters et al., 1997)
Yamamoto M, Yokochi M, Kuno S, et al. Effects of tolcapone, a catechol-Omethyltransferase inhibitor, on motor symptoms and pharmacokinetics of levodopa
in patients with Parkinson’s disease. J Neural Transm 1997;104:229-236. (Openlabel, non-controlled study in less than 20 patients)

Movement Disorders, Vol. 17, Suppl. 4, 2002

Movement Disorders
Vol. 17, Suppl. 4, 2002, p. S52
 2002 Movement Disorder Society
Published by Wiley-Liss, Inc.
DOI 10.1002/mds.5561

DA Agonists - Overview

INTRODUCTION
BACKGROUND
Levodopa (L-dopa) is the most widely used therapy for symptomatic
management in Parkinson’s disease (PD). However, L-dopa is not effective for treating all parkinsonian symptoms, it exerts no known effect
on slowing disease progression, and it induces a number of adverse
reactions classified as either “peripheral” (eg. nausea, vomiting, hypotension) or “central” (eg. psychosis and motor complications such as fluctuations and dyskinesias). As a result, many patients require alternative
therapies.
Dopamine (DA) agonists are some of these commonly used alternative treatments for PD. The initial discovery of the antiparkinsonian effects of a DA agonist, namely bromocriptine, was first reported by Calne
and colleagues, in the early seventies.1,2 Since this time, several dopamine agonists have been approved and marketed for use in patients with
PD. In spite of this relatively long period of clinical use, the role of DA
agonists in the management of PD remains controversial. Some experts
debate that DA agonists should be used later in the course of the disease,
specifically at the end of the L-dopa “honeymoon” period. This strategy
is recommended to improve the patient’s condition once faced with motor
complications associated with long-term L-dopa therapy. Others argue
that DA agonists should be used earlier in the course of disease, and
even as first-line treatment, in order to delay or reduce the need for
levodopa and therefore reduce the risk of L-dopa-induced long-term
motor complications.

RATIONALE
Dopamine agonists may indeed have several potential advantages
over L-dopa.3 For example, in contrast to L-dopa, dopamine agonists
are supposed to act directly at the level of the dopamine (DA) receptors.
Stimulating postsynaptic dopamine receptors, therefore, directly offers
the theoretical possibility to by-pass the degenerating nigrostriatal dopaminergic pathway. Moreover, dopamine agonists do not depend on a pool
of decarboxylase enzymes for conversion into active neurotransmitter,
like L-dopa, which needs to be decarboxylated into dopamine.
All DA agonists have complex pharmacodynamic properties, which
differ among agents in this class, but they are all acting on D2-like DA
receptors. It is generally accepted that the D2-like receptor activity of
dopamine agonists explains the antiparkinsonian effect. Their putative
selectivity on some DA or non-DA receptor subtypes could also be related to potential specific clinical profiles, such as a reduced risk for
some adverse reactions associated with the stimulation (or
nonstimulation) of specific receptors.
Some authors suggest that DA agonists may have neuroprotective
properties.4 Unlike L-dopa, which is transformed into DA, DA agonists
do not produce potentially toxic metabolites and free radicals, which
have been implicated in the pathophysiology of PD. Conversely, acting
on dopamine presynaptic receptors, dopamine agonists can reduce
dopamine turnover, and therefore, further reduce the generation of dopamine-derived toxic free radicals. Finally, dopamine agonists can allow the

concomitant use of lower doses of L-dopa (L-dopa dose sparing effect),
thus reducing generation of L-dopa- and DA-derived toxic metabolites.
Most dopamine agonists have a longer elimination half-life than Ldopa. It is possible that an abnormal pulsatile dopaminergic stimulation,
as induced by daily oral L-dopa administration, deregulates dopaminergic and non-dopaminergic receptors at the level of the basal ganglia,
leading to the occurrence of abnormal motor responses like fluctuations
and dyskinesias.5 The use of longer-acting compounds like DA agonists
may help reduce the risk of occurrence of such adverse drug reactions.
However, these remain speculative.
Most mechanism(s) of action of DA agonists in PD are still undetermined including an understanding of possible neuroprotective effects of
DA agonists, differences in the role of D1-like vs. D2-like receptors, and
clinical effects of some DA agonists on non-DA receptors (eg. noradrenergic, serotonergic). It also is unclear if all DA agonists are equivalent
or if they have different specific pharmacological properties, which might
differentiate one DA agonist from another regarding efficacy or safety.
Possible differences among subpopulations of patients with PD and their
clinical response to DA agonists is unclear (eg. greater clinical benefits
in younger vs. older patients). Studies need to be done to assess: (1) if
there is any difference on long-term follow-up when combining a DA
agonist with L-dopa; (2) when to initiate DA therapy in a patient; or (3)
when to initiate one drug first, and supplement with other medications at
later time points.
The different DA agonists specifically discussed in this chapter include (alphabetical order) apomorphine, bromocriptine, cabergoline,
dihydroergocryptine, lisuride, pergolide, piribedil, pramipexole, and
ropinirole. These agonists will be discussed in two sections, ergot-based
and non-ergot-based.

METHODS
KEY SEARCH TERMS
The terms used for the search included “Parkinson’s disease” and
“dopaminergic agonists”, or “dopamine agonists”, or “bromocriptine”,
or “pergolide”, or “lisuride”, or “ropinirole”, or “apomorphine”, or
“pramipexole”, or “cabergoline”, or “piribedil” or “dihydroergocryptine”.

SPECIAL EXCEPTIONS TO INCLUSION/
EXCLUSION CRITERIA
In addition to the previously reviewed general inclusion/exclusion
criteria, this chapter specifically excludes studies including less than 20
patients per treatment group, and interim analysis reports, unless such
analysis had been explicitly planned in advance in the protocol and the
study powered for such analysis.
In the case of the absence of Level-I data fulfilling such inclusion/
exclusion criteria, smaller (less than 20 patients per treatment group),
shorter (less than 4 weeks), randomized (Level-I) data, and/or non-randomized but controlled (Level-II) and uncontrolled (Level-III) trials have
been incorporated. The reasons for these special exceptions are specified within each of the corresponding DA agonists subsections.
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DA Agonists - Ergot derivatives: Bromocriptine

BASIC PHARMACOLOGY
MECHANISM OF ACTION
Bromocriptine is a tetracyclic ergoline compound derived from
plant alkaloids.6 It is the first DA agonist marketed for the treatment of PD. Bromocriptine is a D2-like receptor agonist and a
partial D1-like receptor agonist (which means that it has some weak
D1 antagonistic effects on normosensitive receptors). Like most
ergot derivatives, bromocriptine has also 5-HT2 antagonist effects
and mild adrenergic effects.
Bromocriptine improves the symptoms of all available rodent
and primate models of PD. Bromocriptine lowers prolactine plasma
levels, induces nausea and lowers blood pressure. Some authors
speculate that bromocriptine might have neuroprotective properties because it can act in vitro as a free radical scavenger, and it
can reduce DA turnover in vivo and therefore, may minimize damage caused by oxidative stress.7,8

PHARMACOKINETICS
After oral administration, bromocriptine is not completely absorbed (in humans), and maximal plasma levels are reached after
70 to 100 minutes with high variations among individuals.9,10 The
absolute oral bioavailability is less than 10 % since 90% of it undergoes first-pass hepatic metabolism. Bromocriptine plasma elimination half-life is about 6-8 hours. Ninety percent is bound to
plasma proteins. Only a small amount is excreted unchanged in
the urine (5%). The high level of metabolism that occurs increases
the risk of drug interaction. Macrolides, acting as enzyme inhibitors and displacing bromocriptine from the binding protein, may
lead to increased plasma bromocriptine concentrations and toxicity.

after withdrawal of Sinemet or bromocriptine. Deterioration of
UPDRS total score between baseline and final visit was used as
an index of PD progression. Deterioration in UPDRS score was
not significantly different in patients randomized to treatment with
Sinemet (1.7 ±1.6) or bromocriptine (4.5±1.2), suggesting that the
disease probably progressed at the same rate in the L-dopa- and
bromocriptine-treated patients. This result does not support a
“neuroprotective” effect of bromocriptine. However, in the absence
of placebo only-treated patients, it is not possible to conclude if
both drugs had no effect or had similar effects on disease progression. Moreover, it is unclear if a one-week L-dopa and
bromocriptine wash-out period was sufficient to eliminate the longduration of symptomatic response associated with both drugs. If
not, assessing UPDRS scores after a “short” wash-out period may
not be a reliable outcome to measure disease progression. No “clinically significant” adverse reactions were reported during this study.
The authors reported that there were no statistically significant
differences in the incidence of adverse reactions among treatment
groups. The study had an overall quality score of 76%.

SYMPTOMATIC CONTROL OF
PARKINSONISM
Sixteen randomized (Level-I) studies were identified and reviewed below. Additionally, one small (less than 20 patients per
treatment group), randomized, placebo-controlled trial is included
because of the lack of other identified larger Level-I placebo-controlled information.14 One study by Rinne15, which is frequently
cited in the literature and had a strong impact on many physicians’
clinical practice, is excluded from this review because it is not
randomized and uses a retrospective historical L-dopa-treated
group of patients in the comparator arm (Level II).

REVIEW OF CLINICAL STUDIES
This paragraph is limited to clinical trials involving standard
formulations of bromocriptine. A slow release formulation of
bromocriptine has also been developed, but is excluded from this
review because it has not been marketed in most countries.11,12

PREVENTION OF DISEASE PROGRESSION
Level-I Studies
Olanow et al. (1995)13: Olanow and colleagues performed a randomized, parallel groups, double-blind, placebo-controlled study
(also known as the SINDEPAR trial), which assessed the effect of
selegiline and bromocriptine on the progression of PD. In this study,
101 untreated patients with PD (mean age = 66 years) were randomly assigned to one of the following four treatment groups
(Deprenyl(r) plus Sinemet(r); placebo-Deprenyl(r) plus Sinemet(r);
Deprenyl(r) plus bromocriptine; placebo-Deprenyl(r) plus
bromocriptine). The final visit was performed at 14 months, 2
months after withdrawal of Deprenyl (or its placebo) and 7 days

MONOTHERAPY LEVEL-I STUDIES
Placebo-controlled Studies
Staal-Schreinemachers et al. (1986)14: This was a 6-month,
double-blind, parallel-group study conducted in 24 de novo patients with PD (12 patients per group) randomized to bromocriptine
(up to 15 mg/day) or placebo. Twenty-one patients (placebo: n=11,
bromocriptine: n=10) completed the study. Efficacy was assessed
using a 0-3 rating scale for separate parts of the body (as proposed
by the Research Group on Extrapyramidal Disorders of the World
Federation of Neurology) and the Northwestern University Disability Scale. Compared with the placebo group, improvement in
parkinsonian symptoms (combined scores for bradykinesia, rigidity, and tremor) and independence in daily living were reported to
be statistically significantly better in the bromocriptine group (15
mg/d). (The main assessment criteria used in this study has not
been clearly validated, and the magnitude of the clinical effect is
not explicitly given [scores appearing in figures only with no raw
values reported in the text]). Adverse reactions were observed in 5
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out of the 10 patients receiving bromocriptine and were consistent
with known dopaminergic adverse reactions (eg. nausea, anorexia,
vomiting, dizziness, vasospasm, cramps in the legs, and postural
hypotension). After a 1-year follow-up, bromocriptine was still used
as monotherapy (daily dose increased to 30 mg/d) in 6 out of 10
patients, and L-dopa was adjuncted in another 4 patients. This study
had an overall quality score of 64%.

Active Comparator Studies
L-dopa-controlled Studies
Libman et al. (1986)16: Fifty-one de novo patients with PD were
enrolled in this double-blind, L-dopa-controlled, parallel arm study.
Forty-nine patients completed the double-blind part of the trial,
and were assessed after a mean duration of treatment of 19.5 weeks.
Efficacy was assessed using Hoehn and Yahr Scale, Columbia
University Rating Scale (CURS), and the Northwestern University Disability Scale (NUDS). Bromocriptine (24 mg/d) and L-dopa
(252 mg/d) induced similar improvements on all efficacy parameters. Hoehn and Yahr score improved by at least one unit in 42%
of the bromocriptine-treated patients, and in 32% of the L-dopatreated patients. The mean CURS significantly improved in the
bromocriptine group by 62% (from 18.9 at baseline to 7.3 at week
21) and in the L-dopa group by 55 % (from 16.4 at baseline to 7.1
at week 21). This improvement was not statistically different between groups and was reported to have occurred at the cost of
comparable adverse reactions in both groups with the most frequent event reported being nausea. This study had an overall quality
score of 69%.
Riopelle et al. (1987)17: This was a randomized, double-blind,
parallel group L-dopa-controlled study conducted in 81 de novo
patients with PD (mean age=66 years). Seventy-seven patients
completed the trial and were followed for 5.5 months. Parameters
used to assess efficacy were the clinical status of the Hoehn and
Yahr Scale, the CURS, and the NUDS. At the mean dose of 26 mg/
d, bromocriptine was reported to improve parkinsonian symptoms
with the same efficacy than L-dopa (262 mg/d): Hoehn and Yahr
score improved by 20% with bromocriptine and by 16% with Ldopa. Similarly, the CURS score improved by 61% with
bromocriptine and 55% with L-dopa. The NUDS score also improved by 38% with bromocriptine and by 37% with L-dopa (the
raw data scores are not reported in the text). This improvement
was reported to occur with comparable amount of adverse reactions (not specifically reported in the text). This study had an overall quality scale of 75%.
Cooper et al. (1992)18: This was an open-label, randomized, parallel group, 4-month study designed to assess different effects of
dopaminergic and anticholinergic therapies on a number of cognitive outcomes (eg. Weschler Memory Scale) in newly diagnosed,
de novo patients with PD. Motor response was also assessed using the King’s College Rating Scale (KCRS) and the unimanual
and bimanual fine finger movement tasks. Sixty-seven patients
(mean age approximately 60 years) were randomized to one of 3
monotherapy regimen: L-dopa, bromocriptine or anticholinergics.
A fourth group of patients elected not to be treated and were retested in an untreated state thereby creating a “non-randomized,”
untreated comparative control group. At 4 months, motor status
significantly improved in the L-dopa (415 mg/d, KCRS:
baseline=22.9 vs. 4 months=12.0) and anticholinergics groups
(KCRS: baseline=22.3 vs. 4 months=17.2). In contrast,
bromocriptine, used at a low dose which might not be clinically
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adequate (13.5 mg/d) did not induce any significant change (KCRS:
baseline=23.0 vs. 4 months=21.0). The L-dopa group reported significantly improved working memory (Wechsler Memory
Scale), while bromocriptine resulted in no significant memory
improvements and anticholinergic treatment showed a trend toward deterioration. No details are provided about adverse reactions. This study had an overall quality score of 55%.
Parkinson’s Disease Research Group in the UK (1993)19: This
was a randomized, open-label study in 782 de novo PD patients and
compared the efficacy and safety of three parallel arm treatment
groups: L-dopa monotherapy, L-dopa combined with selegiline and
bromocriptine monotherapy. Patients’ mean age at entry was about
62 years. This was a 3-year planned interim analysis report. The
study was powered for differences in mortality following 10 years
of follow-up. Outcome measurement indices of motor function (secondary endpoints) were a modified version of the Webster Scale
and the NUDS. In the clinical report, both 1-year and the 3-year
data are reported together. After a 1-year follow-up, L-dopa alone
(420 mg/d) or in combination with selegiline (352 mg/d plus 10 mg/
d) was found to be significantly more potent than bromocriptine (36
mg/d) (Webster adjusted improvement score: L-dopa=3.1, Ldopa+selegiline=3.4, bromocriptine:2.1; adjusted difference [95%
CI] in favor of L-dopa vs. bromocriptine:0.93 [0.27-1.5], p=0.006;and
in favor of L-dopa+selegiline vs. bromocriptine 1.25 [0.61-1.89],
p=0.0002). However, regarding the small intergroup differences and
the strong power of the study due to the large numbers of patients,
the authors concluded that the difference on functional improvement was “not considered marked enough to suggest that the choice
of treatment at this early stage of the disease was critical”. More
patients withdrew from the study because of adverse reactions in
the bromocriptine group (mainly because of gastrointestinal and psychiatric adverse reactions). After 3 years, 32% of the patients were
still treated with bromocriptine monotherapy. Motor complications
were less frequent in the bromocriptine patients compared with the
two other treatment groups (see paragraph on Prevention of Motor
Complications). This study had an overall quality score of 63%.
Montastruc et al. (1994)20: This was a randomized, parallel group,
open-label study conducted in 60 de novo patients with PD (mean
age=approximately 61 years) with a 5-year follow-up. This study
tested the effects of an initial bromocriptine monotherapy to which
L-dopa could be added during the course of the study in case of
waning efficacy or dose-limiting side-effects. The primary objective of this trial was to compare the occurrence of long-term motor
complications, but motor function was also assessed twice a year,
using the CURS until 1985, and the UPDRS thereafter. At baseline,
disease severity was reported to be comparable in both groups
according to the Hoehn and Yahr stage. After 5 years, bromocriptine
(52 mg/d) combined with L-dopa in 27/31 patients (471 mg/d, after a mean delay of 2.7 years) and L-dopa monotherapy (569 mg/
d) were reported to induce the same control on parkinsonian symptoms. UPDRS motor scores at the endpoint or at the last visit of
follow-up were 10.6 in the bromocriptine/L-dopa group and 11.0
in the L-dopa group. Four of the 31 patients in the bromocriptine
group did not require L-dopa addition. No data are available on
digestive or cardiovascular adverse reactions. Hallucinations were
more frequent in the bromocriptine group (5 in the bromocriptine/
L-dopa group vs. 2 in the L-dopa group). Long-term motor complications were less frequent in the bromocriptine group (see section on Prevention of Motor Complications). The overall quality
score was 69%.
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Olanow et al. (1995)12: This was a 14-month, double-blind, randomized, placebo-controlled study, (also see section on Prevention
of Disease Progression) designed to evaluate the effects of deprenyl,
L-dopa, and bromocriptine on PD progression (n=101 de novo patients with PD). Before the wash-out period, it was possible to compare the symptomatic effects of L-dopa and bromocriptine using
the total UPDRS scores. Sinemet-treated patients (~ 400 mg/d) demonstrated a trend toward improvement (UPDRS at baseline=23.4
vs. 12 month=18.3) compared to the bromocriptine-treated group
(~ 28 mg/d) (UPDRS at baseline=22.7 vs. 12 month=21.5), but the
difference was not significant. There were no reported difference in
the incidence of adverse reactions in both groups, but no details are
provided. This study had an overall quality score of 76%.
Pergolide-controlled Studies
Mizuno et al. (1995)21 (also see section on Pergolide): This shortterm (8-week), double-blind, pergolide-controlled study reported
results on the clinical differences in treatment of two different subtypes of patients with PD: newly diagnosed and advanced disease. Results were reported separately in these two subpopulations of patients. Forty-nine de novo patients with PD were randomized to pergolide (maximum dose 2.25 mg/d) and 49 others
were randomized to bromocriptine (maximum dose 22.5 mg/d).
Efficacy was evaluated using a simplified rating scale consisting
of five-grade rating scores (from normal to marked improvement)
similar to the UPDRS but with the number of criteria evaluated
reduced to 21. Global improvement was also assessed by the investigator using a 5-point, semiquantitative scale (from marked
improvement to worsening). Pergolide (mean dose 1.43 mg/d) and
bromocriptine (mean dose 15.1 mg/d) improved most of the variables studied (ie. tremor, rigidity, akinesia, retropulsion, short-step
gait, masked face, freezing, hygiene, feeding, and dressing; many
variables were analyzed and therefore, mean data is not provided
in the body of this review. No data was reported on changes in
total score). The magnitude of the improvement was reported to
be similar in both treatment groups with no between-treatment differences observed in the global improvement rating scale (marked
improvement: pergolide 4.1% vs. bromocriptine 10.4%, moderate
improvement: pergolide 36.7% vs. bromocriptine 31.3%, mild
improvement: pergolide 49.0% vs. bromocriptine 45.8%). Adverse
reactions were comparable in both groups (pergolide 32.8%,
bromocriptine 25.5%); the most common reactions including nausea (pergolide 29.5%, bromocriptine 30.4%) and hallucinations
(pergolide 6.6%, bromocriptine 5.4%). This study had an overall
quality score of 53%.
Ropinirole-controlled Studies
There are two published Level-I studies identified that compared
bromocriptine and ropinirole in de novo patients with PD22,23 (also
see section on Ropinirole). Both reports correspond to the same
parallel, double-blind study, conducted in 335 de novo patients
with PD, but analyzed at two different time points.
Korczyn et al. (1998)22: This was a planned interim analysis at 6
months following initiation of treatment. The study was stratified
for selegiline concomitant use, and L-dopa (open label) supplementation was allowed if study medication was insufficient to control parkinsonian symptoms at the highest tolerated dose. The primary efficacy end-point at 6-months was the percentage improvement in UPDRS motor score. Secondary efficacy variables included the proportion of patients with a 30% reduction in UPDRS
motor score (responders), patients with scores of 1 (very much

improved) or 2 (much improved) on a CGI score, and the proportion of patients requiring L-dopa supplementation. At a mean dose
of 8.3 mg/d, ropinirole was found to be slightly, but significantly,
more potent on parkinsonian disability than bromocriptine (16.8
mg/d) (UPDRS% reduction: ropinirole=-35% vs. bromocriptine=27%, p<0.05). Stratification for selegiline showed that there was a
significant treatment-interaction with selegiline; the difference in
UPDRS improvement was only present in patients who were not
receiving selegiline. Secondary motor efficacy variables showed
a similar trend in favor of ropinirole. Overall, regardless of
selegiline stratification, 58% of patients were considered as responders with ropinirole and 43% with bromocriptine (OR 0.93;
95% CI (1.29 -2.89)). Overall, CGI responder analysis showed the
same trend (48% vs. 40%), but the difference was statistically significant only in the non-selegiline-treated patients. By the end of
the study, 7% of the ropinirole-treated patients required L-dopa
supplement vs. 11% of the bromocriptine-treated patients. Regarding the small amplitude of these differences, it seems reasonable
to question their clinical relevancy from a practical clinical viewpoint. Adverse reactions caused premature withdrawal in 5% of
the ropinirole-treated patients and in 10% of the bromocriptinetreated ones. The list of adverse reactions reported with both drugs
was consistent with other reactions reported with dopaminergic
agents (nausea: ropinirole 36%, bromocriptine 20%; vomiting:
ropinirole 10%, bromocriptine 5%; postural hypotension: ropinirole
7%, bromocriptine 9%; psychiatric symptoms: ropinirole 7%,
bromocriptine 5%; somnolence:ropinirole 6%, and bromocriptine
7%). The overall quality score for this study was 89%.
Korczyn et al. (1999)23: This was the final analysis of the previous report comparing bromocriptine to ropinirole.22 After 3 years
of treatment, comparable differences favoring ropinirole were also
observed in the patients who completed the trial (ropinirole 12mg/
d, bromocriptine 24 mg/d). UPDRS II scores (Activity Daily Living) were: ropinirole=5.83 vs. bromocriptine=7.28 (p<0.01) and
UPDRS III percentage changes were: ropinirole=-31% vs.
bromocriptine=-22% (non-significant). A 1.46 point difference in
a self-rated daily living activities (ADL) was reported between
treatment groups, and the differences were statistically significant
between treatments. However, the magnitude of the difference
between groups was small and the clinical relevancy of this difference remains uncertain. After a 3-year treatment period, approximately one third of the patients remaining in the trial maintained a
monotherapy treatment regimen without the need of L-dopa supplementation. Adverse reactions were similar in both groups including nausea, vomiting, dizziness, hypotension and psychiatric symptoms. Approximately one third of the patients withdrew from the
trial at 3 years. Long-term motor complications were similar and
remarkably infrequent in both treatment groups (also see section
on Prevention of motor complications). The overall quality score
for this study was 76%.

Other Level-I Studies
UK Bromocriptine Research Group (1989)24: This was a randomized, double-blind, parallel arm, controlled study comparing the
benefit/risk ratio of two different introductory dosage regimens of
bromocriptine in 134 de novo patients with PD. Dose titration regimens for bromocriptine were either a “low/slow” regimen (up to a
maximum of 25 mg/d) or a “high/fast” regimen (up to a maximum
of 100 mg/d). A patient’s ability to achieve a 33% improvement in
clinical rating scores was recorded using a combined score of func-
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tional disability (Webster) and self-rated daily living activities (ADL).
Fifty percent of the patients had reached the improvement criteria in
26 weeks, 49% from the “low/slow” (mean bromocriptine dose=22
mg/d) and 53% from the “high/fast” (mean bromocriptine dose=55
mg/d) group, which was not significantly different between treatment regimens. Adverse reactions leading to withdrawal from the
study (eg. psychiatric disturbances, gastro-intestinal, and postural
hypotension) occured in 36% of the patients in the “high/fast” group
vs. 20% in the “low/slow” group (p<0.05). The “high/fast” regimen
was less well tolerated than the “low/slow” regimen, but the latter
had the disadvantage of a longer delay before patients reached an
effective dose. The authors recommend an intermediate dosing strategy. This study had an overall quality score of 63%.

ADJUNCT THERAPY
(L-DOPA-TREATED PD PATIENTS)
There are two populations where bromocriptine was added to
L-dopa therapy: early combination or late combination. Early combination is defined as adding bromocriptine to L-dopa treatment
within the first month in stable, nonfluctuating patients. Late combination is defined as adding bromocriptine after patients have
received several years of L-dopa therapy in patients with motor
fluctuations.

Early Combination
Herskovits et al. (1988)25: This was a randomized, open-label
study conducted over a 31-month period in 86 de novo patients
with PD patients (mean age 68 years). The study was unusual in
that patients were randomized to one of three different treatment
arms: L-dopa monotherapy, bromocriptine monotherapy, and early
combination. L-dopa could subsequently be added, if needed, in
the bromocriptine initial monotherapy arm. Efficacy was assessed
using the Webster Scale and the Hoehn and Yahr Scale. At the end
of the trial, 50 % of the patients received secondary L-dopa supplementation in the bromocriptine group. Bromocriptine initial
monotherapy mean dose was 12.6 mg/d (plus 401 mg/d additional
L-dopa in 14/28 patients), L-dopa monotherapy mean dose was
556 mg/d, and in the combination group, mean L-dopa dose was
572 mg/d plus 7.5 mg/d of bromocriptine (not L-dopa sparing in
practice). Antiparkinsonian treatment effect (as assessed with the
Hoehn and Yahr rating scale and the Webster disability scale) was
reported to be about 50% in all 3 groups (no numerical data available in the manuscript), with no significant difference among treatments. Adverse reactions were observed in the bromocriptine initial monotherapy group (3 patients, 2 dropouts because of vomiting or allergic nodular vasculitis, the third patient reporting dyskinesia) and in the levodopa-treated group (8 patients, no drop-out,
3 with nausea-vomiting, 3 hallucinations, 2 dystonia and one
akathesia - more than one adverse reaction in 3 patients). This
study had an overall quality score of 63%.
Nakanishi et al. (1992)26: This was a large three-arm study conducted in 702 de novo patients with PD. The results of this study
have been published annually over a 10-year follow-up period. The
planned duration of this study was 5 years, and therefore the summary is limited to the planned 5-year report. The bromocriptine initial monotherapy arm reported in this trial cannot be considered in
this chapter (which is limited to Level-I randomized data), because
all de novo patients with PD were allocated to bromocriptine without a comparative treatment group. Therefore, this review is limited
to the other two treatment groups, which correspond to patients who
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had been already treated with L-dopa for less than 5 years and in
whom further increments of L-dopa had been considered. These
patients were randomly allocated in an open fashion to receive
bromocriptine (combination therapy group) or to continue on L-dopa
as monotherapy. Efficacy was assessed using unconventional scales
for primary parkinsonian symptoms (eg. tremor, rigidity, akinesia,
frozen gait) and ADL was assessed using a semiquantitative scoring scale (0-4). 216 patients entered the early combination group
and 200 the L-dopa monotherapy group. Fifty-four percent in the
early combination group and 62% in the L-dopa monotherapy group
were followed for up to 5 years. The average dose of bromocriptine
was low (11 mg/d at 5 years), while the maintenance dose of L-dopa
was 387 mg/d in the combination group and 407 mg/d in the L-dopa
group (bromocriptine was not L-dopa sparing in practice). The overall
clinical efficacy was reported as comparable in both the combination and the L-dopa groups with regard to cardinal parkinsonian
features, while ADL was reported to be significantly worse than the
initial score in the L-dopa group but not in the combination group.
(Data were presented in complex figures and efficacy was difficult
to evaluate accordingly). Classical gastro-intestinal, cardiovascular, and neuropsychiatric adverse reactions were reported in both
groups, and did not seem to be more frequent in either group. Review of the long-term follow-up results showed that a wearing-off
effect and dyskinesia were less frequent in the combination treatment group than in the L-dopa treatment group (also see section on
Prevention of Motor Complications). This study had an overall quality score of 40%.
Hely et al. (1994)27: This was a 5-year, open-label study conducted in 149 de novo patients with PD (mean age=62 years) randomly allocated to low-dose of L-dopa or bromocriptine therapy.
The study was designed to be double-blind in the titration phase
only, and to assess if the incidence of late motor complications
was lower in the bromocriptine group. Efficacy was assessed with
a modified CURS. ADL was also measured using the NUDS. Subsequent addition of L-dopa to bromocriptine or bromocriptine to
L-dopa was allowed, thus creating new combination groups. Analyses were performed on the two monotherapy treatment groups as
originally randomized (bromocriptine and L-dopa), and also on
the main treatment subgroups subsequently formed. One hundred
and twenty-six patients did not show any atypical features of parkinsonism and completed the titration phase. Sixty-two patients
were randomized to bromocriptine and 64 to L-dopa. The mean
daily dose of bromocriptine was 32 mg/d. Less than 10% of the
patients could be managed on bromocriptine monotherapy after 3
years, and none after 5 years. The median treatment period with
bromocriptine monotherapy was 12 months. In contrast, median
treatment period for L-dopa monotherapy was 52 months. In the
bromocriptine group, the main reason to stop monotherapy and
switch to combination was lack of efficacy. Mean change from
baseline in the modified CURS score on bromocriptine alone
showed improvement at 6 months (-2.41, p<0.01), but no improvement was reported thereafter. Mean change from baseline in the
modified CURS score for L-dopa monotherapy also showed improvement at 6 months (-3.69, p<0.001), and also after 1 year (3.96, p<0.001) and 2 years (-3.19, p<0.001). L-dopa was significantly better than bromocriptine alone at 1 year. Conversely, the
patients who switched from bromocriptine alone to a combination
of L-dopa and bromocriptine showed significantly more improvement than the L-dopa monotherapy group at 1 year (mean change
in modified CURS: -5.75, p=0.002). Reasons for withdrawing from
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the bromocriptine group were confusion and hallucinations (n =
10), postural hypotension (n = 4), and nausea (n = 4). The 10 patients who became confused on bromocriptine were switched to
L-dopa. Of these, 7 reported confusion with L-dopa treatment. In
the L-dopa monotherapy group, 6 patients experienced confusion
and hallucinations leading to withdrawal, and 4 experienced nausea. Regarding motor complications, no patient treated with
bromocriptine monotherapy developed dyskinesia or “on-off”
phenomenon. When L-dopa was secondarily added to
bromocriptine, the prevalence of dyskinesia remained reduced
when compared with the group randomized to L-dopa monotherapy
(also see section on Prevention of Motor Complications). The 10year follow-up report presents mortality data on these patients.28
This study had an overall quality score of 57%.
Przuntek et al. (1996)29: This was a randomized, parallel-group,
controlled study designed to assess the benefits (specifically on longterm motor complications) of adding bromocriptine as early combination to L-dopa. This study was prematurely terminated due to an
increase in mortality risk30 (also see section on Safety). The long-term
effects on motor complications are reported below (see section on
Prevention of Motor Complications). A total of 674 newly diagnosed
patients with PD (mean age 53 years) were randomly allocated to
monotherapy with L-dopa or a combination therapy based upon a
40% replacement of L-dopa by bromocriptine within 6 months. Pretreatment with L-dopa for up to 6 months was allowed. Combination
therapy was started in all the bromocriptine patients within the first
year of treatment. Parkinsonian symptoms were assessed by means
of the Webster Rating Scale and the Hoehn and Yahr Scale. Patients
were followed for up to 42 months of treatment. In the early combination group, treatment with bromocriptine was associated with a 31%
reduction of the daily dose of L-dopa (bromocriptine 13.8 mg/d plus
L-dopa 308 mg/d; L-dopa monotherapy daily dose 439 mg/d). Overall motor improvements were similar in both groups (raw numbers
were not reported). These data suggest that a mean dose of about 14
mg/d of bromocriptine had a L-dopa-sparing effect averaging 130
mg/d without significant deterioration in motor status. There were no
major differences observed between the two treatment groups in terms
of non-motor adverse reactions, which included those events commonly associated with dopaminergic therapy including drowsiness,
dizziness, sleep disturbances, dryness of mouth, constipation, palpitation, headache, nausea, vomiting, hallucinations and confusion.
Conversely, long-term motor complications were less frequent in the
combination group (see section on Prevention of Motor Complications). This study had an overall quality score of 65%.
Gimenez-Roldan et al. (1997)31: This was an 8-month, doubleblind, parallel-group, placebo-controlled study conducted in 50
patients (mean age = 60 years) who had responded favorably to Ldopa and had been treated for less than 6 months. The primary
outcome measure of the study was a surrogate endpoint: to assess
if the association of bromocriptine allowed a significant reduction
in L-dopa use. Stability of motor status was assessed using the
UPDRS. Following this initial 8-month treatment period, patients
were allowed to continue in two parallel, open-label treatment
groups for up to 44 months and long-term motor complications
were monitored. Bromocriptine was introduced at a fixed dose of
15 mg/d. After 8 months of treatment, this dose did not allow a
significant reduction in L-dopa daily dose as compared to placebo
(L-dopa + bromocriptine group: 465 mg/d vs. L-dopa + placebo
group: 507 mg/d). At the conclusion of the 44-month follow-up
phase, the bromocriptine dose was increased to 24 mg/d and the

L-dopa daily dose was significantly reduced (L-dopa +
bromocriptine: 515 mg/d vs. L-dopa + placebo:726 mg/d, p<0.01).
The incidence of motor complications was also significantly reduced in the early combination group (see section on Prevention
of Motor Complications). No data are reported on non-motor adverse reactions. This study had an overall quality score of 68%.

Late Combination Studies
The majority of studies referring to late combination therapy
with bromocriptine in L-dopa-treated patients with PD were performed in patients with motor fluctuations. In this population, the
effect of bromocriptine in “on/off” periods is reviewed in the section entitled Control of Motor Complications (see below). In this
section, the analysis of the clinical data is limited to the symptomatic control of parkinsonism (eg. assessed using recognized scales
such as the UPDRS parts II or III) which was usually measured as
a secondary endpoint at a given time of the day (while the patients
where “on”, or when “off” before the first morning dose of
levodopa, for example). The results of the literature search identified 13 Level-I studies meeting predefined inclusion criteria (eg.
enrolling more than 20 L-dopa-treated evaluable patients per treatment group with a followed-up period of at least 4 weeks duration). Four studies were placebo-controlled, 7 were active comparator trials using other dopamine agonist: cabergoline (n=1),
pergolide (n=4), lisuride (n=2). One study compared two different
regimens of bromocriptine titration and one study compared
bromocriptine to the COMT-inhibitor, tolcapone.

Placebo-controlled Studies
Kartzinel et al. (1976)32: Thirty-two patients with PD were included in this 6-month, randomized, double-blind, placebo-controlled study. Twenty patients (mean age 61 years) completed the
trial. The patient population was heterogeneous in that 6 had undergone thalamotomy, 6 had dementia, 14 received L-dopa plus
carbidopa, and 6 received L-dopa alone. Eight were subject to “onoff” phenomenon. Bromocriptine was introduced progressively up
to a maximum tolerated dose (up to 100 mg/d) and L-dopa was
reduced progressively as much as possible over time. Efficacy was
assessed using an 11-item rating scale (tremor, gait, arising from
chair, posture, balance, rigidity, drooling, finger dexterity, writing,
speech, and facial expression) scored from 0 (normal) to 4 (maximal disability). Over the course of the trial, mean daily dose of
Sinemet and L-dopa was reduced by 74% (p<0.01) in patients receiving bromocriptine. Treatment with bromocriptine (79 mg/d)
was associated with a significantly improved “total disability score”
(mean improvement of 19%). Little information is available on
the response to placebo treatment. Adverse reactions included fatigue, dyskinesia, gastrointestinal symptoms, and confusion. This
study is the first randomized, double-blind, placebo-controlled trial
that reported benefits of adding a dopamine agonist in the treatment of PD. At the time this study was performed (1976), many of
the currently accepted standard outcome measures used for assessing improvement of therapies in PD were not in place. This
study had an overall quality score of 43%.
Hoehn and Elton (1985)33: Thirty six patients with PD who were
on a stable dose of L-dopa for 3 months were included in a randomized, double-blind, placebo-controlled, parallel-group, 10month study. Thirty-three patients had wearing-off problems.
Twenty-six patients reported peak-dose dyskinesia. By randomization, 27 patients received bromocriptine, and 9 received pla-
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cebo, but both groups received placebo during the first (baseline)
and last 4 weeks (washout) of the study. Efficacy was assessed
using a modified CURS. Efficacy was assessed by the percent improvement over baseline. Neurological scores of the bromocriptinetreated (daily dosages of 10 and 20 mg/d) group were significantly
improved over the placebo-treated group. Improvement with
bromocriptine was reported to be first noticeable with a 10 mg/d
dose and increased effectiveness was observed with increasing
doses. By the end of the trial, bromocriptine treatment was increased to 20 mg/d and was associated with a significant mean
improvement of 37% over baseline; the average improvement in
the placebo-treated group reached 21% (not significantly different from baseline measures). Adverse reactions were reported to
be similar in placebo and bromocriptine treatment groups (ie. orthostatic dizziness and hypotension, dyskinesia, insomnia, and mental changes). Nausea and orthostatic hypotension were more frequent with bromocriptine vs. placebo. Six patients had mental disturbances on bromocriptine, and 6 on placebo. This study had an
overall quality score of 55%.
Toyokura et al. (1985)34: This was a randomized, placebo-controlled, parallel group, 2-month study conducted in 222 L-dopatreated patients with more than one year of L-dopa therapy (mean
age=63 years) who reported at least one adverse event to L-dopa
(ie. wearing-off, on/off, frozen gait, dyskinesia, gastrointestinal
symptoms). Major parkinsonian symptoms (akinesia, tremor, rigidity, pulsion, and gait disturbance) were evaluated using a
semiquantitative scale from 0 to 4. Activities in daily living (hygiene, feeding, and toilet care) were also evaluated using the same
scale. Improvement was judged as marked, moderate, mild, or none
for each of these endpoints. Late motor side effects (fluctuations,
dyskinesia) were also evaluated. Twenty-seven out of the 114
bromocriptine-treated patients and 17 of 108 placebo-treated patients dropped out of the study early. At the mean dose of 16.7 mg/
d, changes in the disability scores of tremor, rigidity, akinesia, and
gait disturbances were reported to be significantly improved by at
least one time point during bromocriptine therapy, and similar improvements were reported in the placebo group. The improvements
were said to be significantly better in the bromocriptine group, at
least in one of the measures evaluated. The percentage of improvement was significantly better in the bromocriptine group in akinesia (27% vs. placebo 20%) and gait disturbance (27% vs. 21%). A
very large number of statistical comparisons were performed, at
different time points, which may impact the level of their clinical
meaning. Nausea was the most frequent adverse reaction and dyskinesia was significantly more frequent with bromocriptine. This
study had an overall quality score of 63%.
Guttman et al. (1997)35: The primary outcome of this study was
to compare the efficacy and safety of pramipexole to placebo in
fluctuating L-dopa-treated patients with PD (see section on
Pramipexole). However, a third arm was added as an active comparator and included treatment with bromocriptine. The study was
powered to compare both active treatments to placebo, but not to
each other. The study was a randomized, parallel group, doubleblind, 36-week trial. A total of 247 patients were included in the
trial (mean age=62 years) and 79 received pramipexole, 84
bromocriptine, and 83 placebo. The primary efficacy endpoints
were the UPDRS Part II and III. Other endpoints were the Schwab
and England Scale, a timed walking test, and quality of life scales.
Compared with placebo, bromocriptine (22.6 mg/d) significantly
improved UPDRS II (bromocriptine -14% vs. placebo -5%, p<0.02)
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and UPDRS III (bromocriptine - 24% vs. placebo -6%, p<0.01).
Treatment with bromocriptine also was associated with an improvement in quality-of-life scales. When pramipexole was compared
with bromocriptine, there was a trend in favor of pramipexole being more potent than bromocriptine, but the difference were not
statistically significant for any of the outcome measures (see section on pramipexole). Reported adverse reactions were quite similar for both agonists, including dizziness, postural hypotension,
headache, insomnia, hallucinations, and confusion. Nausea and
dyskinesia were more common in both active groups than in the
placebo group (nausea: pramipexole 36%; bromocriptine 37%, placebo 25%; dyskinesia:pramipexole 40%; bromocriptine 45%, placebo 27%). This study had an overall quality score of 85%.

Active Comparator Studies
Bromocriptine titration regimens studies
MacMahon et al. (1991)36: This was a double-blind, randomized, parallel group study conducted in 173 L-dopa-treated patients with PD. Patients were randomized to two different treatment regimens (8-week titration periods each): 7-step standard titration with bromocriptine increasing up to 15 mg/d vs. a 3-step
similar treatment regimen. This study is interesting in that it compared two different bromocriptine titrations in a relatively aged
population of patients with PD (mean age 75 years). Efficacy was
assessed with the Webster scale and the CAPE ADL. One hundred
and fifty-nine patients entered the active treatment phase of the
trial. The mean age of the patients was 75 years (range 59-88).
Both regimens significantly improved motor symptoms (Webster
score improved by 29% in each group and the CAPE ADL by
32% in both groups). The authors reported no between-group differences in term of side effects (data not reported), withdrawals or
deaths between the standard and simplified regimens: drug-related
withdrawals occurred in 16 patients of each group; four deaths
occurred in the 7-step titration regimen and 2 in the 3-step titration
group. The results look rather similar to previous reports in younger
patients, especially in terms of safety; although, little details are
given in this report regarding individual adverse reactions.
Bromocriptine vs. Cabergoline
Inzelberg et al. (1996)37 (see also section Cabergoline): This was
a double-blind, parallel group, randomized study performed in 44
patients who had increasing disability and motor fluctuations (mean
age = 72 years, mean disease duration = 10 years). Dosage was
titrated up to a maximum daily dose of 6 mg once a day (mean
daily dose reached was 3.18 mg/d) of cabergoline or 40 mg/d of
bromocriptine (mean daily dose reached was 22 mg/d) administered tid. The mean follow-up duration was 9 months. Efficacy
was measured using ADL scores, Schwab and England motor disability score, and UPDRS Part III. Cabergoline and bromocriptine
induced a comparable improvement of most assessment criteria
including ADL scores (cabergoline: from 11 at baseline to 9 at
completion; bromocriptine: from 11 at baseline to 9 at completion,
p<0.01 for both treatments comparisons to baseline), UPDRS III
(cabergoline: from 35 at baseline to 28 at completion;
bromocriptine: from 38 at baseline to 29 at completion, p<0.0001
for both treatments vs. baseline assessments). There were no significant differences between the two treatments. Adverse reactions
were typical of dopaminergic side effects, including dyskinesias,
orthostatic hypotension, confusion, hallucinations, insomnia, nausea, and edema. The frequency of such adverse reactions was similar for both drugs. Twelve cases (out of 44) withdrew from the
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trial. This study had an overall quality score of 52%
Bromocriptine vs. Pergolide
LeWitt et al. (1983)38 (see also section on Pergolide): This was a
double-blind, two-period, cross-over study conducted in 27 patients with PD (mean age = 59 years, mean duration of disease =
11 years). The periods of treatment lasted 7-10 weeks. No washout period was performed between the two active treatment periods. The studied population was heterogeneous, including 9 patients with mild parkinsonism that responded well to L-dopa, 15
patients with more advanced disease and late motor complications,
and 3 patients who did not receive L-dopa at the time of the study.
Agonists were titrated to a maximal optimal daily dose. Clinical
evaluations were carried out for tremor, rigidity, akinesia, facial
expression, speech, dyskinesia, and handwriting. A blinded clinical observer rated each element of performance from 0 to 4, (modified from a Duvoisin scale). Objective evaluations of gait and upper limb reaction time were also performed. Twenty-four of the 27
patients completed the study. The mean optimal daily dose of
pergolide was 3.3 mg/d and that of bromocriptine was 42 mg/d.
With both drugs adjusted to an optimal dose, similar control of
parkinsonism was reported, although the exact amplitude of the
mean improvements and raw values are not specifically detailed
in the report. Similar incidence of adverse reactions was reported
in each treatment group. The most frequent reactions were nausea
and orthostatic hypotension. Sedation and hallucinations were reported to be less frequent. One patient presented with a symptomatic unilateral pleural fibrosis, which resolved with cessation of
the drugs. This study had an overall quality score of 50%.
Mizuno et al. (1995)21 (see section on Pergolide): In this shortterm (8-week), double-blind, parallel group study, 93 PD patients
with “unsatisfactory results on L-dopa therapy” were randomized
to pergolide (maximum permitted dose 2.25 mg/d) and 99 others
to bromocriptine (maximal permitted dose 22.5 mg/d). Patients
with early PD were also studied in this report, but these results
were analyzed separately (see section on Monotherapy). Efficacy
was evaluated using a simplified rating scale consisting of a fivegrade rating score (from normal to marked improvement) similar
to the UPDRS, but with the number of criteria evaluated reduced
to 21. A global improvement was also assessed by the investigator
using a 5-point semi-quantitative scale (from “marked improvement” to “worsening”. Pergolide (mean daily dose 1.24 mg) and
bromocriptine (mean daily dose 14.6 mg) both improved most of
the items studied). Unfortunately, no data on a total score are available. The authors reported that there was a tendency for a greater
improvement in the rating scale scores for pergolide, but the difference did not reach statistical significance. There was no difference between the two treatments regarding the global improvement rating scale (marked improvement: pergolide 8.6% vs.
bromocriptine 6.1%, moderate improvement: pergolide 40.9% vs.
bromocriptine 33.7%, mild improvement: pergolide 39.8% vs.
bromocriptine 40.8%). The incidence of adverse reactions were
comparable in both groups (pergolide 29.4%, bromocriptine
27.6%), and the most common being nausea (pergolide 20.1%,
bromocriptine 11.2%), and hallucinations (pergolide 7.3%,
bromocriptine 5.2%). This study had an overall quality score of
53%.
Pezzoli et al. (1995)39 (see also section on Pergolide): This was
a single-blind cross-over study carried out in 68 PD patients who
showed a declining response to L-dopa therapy. Both drugs were
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administered for 12 weeks. No wash-out interval was planned between the two active treatment periods. Fifty-seven patients (mean
age 61 years) completed the study and were evaluated. Efficacy
was evaluated using the New York University Parkinson’s Disease Scale (NYUPDS) and a Clinical Global Impressions score
(from 1= very much better to 7=very much worse). Authors used a
10:1 bromocriptine: pergolide dose ratio. The optimal daily dosages were 24.2 mg of bromocriptine and 2.3 mg of pergolide. Significant improvements vs. baseline occurred during both
bromocriptine and pergolide therapy. Direct comparison of the two
drugs showed pergolide to be significantly more effective than
bromocriptine in 4 of 5 daily living scores of the NYUPDS and in
the total aggregate score (p<0.05). Pergolide was also reported to
be more effective on the NYUPDS physical examination total aggregated score and several subscores (p<0.05; results reported in
figures only, and no raw data provided). Both pergolide and
bromocriptine significantly improved CGI, with a significant improvement for pergolide compared with bromocriptine (actual severity of the disease was improved in 49% of the pergolide-treated
patients and in 39% of the bromocriptine-treated patients, p<0.01).
Although statistically significant, these differences appear rather
small, and the clinical relevancy of these findings is unclear. Moreover, a 1:10 ratio between pergolide and bromocriptine was chosen arbitrarily and may be biased in favor of pergolide. Adverse
reactions were comparable with both treatments (nausea, hypotension). This study had an overall quality score of 57%.
Boas et al. (1996)40 (see section on Pergolide): This was a 24week (12 weeks per period) open-label, cross-over study conducted
in 33 L-dopa-treated patients with PD who had sub-optimal control of fluctuations (mean age 63 years). The authors used a 10:1
bromocriptine:pergolide dose ratio. No wash-out period was performed between the two active treatment periods. Efficacy was
assessed using UPDRS (motor examination and complication of
therapy sections). Twenty-seven patients completed the study. The
mean doses of bromocriptine and pergolide at the end of the titration phase were 21.7 mg/d and 3.6 mg/d, respectively. The improvement vs. baseline in UPDRS motor examination scores was
significant with both treatments (p<0.05), and the improvement
was reported to be significantly greater with pergolide than with
bromocriptine (p<0.01). Similar to the previous report, the dose
selection based on a 1:10 treatment ratio may be biased in favor of
pergolide and the differences between treatments is modest with
the clinical relevancy of these differences unclear. The daily dose
of L-dopa was significantly lower with pergolide (-26%) than with
bromocriptine (-10%), showing a greater L-dopa-sparing effect in
favor of pergolide (p<0.01). Adverse reactions were comparable
with both drugs. The most commonly reported reactions included
nausea (4 in each group);dyskinesia worsened with both drugs.
No data were reported concerning psychosis. The overall quality
score for this study was 60%.
Bromocriptine vs. Lisuride
LeWitt et al. (1982)41 (see section on Lisuride): This was a
double-blind randomized cross-over (7-10 week per period of treatment) trial conducted in 28 patients with PD (mean age 55 years).
No wash-out period was performed between active treatment periods. The population of patients was heterogeneous, with several
patients having mild parkinsonism “responding well to levodopa”,
more than half of the patients having late motor complications,
and 4 patients not receiving L-dopa at the onset of the study. Clini-
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cal evaluation was carried out for tremor, rigidity, posture, gait,
balance, finger dexterity, facial expression, speech, writing and
arising from sitting. Each endpoint was rated from 0 (normal) to 4
(maximal abnormality), modified from the CURS score. Objective measurements of gait and upper limbs movements were also
measured (reaction time and movement time). Twenty-six patients
completed the trial. Optimal doses were 4.5 mg/d for lisuride and
56.5 mg/d for bromocriptine. The “clinical” and “objective” ratings of parkinsonian features were reported to be similar at the
optimal doses of each drug (no raw data were reported in the article). A clinical aggregate score for akinesia (finger dexterity, facial expression, gait, posture, balance, speech and arising from
sitting) showed a small, but significant difference in favor of
bromocriptine (p=0.018). The clinical differences appeared small
in amplitude and the clinical relevancy of this difference is unclear. Adverse reactions were reported to be quite similar with both
drugs. Effects on mental state were prominent in several patients.
Hallucinations were present in 7 lisuride-treated patients and 1
bromocriptine-treated patient. Vivid dreaming was reported in 8
lisuride and 8 bromocriptine-treated patients. Gastrointestinal discomfort was reported in 8 lisuride and 8 bromocriptine-treated
patients. Light-headedness related to hypotension was reported in
13 lisuride and 13 bromocriptine-treated patients. Somnolence
occurred in 9 lisuride and 7 bromocriptine-treated patients. This
study had an overall quality score of 41%.
Laihinen et al. (1992)42 (see section on Lisuride): This was a
double-blind, randomized cross-over (8-weeks per period with a
2-week wash-out in between) trial performed in 20 patients with
PD (mean age 62 years) suffering from deteriorating response to
L-dopa and motor fluctuations. Efficacy was assessed using the
CURS. Mean optimal daily dose of lisuride was 1.3 mg/d and
bromocriptine was 15 mg/d. The total CURS improved by 30%
with lisuride and 29% with bromocriptine after 8 weeks of treatment. Adverse reactions typical of dopamine agonists were reported
for both drugs (nausea, orthostatic hypotension, hallucinations, and
dyskinesia) and were very similar with both drugs. This study had
an overall quality score of 69%.
Bromocriptine vs. Tolcapone
The Tolcapone Study Group (1999)43 performed an 8-week, randomized, open-label, parallel group study conducted in 146 Ldopa-treated patients with end-of-dose deterioration of efficacy.
Tolcapone was given at 200 mg three times a day. Bromocriptine
was titrated up to optimal dosage (maximal daily dose of 30 mg/
d). L-dopa dose could be adjusted according to the need to manage L-dopa-induced adverse effects like dyskinesia. The primary
objective of this trial was safety, but efficacy endpoints were also
assessed including UPDRS scores. The mean bromocriptine optimal daily dose was 22.4 mg/d. Sixteen patients in each group withdrew because of adverse reactions or intercurrent illness. By the
end of the 8-week treatment period, a surrogate endpoint like the
L-dopa daily dose decreased by 124 mg (16.5%) in the tolcapone
group and by 30 mg (4%) in the bromocriptine group (p<0.01).
However, no significant difference was seen between the 2 groups
in UPDRS scores (UPDRS II: -0.1 units with bromocriptine and 0.9 unit with tolcapone; UPDRS III: -3.3 units with bromocriptine
and -3.1 unit with tolcapone). Bromocriptine was associated with
more hallucinations (10% vs. 1%), orthostatic hypotension (23%
vs. 6%) and nausea (37% vs. 17%) as compared to tolcapone.
Conversely, more patients with tolcapone had muscle cramps (21%
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vs. 7%) and dystonia (14% vs. 1%) as compared to bromocriptine.
Dyskinesias were frequent with both drugs (bromocriptine: 38%,
tolcapone: 51%). This study had an overall quality score of 75%.

PREVENTION OF MOTOR COMPLICATIONS
Several long-term studies have specifically looked at the impact of early treatment with bromocriptine on the occurrence of
long-term motor complications (fluctuations and dyskinesias) related to L-dopa therapy, in de novo PD patients who have not previously been exposed to levodopa (or only for no more than a few
weeks). Seven Level-I trials corresponding to the predefined inclusion/exclusion criteria have been identified.19,20,23,26,27,29 These
studies have been described above (see section on Symptomatic
Control of Parkinsonism: Monotherapy); therefore the outcomes
regarding long-term motor complications will only be summarized
below.

Bromocriptine as initial monotherapy, and Ldopa adjuncted later if needed
Parkinson Study Group in the UK (1993):19 782 patients with
PD were allocated to 3 arms (L-dopa, L-dopa plus selegiline, or
bromocriptine) and followed for 3 years. The occurrence of involuntary movements, oscillations in performance, and early morning dystonia were recorded (no definition for these parameters was
reported). At the end of the follow-up period, 181 of the 263 patients randomized to bromocriptine completed the study. Dyskinesia occurred in 2% of these patients and disabling “on-off””
phenomena in 5%. In the L-dopa group, there were 27% of patients with dyskinesia and 33% had disabling “on-off” phenomena. In the L-dopa plus selegiline group, these values were 34%
and 35% respectively. These percentages were reported to be
“higher” in patients on L-dopa or on combination therapy than in
those on bromocriptine monotherapy (p values were not reported).
This study had an overall quality score of 63%.
Hely et al. (1994)27: 149 patients with PD were randomized to
low-dose bromocriptine or L-dopa and followed for 5 years. Patients received subsequently L-dopa supplementation, if needed,
in the bromocriptine group and bromocriptine in the L-dopa group,
which makes assessments more complex. Fluctuations (end-of dose
failure) were recorded as being present if (1) the patients reported
this in response to questioning or (2) seen by the investigator (identified as early morning akinesia, wearing-off of the effect of each
dose before the next dose was due based on a 3 times a day dosage, or dosage frequency was more than 3 times daily). The term
“on-off” was defined as sudden, severe, and at times unpredictable changes in mobility. Involuntary movements were separated
into two types: dyskinesia and dystonia. No patient developed
dyskinesia while on bromocriptine monotherapy. Fifty-two patients
developed dyskinesias by 5 years: 35 patients in the L-dopa treatment group, and 17 in the bromocriptine with L-dopa supplementation (p=0.002). The incidence of dyskinesia in the L-dopa group
was higher for women than men (p<0.05), for younger than older
patients (p<0.05), and for patients with more severe initial disease
(p<0.05). Dystonia was observed in 21 L-dopa-treated patients and
in 10 bromocriptine-treated patients, of whom 9 had received
levodopa before the dystonia developed (p<0.05). Wearing-off
occurred in 41% of the patients randomized to L-dopa and in 37%
of patients randomized to bromocriptine. This study had an overall quality score of 57%.
Montastruc et al. (1994)20: Sixty patients with PD were random-
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ized to bromocriptine or L-dopa as initial treatment. Bromocriptinetreated patients could receive L-dopa supplementation during the
course of the disease, if needed. Two types of motor complications were evaluated: involuntary abnormal movements (including peak-dose and dysphasic dyskinesia and dystonia) and motor
fluctuations (including wearing-off and “on/off” phenomena). After 5 years of follow-up, 4/31 bromocriptine-treated patients did
not require L-dopa supplementation. None of these 4 patients presented motor complications. In the remaining patients, motor complications were observed in 56% of the bromocriptine-treated patients and in 90% of the L-dopa treated patients (p<0.01).
Dyskinesias were seen in fewer patients on bromocriptine (3/25)
vs. 14/29 in patients treated with L-dopa. Wearing-off occurred in
10/25 bromocriptine-treated patients and in 10/29 L-dopa-treated
patients (no difference between treatments), but the mean time to
develop such motor fluctuations was longer with bromocriptine
(4.5 years) than with L-dopa (2.9 years; p<0.05). This study had
an overall quality score of 69%.
Korczyn et al. (1999)23: 335 patients with PD were randomized
to receive initial bromocriptine or ropinirole treatment and followed-up for 3 years. L-dopa supplementation was possible in both
groups during the study if needed. The results showed a low incidence of dyskinesias in both groups regardless of L-dopa supplementation (ropinirole: 7.7%, bromocriptine: 7.2%, NS). This study
had an overall quality score of 76%.

Bromocriptine as early combination to L-dopa
therapy
Nakanishi et al. (1992)26: 216 patients with PD (who received
L-dopa for less than 5 years) were randomized to receive
bromocriptine/L-dopa combination or to stay on L-dopa
monotherapy. They were followed for 5 years. The results reported
that 49% remained on combination therapy after 5 year and 46 %
remained on L-dopa monotherapy. It is not clear from the text which
population data were analyzed and no details were provided on
how motor fluctuations were recorded. Forty patients of the combination group were said to have wearing-off phenomenon when
entering into the trial. Five years later, there were still 40 patients
reporting a wearing-off phenomenon. In the L-dopa monotherapy
group, 20 (baseline) and 40 (5 years) reported wearing-off phenomenon, and the difference was reported to be significant (p value
not given). The “on/off” phenomenon was present at baseline in
21 patients of the combination group and in 24 after 5 years. In the
L-dopa group, 10 and 14 patients reported “on/off”, respectively,
at baseline and after 5 years. Dyskinesias were present at baseline
in 24 patients of the combination group and in 14 patients after 5
years. In the L-dopa group, there were 15 and 12 patients reporting dyskinesias, respectively, at baseline and after 5 years. It is
difficult to understand how dyskinesia was less frequent after 5
years of follow-up than at baseline in both groups. This study had
an overall quality score of 40%.
Przuntek et al. (1996)29: 674 PD patients (who received L-dopa
for less than 6-months) were randomized to receive an adjunct
treatment with placebo or bromocriptine. Adjunct treatment was
titrated in order to try to reduce the dose of L-dopa by 40%. Motor
adverse reactions were monitored, looking specifically at changes
in fluctuations in mobility, “on/off” phenomena, and dyskinesias
(including chorea, dystonia, and other dyskinesia movements). A
complex system of scoring based on severity and body distribution was used. Motor complications as a whole were reported to

be less frequent in the combination group (20%) than in the Ldopa group (28.8%) (p= 0.008). This study had an overall quality
score of 67%.
Gimenez-Roldan et al. (1997)31: 50 patients with PD who had
received L-dopa for less than 6 months were randomized to receive bromocriptine or placebo and followed for up to 44 months.
At the end of follow-up, dyskinesias were present in 9.5% of the
combination group as compared with 36.8% of the L-dopa-treated
group (p<0.05). Similarly, wearing-off, severe enough to require
change in treatment, was reported to be less frequent in patients in
the combination group (14.2%) than in those treated with L-dopa
(47.3%, p<0.05). This study had an overall quality score of 68%.

CONTROL OF MOTOR COMPLICATIONS
This section focuses on the efficacy of bromocriptine in controlling motor complications (most frequently the « wearing-off »
type) in fluctuating patients with PD who were also on L-dopa
therapy. These data are usually based on diaries fulfilled by the
patients themselves. Data related to motor examination outcomes
reported in the same trials have been reviewed previously in the
section on Control of Parkinsonism.

Placebo-controlled Studies
Hoehn and Elton (1985)33: Thirty-six patients with PD on a stable
dose of L-dopa for 3 months were included in a randomized,
double-blind, placebo-controlled, parallel-group, 10-month study.
Thirty-three patients had wearing-off effects. Twenty-six had peakdose dyskinesia. Wearing-off effect (assessed at each clinic visit)
was reported to be improved in 18/25 patients in the bromocriptine
group, and 0/8 placebo-treated patients. Off-dose dystonia and leg
pain were also improved in 9/13 patients in the bromocriptine treatment group and 0/2 placebo-treated patients. Improvement was
reported to be noticeable in doses greater than bromocriptine 10
mg/d, with increased effectiveness associated with increasing
doses. This study had an overall quality score of 55%.
Toyokura et al. (1985)34 performed a randomized, placebo-controlled, parallel-group, 2-month study conducted in 222 L-dopatreated patients that manifested at least one adverse reaction to Ldopa (eg. wearing-off, “on/off”, frozen gait, dyskinesia, or gastrointestinal symptoms). Wearing-off phenomena and “on/off”
phenomena were assessed (among other variables), and rated as
severe, moderate, or mild when present. No diaries were used but
patients were asked careful questions such as: How long did the
effects of L-dopa last? How often did the effects occur? and How
many hours in a day did the patients have difficulty moving around?
The severity of fluctuations and length of off-periods were taken
into account in the comprehensive judgment of assessing fluctuations. Wearing-off was reported to be improved by 26.7% in the
bromocriptine treatment group and by 7.1% in the placebo-treatment group. “On/off” was improved by 28.6% with bromocriptine
and by 0% with placebo. The difference was not significant. This
study had an overall quality score of 63%.
Guttman et al. (1997)35 (see also section on Pramipexole): The
study was a randomized, parallel-group, double-blind, 36-week
trial. A total of 247 patients were included in the trial in which
motor fluctuations were assessed using diary cards. Bromocriptine
did not significantly reduce the amount of time spent “off”, while
pramipexole was reported as significantly reducing amount of time
spent “off.” (specific data endpoints not reported). This study had
an overall quality score of 85%.
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Active Comparator Studies

Bromocriptine vs. Cabergoline
Inzelberg et al. (1996)37 (see section on Cabergoline): This was
a double-blind, parallel group, randomized study performed in 44
patients who had increasing disability and motor fluctuations The
mean follow-up duration was 9 months. Dyskinesias were assessed
using item 32 of UPDRS (% of awake hours spent with dyskinesia) and “off” periods were measured using diaries. Percentages
of “off” hours for cabergoline changed from 34% at baseline to
17% at completion (p<0.0001). The percentages of “off” hours for
bromocriptine were 32% at baseline to 26% at completion
(p<0.0001). This effect was not significantly different between the
two treatment groups. This study had an overall quality score of
52%.
Bromocriptine vs. Pergolide
Mizuno et al. (1995)21 (see section on Pergolide): This was an
8-week, double-blind, parallel-group study conducted in 93 patients with PD who had “unsatisfactory results on L-dopa therapy.”
Patients were randomized to pergolide (maximum daily dose 2.25
mg) and 99 were randomized to bromocriptine (maximum daily
dose 22.5 mg). Efficacy was assessed using a simplified rating
scale consisting of a 5-grade rating scores, one of which concerned
the severity of the wearing-off phenomenon. Improvement in wearing-off phenomenon was similar in the two treatments
(bromocriptine mean score reduction from 3.6 at baseline to 3.2,
p<0.01; and pergolide mean score reduction from 3.6 at baseline
to 3.1, p<0.001). This study had an overall quality score of 53%.
Bromocriptine vs. Lisuride
Laihinen et al. (1992)42 (see section on lisuride): This was a
double-blind, randomized, cross-over (8-weeks per period with a
2-week wash-out in between) trial performed in 20 PD patients
suffering from deteriorating response to L-dopa and different kinds
of fluctuations. Fluctuations in disability were reported (method
of assessment is not described). Similar responses to therapy were
reported in both treatments. At week 8 of treatment, 2 patients did
not improve, 4 patients had a minimal improvement, 8 patients
had a moderate improvement, and 5 patients reported a marked
improvement with lisuride. With bromocriptine, 1 reported no improvement, 4 reported minimal improvement, 8 reported moderate improvement, and 6 reported marked improvement. This study
had an overall quality score of 69%.
Bromocriptine vs. Tolcapone
Tolcapone Study Group (1999)43: This was an 8-week, randomized, open-label, parallel group study conducted in 146 L-dopatreated patients with end-of-dose deterioration of efficacy. “On/off”
periods were assessed using diaries. No significant differences were
seen between the two treatment groups for changes in “on/off” time
(“off” time was reduced by 15% with bromocriptine and 19% with
tolcapone). This study had an overall quality score of 75%.

REVIEW OF SAFETY
The adverse reactions reported with bromocriptine are consistent with other dopamine agonists adverse reactions reported in de
novo and advanced disease patients and include nausea-vomiting,
orthostatic hypotension, and psychosis. Leg edema also is frequently reported in patients treated with bromocriptine. The incidence of the gastrointestinal and cardiovascular adverse reactions
are reportedly reduced by co-prescribing domperidone.44,45 A
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gradual increasing dose of bromocriptine reduces the frequency
and severity of adverse reactions.24
The incidence of adverse reactions (eg, psychosis, confusion,
and hallucinations) varies markedly from one study to the other
depending on how the reactions are recorded, which patients were
treated (eg, patients with early disease or late disease), and how
long patients were followed (eg, from a few weeks to several years).
Hallucinations appear to be more frequently reported with
bromocriptine treatment than with L-dopa treatment. This clinical
observation is not always clearly noted in published L-dopa-controlled trials.
In dyskinetic, L-dopa-treated patients, bromocriptine exacerbates dyskinesias. Conversely, when prescribed in L-dopa-naïve
(de novo) patients with PD, the early use of bromocriptine
monotherapy induces fewer motor complications than L-dopa.
Early bromocriptine combination with L-dopa, or early
bromocriptine monotherapy to which L-dopa is subsequently
added, also seems to reduce the risk of motor complications compared with an initial L-dopa treatment maintained as monotherapy
over the long term (see section on Prevention of Motor Complications).
A rare and potentially severe adverse reaction that has been reported in patients treated with bromocriptine is pleuropulmonary
and/or peritoneal fibrosis46, which is associated with ergot derivatives in general. Somnolence is observed in patients treated with
bromocriptine. Few case-reports of “sleep attacks” have also been
reported with bromocriptine.47 Increased risk of bromocriptine-induced adverse reactions have been reported due to drug-drug interactions with metabolic inhibitors, like the macrolides.48
Few studies have looked at the impact of bromocriptine therapy
on life expectancy in patients with PD. We have identified two
prospective, Level-I trials. Przuntek et al (1992)30 performed a
planned interim analysis that led to premature discontinuation of
the randomized, parallel, open label study published by the same
authors29, which has been summarized above (see section Symptomatic Control of Parkinsonism: Monotherapy). This study was
designed to compare the long-term motor effects of an early
bromocriptine combination with L-dopa. Specifically,
bromocriptine was added in an attempt to reduce L-dopa dose (Ldopa sparing effect of 40%) within the first year of treatment. Five
hundred and eighty-seven patients were enrolled. The trial was
prematurely interrupted because mortality rate was significantly
greater in the L-dopa monotherapy group (18/302 patients) as compared to the combination group (8/285 patients; p=0.02). The authors concluded that the mortality risk associated with L-dopa was
reduced by more than 50% by its combination with bromocriptine.
The reason for this difference in mortality rate remains unclear,
and patients mainly died from cardiovascular complications. Moreover, about 50% of the patients included in the trial had discontinued study medication by the time of analysis, and the life status
was unknown in 48% of these individuals.
Hely et al. (1999)28 assessed a cohort of patients after 10 years
of follow-up (original report described above27). Fifty patients (38
%) of the 130 available participants in the follow-up cohort died
during the first 10 years. The authors concluded that bromocriptine
did not reduce mortality or slow down progression of disease. In
fact, by 10 years, there were 29 deaths among the 63 patients randomized to bromocriptine and 33 at last follow-up. There were 21
deaths among the 67 patients randomized to L-dopa and 30 at last
follow-up. Multivariate analysis showed that, among other factors
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like older age at onset and rapid pre-study disease progression,
randomization to bromocriptine was predictive of increased mortality (p=0.048). However, if patients were able to remain on
bromocriptine for more than 1 year after randomization, no increased mortality was found. The authors suggested that this difference was probably due to a recruitment bias in that slightly more
severe patients with PD (even if not statistically significant) were
randomized to bromocriptine at baseline. Mortality rate was increased in patient with PD when compared to the general population (standardized mortality ratio = 1.58 for all patients, regardless
of bromocriptine or L-dopa initial treatment, p<0.001), and no additional benefit was gained from early use of bromocriptine.

CONCLUSIONS
Throughout the literature, there are several randomized (LevelI) studies evaluating the effects of bromocriptine in several hundred patients with PD who were followed for up to 10 years. However, many of these trials were performed several decades ago,
prior to the use of standard clinical study criteria (variable inclusion criteria, differences in outcome criteria, variable titration and
final daily dose, statistical analysis, among others). This is illustrated by the studies’ low to moderate quality scores, which reduces the impact of their results and prevents definite positive conclusions on the efficacy of bromocriptine. However, more recent
studies comparing bromocriptine to ropinirole, pramipexole and
tolcapone also have been done and show only marginal differences among these treatments and the clinical relevance of these
differences is not clear.

EFFICACY
PREVENTION OF DISEASE PROGRESSION
There is INSUFFICIENT EVIDENCE to conclude whether there
are neuroprotective effects of bromocriptine (only one small and
short-term Level-I negative study was identified).13

SYMPTOMATIC CONTROL OF PARKINSONISM

Monotherapy
Because of the lack of definitive placebo-controlled trials and
because of the low quality scores of most published active comparator trials using levodopa or other dopamine agonists (nonvalidated outcome measurements or insufficient statistical power),
bromocriptine monotherapy is considered as LIKELY EFFICACIOUS to control parkinsonian symptoms during the first months
of treatment. Based on large randomized controlled studies19, 27,
bromocriptine is less efficacious than levodopa in this indication.
There is INSUFFICENT EVIDENCE to conclude on the relative
ranking of the efficacy of bromocriptine compared to other DA
agonists. There is only one Level-I study that compares
bromocriptine to ropinirole showing bromocriptine to be marginally less efficacious than ropinirole.22,23

Early combination in L-dopa-treated patients
Because of the lack of placebo-controlled trial, because of the
low quality scores of available levodopa-controlled trials, and because of conflicting results on levodopa sparing effect29, 31, there is
INSUFFICIENT EVIDENCE to conclude on bromocriptine efficacy on parkinsonism when adjuncted early in stable non-fluctuating levodopa-treated patients

Late combination in L-dopa-treated patients
Based on one recent placebo-controlled trial incorporating a
bromocriptine-treatment arm35, and several lower quality Level-I
studies, bromocriptine is considered EFFICACIOUS as adjunct
therapy to levodopa in advanced patients with PD and motor fluctuations. Bromocriptine has been compared in this indication to
several other dopamine agonists (lisuride, pergolide, cabergoline)
and to a COMT-inhibitor (tolcapone). Only pergolide was reported
to be marginally, but significantly, superior to bromocriptine.39

PREVENTION OF MOTOR COMPLICATIONS
Based on several Level-I L-dopa-controlled trials with moderate quality scores19,20,27,29, as well as one Level-I ropinirole study23,
bromocriptine is considered LIKELY EFFICACIOUS in reducing
the risk of long-term motor complications.

CONTROL OF MOTOR COMPLICATIONS
In the literature, there are several older, low quality, Level-I studies suggesting beneficial effects of bromocriptine in controlling
motor complications.32,33,34 However, these results are in conflict
with a single, more recent, higher quality, Level-I study that failed
to support efficacy of bromocriptine in controlling motor complications.35 Given the conflicting results, bromocriptine is considered as LIKELY EFFICACIOUS in controlling motor fluctuations
in L-dopa-treated patients with PD.

SAFETY
The use of bromocriptine has an ACCEPTABLE RISK WITHOUT SPECIALIZED MONITORING. However, it is important to
consider that bromocriptine is associated with all the adverse reactions typical of this class of medication including gastrointestinal, cardiovascular, and neuropsychiatric effects. High doses and
rapid titration are associated with more frequent adverse reactions.
Like most ergot derivatives, fibrosis has been reported with
bromocriptine. Edema is also commonly observed. The effect of
early intervention with bromocriptine on life expectancy remains
controversial mostly due to the limited number and conflicting
Level-I studies.28,30

IMPLICATIONS FOR CLINICAL PRACTICE
Bromocriptine is the oldest dopamine agonist marketed for the
treatment of Parkinson’s disease. It has been evaluated in a large
number of clinical trials and in a number of different clinical situations. However, most of these trials have been conducted in times
when the methods to assess efficacy were not standardized and
well validated, and this explains why most of the level I trials reviewed here have only low or moderate quality scores. Nevertheless, the follow-up of PD patients on bromocriptine is longer than
that of any of the other dopamine agonists. Therefore,
bromocriptine is considered CLINICALLY USEFUL in the treatment of both early and advanced PD. In the early stages of disease
if bromocriptine is used as initial monotherapy, within a year of
follow-up, the efficacy of bromocriptine wanes: on average only
50% of the patients (40% to 75% according to the clinical reports)
remain adequately managed with bromocriptine monotherapy after one year; 30% (10% to 50 %) after 3 years; and 10% (0% to 20
%) after 5 years. The variability in response may be related to different dosages of bromocriptine (10 mg/d to 70 mg/d) with higher
doses being more efficacious than lower doses. The early combination of low doses of L-dopa plus bromocriptine, or the second-
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ary supplementation of an initial bromocriptine monotherapy with
low doses of L-dopa, allow some compensation for the loss in
efficacy and to achieve the same symptomatic efficacy on longterm than L-dopa used alone at higher doses.
Patients who have not been previously treated with L-dopa may
be maintained on bromocriptine monotherapy, and late motor complications (fluctuations and dyskinesia) normally associated with
L-dopa therapy appear to be very infrequent. When low doses of
L-dopa are combined, the risk for motor complications increases,
but is still reduced (especially the risk of of dyskinesia) as compared to treatment with L-dopa alone.
In more advanced fluctuating L-dopa-treated patients with PD,
bromocriptine may improve motor scores and disability. The efficacy of bromocriptine in treating motor complications is less well
documented.
The dose necessary to achieve clinical improvements is usually
above 10 mg/d, ranging from 20 to 40 mg/d. Some authors recommend even higher doses; however, lower doses (<30 mg/d) are
better tolerated than higher ones (>50 mg/d).
From a practical perspective, there is little evidence demonstrating that other either dopamine agonists or tolcapone show clinically relevant superior efficacy over bromocriptine, although some
statistically significant differences have been reported in a small
number of clinical trials, as reported with pergolide 39 and
ropinirole.22,23

IMPLICATIONS FOR CLINICAL RESEARCH
• Since bromocriptine has been available clinically for a long time,
most of the reported studies to date were done prior to current
standards used for clinical research. Consequently, quality scores
are lower than what is normally seen with more recent studies conducted with newer compounds, like pramipexole and ropinirole.
Because bromocriptine is less expensive (generic formulations are
available in many countries), and there is little evidence that
bromocriptine is markedly less effective or less potent than other
newer dopamine agonists, modern comparative trials and
pharmacoeconomic trials are needed to compare these agents to
verify or negate clinical similarities or differences among these
agents.
• Bromocriptine is empirically recommended in younger rather
than older patients due to the risk of associated adverse reactions.
Well designed trials should be conducted to confirm this practice
and to define what is the optimal dose range.
• There is a need to assess if initial bromocriptine monotherapy,
with late levodopa supplementation is equivalent regarding longterm efficacy (10 years), safety, and costs as compared to combined early L-dopa and bromocriptine treatment in de novo patients with PD (early combination strategy).
• Additional studies are also needed to assess if patients should
be started on initial bromocriptine monotherapy (in an effort to
delay the start of L-dopa therapy), or if patients should be started
with L-dopa and supplemented with bromocriptine once motor
complications appear.
• Further long-term studies are necessary to assess the impact of
bromocriptine on quality of life and mortality.
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DA Agonists - Ergot derivatives: Cabergoline

BASIC PHARMACOLOGY
MECHANISM OF ACTION
Cabergoline is an orally administered synthetic tetracyclic
ergoline derivative that acts in vitro and in vivo as a selective D2
receptor agonist with no substantial affinity for D1 receptors. As
with other ergotamine derivatives, it has also some affinity for nondopamine receptors (noradrenergic and serotonergic).1
Cabergoline improves the symptoms of the primate model of
Parkinson’s disease (PD) after MPTP intoxication. Cabergoline
lowers prolactin secretion, and like all effective D2-agonists, induces nausea, vomiting and orthostatic hypotension in healthy
volunteers.1

PHARMACOKINETICS
One major characteristic of cabergoline is its long duration of
effect with oral administration, probably because its elimination
half-life is approximately 65 hours. For example, cabergoline is
highly effective in suppressing prolactin levels with a duration of
action up to 21 days after a single 1 mg oral dose. Such a pharmacokinetic profile allows a once-daily dosing treatment regimen.
The cabergoline Tmax is observed at 2.5 hours, and it is metabolized into several metabolites excreted mainly by the fecal route.1

REVIEW OF CLINICAL STUDIES
PREVENTION OF DISEASE PROGRESSION
No qualified studies were identified.

SYMPTOMATIC CONTROL OF
PARKINSONISM
MONOTHERAPY
To date, there are no Level-I, placebo-controlled studies that
have investigated the efficacy of cabergoline as monotherapy. Two
clinical reports were identified, but correspond to the same L-dopacontrolled study that performed two different analyses: one planned
interim analysis at 1 year2, and a final analysis at 3 to 5 years.3 In
this study, cabergoline was initiated as monotherapy, and L-dopa
supplementation was added in patients if required (i.e. based on
dose limiting adverse reactions and if they reached maximal dose
of cabergoline).
Rinne et al. (1997)2: This is the only available study assessing
the effects of cabergoline monotherapy (with secondary open Ldopa supplementation if needed) at one-year. It is a randomized,
L-dopa-controlled (Level I), double-blind study conducted in 413
de novo patients with PD (mean age approximately 61 years).
Cabergoline could be titrated up to 4 mg/d on a once a day regimen, and L-dopa up to 600 mg/d tid. Open label L-dopa supplementation was allowed during the course of the study. PD disability was evaluated using mean UPDRS (Unified Parkinson’s Disease Rating Scale) scores and the CGI (Clinical Global Impres-

sion) scale. The proportion of patients experiencing a 30% decrease in parkinsonian disability and the proportion requiring the
addition of L-dopa were also analysed. Thirty-seven (9%) patients
withdrew from the study by 1 year. At this 1-year interim analysis,
mean cabergoline daily dose was 2.8 mg/d and that of L-dopa was
468 mg/d. Thirty-eight percent of the patients received L-dopa
supplementation in the cabergoline group (mean daily dose 305
mg/d). At baseline, UPDRS was 29.1 in the L-dopa and 27.5 in the
cabergoline group. After 1-year of treatment, the decrease in scores
was higher in the L-dopa (16.5) than in the cabergoline group (13.7).
The difference between the two treatments groups was reported to
be small (< 2.8 points) and there is no clear statistical comparison.
Irrespective of L-dopa supplementation, 81% of the cabergoline
patients and 88% of the L-dopa ones were clinically improved
(30% reduction in UPDRS). CGI was rated similarly in both groups
(61% of the patients being much improved with cabergoline and
67% with levodopa). The proportion of patients requiring L-dopa
supplementation was greater in the cabergoline group (38%) than
in the L-dopa group (18%, p<0.01). Both drugs had quite similar
adverse event profiles, typical of dopaminergic side effects. Peripheral edema, gastric upset (nausea, vomiting, dyspepsia, gastritis) and dizziness were more frequent with cabergoline than Ldopa therapy. Sleep disorders, postural hypotension, confusion,
and hallucinations were reported with the same frequency in both
groups. This study had an overall quality rating score of 75%.
Rinne et al. (1998)3: In the long-term extension of the study
reported above2, over 400 subjects were followed for a minimum
of 3 years. The primary end-point was the onset of motor complications, but antiparkinsonian efficacy was also monitored using
the UPDRS Parts II and III. The withdrawal rate was 16% in
cabergoline-treated patients and 13% in the L-dopa-treated patients.
After 3 to 5 years of treatment (study endpoint), the mean daily
dose of cabergoline was 3 mg/d and that of L-dopa 500 mg/d. 35
% of the patients still in the trial who were on cabergoline did not
require L-dopa supplementation, compared with 52% in the Ldopa group. The authors reported that both treatments had comparable improved motor disability after 4 years, in the patients who
completed the study; L-dopa recipients still showed on average
30% improvement in motor disability (UPDRS III), while treatment with cabergoline was associated with a 22% to 23% improvement versus baseline. However, no statistical analysis was provided. Adverse reactions were quite similar in both groups, with
the most frequent reactions including nausea and vomiting, dizziness and hypotension, and sleep problems. Edema was more frequent in patients treated with cabergoline. This study had an overall quality rating score of 75%.
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ADJUNCT THERAPY

Early Combination
No qualified studies were identified.
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DA Agonists - Cabergoline
Late Combination

CONTROL OF MOTOR COMPLICATIONS

Two Level-I studies qualified for this analysis. One is a placebo-controlled trial and the other is a bromocriptine-controlled.
Hutton et al. (1996)4: This was the only large (188 patients with
suboptimally controlled PD and end-of-dose deterioration or motor complications, mean age 63 years), 6-month, randomized, parallel group, placebo-controlled study identified in the search. The
primary efficacy endpoint was change in UPDRS Part II and III,
and changes in daily dose of L-dopa were also assessed. At the
end of the study, cabergoline ADL (activities in daily living) scores
were significantly better than those of placebo (12.3 [-19% from
baseline] vs. 14.3 [-4% from baseline], p=0.032). The same difference in favor of cabergoline was also reported for UPDRS III (13.7
[-16% from baseline]) vs. 16.3 [-6% from baseline]; p=0.014). In
the cabergoline group, the mean L-dopa dose was reduced by 175
mg/d as compared to placebo, where it was reduced by 25.5 mg/d.
Adverse reactions were consistent with other drugs in the class
and included those related to autonomic nerve system effects (more
frequent with cabergoline than placebo), cardiovascular effects,
and neuropsychiatric effects. This study had an overall quality
score of 80%.
Inzelberg et al. (1996)5 (This study was previously reviewed in
the Bromocriptine section.): This was a 9-month, double-blind,
parallel-group, randomized study performed in 44 patients showing increasing disability and motor fluctuations. Cabergoline (3.18
mg/d) and bromocriptine (22 mg/d) induced comparable improvement of most assessment criteria including ADL scores
(cabergoline: from 11 at baseline to 9 at completion; bromocriptine:
from 11 at baseline to 9 at completion, p<0.01 for both treatments),
UPDRS III (cabergoline: from 35 at baseline to 28 at completion;
bromocriptine: from 38 at baseline to 29 at completion, p<0.0001
for both treatments). None of these effects were significantly different between the 2 groups. The frequency of adverse reactions
(typical of dopaminergic adverse reactions) was similar for both
drugs. This study had an overall quality rating score of 52%.

The two Level-I studies already reviewed above in the section
Control of Parkinsonism also qualified for review in this section.
Therefore, only relevant data for control of motor complications
will be reviewed here.
Hutton et al. (1996)4: This was 6-month, randomized, parallel,
placebo-controlled study conducted in 188 patients with
suboptimally controlled PD who had end-of-dose deterioration or
other motor complications. Motor fluctuations were assessed as a
secondary endpoint using item 39 of UPDRS Part IV (Complications of Therapy). Patients also kept diaries for “on” and “off”
assessment. The cabergoline group at endpoint had significantly
less “off” time compared with the placebo group (p=0.01), but no
raw data were reported in the text. The amount of time spent “on”,
according to diaries, also increased significantly with cabergoline
compared with the placebo group (p<0.05), but no actual data were
reported in the text.
Inzelberg et al. (1996)5: This was a double-blind, parallel-group,
randomized study performed in 44 patients showing increasing
disability and motor fluctuations. “Off” periods were measured
using diaries. Percentage “off” hours decreased with cabergoline
(from 34% at baseline to 17% at completion) and bromocriptine
(from 32% at baseline to 26% at completion, p<0.0001 for both
treatments), and the differences between treatments was not statistically significant.

PREVENTION OF MOTOR COMPLICATIONS
The only study identified that met the inclusion criteria was the
final analysis (after 3 to 5 years of follow-up) of a larger randomized, L-dopa-controlled, Level-I study previously described (see
Symptomatic Control of Parkinsonism). Below the data relevant
to the effects of cabergoline in the prevention of motor complication are reviewed.
Rinne et al. (1998)3: 412 patients were randomized to treatment
with cabergoline or L-dopa and followed for 3 to 5 years. The
primary end-point was the onset of motor complications, which
was confirmed at two subsequent clinic visits, and assessed on the
basis of a complex and heterogeneous checklist in which fluctuations were classified into different categories (daily “wearing-off”,
nocturnal akinesia, early morning akinesia, “off” period freezing,
peak-dose dyskinesia, early morning dystonia, dose-related “off”
period dystonia, dose-related “on” dystonia, and random freezing, among others). At final analysis (3 to 5 year), the mean daily
dose of cabergoline was 3 mg/d and L-dopa dose was 500 mg/d.
Thirty-five percent of the patients that remained in the trial and
who were treated with cabergoline did not require L-dopa supplementation as compared to 52% in the L-dopa group. Motor complications were statistically less frequent in the cabergoline arm
(22 %) than in the L-dopa arm (34 %) (p<0.02). This study had an
overall quality rating score of 75%.

REVIEW OF SAFETY
Cabergoline has been associated with adverse reactions consistent with other dopaminergic agonists including gastrointestinal,
cardiovascular and neuropsychiatric effects. There is no evidence
that cabergoline has a safety profile different from other ergotamine derivatives like bromocriptine.
Similar to other dopamine agonists, it is likely that cabergoline
aggravates dyskinesia in already dyskinetic, L-dopa-treated, patients although little data are reported in the literature that specifically address this issue. Conversely, when used as an initial therapy
(before L-dopa) and regardless of subsequent L-dopa supplementation, there is some indication that cabergoline reduces the longterm risk of the occurrence of motor complications, especially
dyskinesia.3
Few cases of fibrosis have been reported with cabergoline, as
with other ergot compounds.6,7
Little data are available on “sleep attacks”, and in selected clinical studies, sleep problems were reported without further details.
One patient on cabergoline (and other antiparkinsonian and nonantiparkinsonian medications) was recently reported to have episodes that might correspond to “sleep-attack” episodes.8
In one study, edema was reported to be more frequent with
cabergoline than with L-dopa.3
No data are available related to cabergoline and mortality.

CONCLUSIONS
Overall, less than 400 patients treated with cabergoline who were
followed for a minimum of 6 months and up to 4 years were identified for inclusion in this review.

EFFICACY
PREVENTION OF DISEASE PROGRESSION
There is INSUFFICIENT EVIDENCE to conclude on the efficacy of cabergoline regarding neuroprotection in patients with PD.
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SYMPTOMATIC CONTROL OF PARKINSONISM

IMPLICATIONS FOR CLINICAL RESEARCH

Monotherapy

In the literature there are few reports on the efficacy and safety
of cabergoline. Additional studies are needed including:
• Well-designed, short-term, placebo-controlled study in L-dopa
naïve PD patients to properly assess the magnitude of the effect of
cabergoline on parkinsonian symptoms.
• Appropriate comparisons with other antiparkinsonian agents
(other dopamine agonists, MAO-B and COMT-inhibitors).
• Studies comparing the risk of fluctuations and dyskinesias in
patients treated with cabergoline versus treatment with other
shorter-acting dopamine agonists (e.g. lisuride). The prolonged
elimination half-life of cabergoline offers an advantage of oncedaily dosing, but possible disadvantages with this treatment regimen are not well understood. For example, the prolonged elimination half-life might be a handicap in terms of wash-out of adverse
events (like psychosis). These benefits vs. risks need to be further
evaluated in prospective, controlled trials.
• Studies on the long-term quality of life impact of cabergoline,
effects on mortality, and pharmacoeconomic benefits.

No placebo-controlled studies have been done to assess the
symptomatic efficacy of cabergoline as monotherapy in PD. There
is only one identified L-dopa-controlled Level-I study.2,3 In this
study, patients received open-label levodopa supplementation to
keep control of parkinsonian symptoms in both treatment arms,
and therefore, there is INSUFFICIENT EVIDENCE to conclude
on cabergoline efficacy for symptomatic control in PD.

Adjunct therapy in L-dopa-treated patients
Based on one large level-I placebo-controlled study4 conducted
in L-dopa-treated patients with motor fluctuations, cabergoline is
considered as EFFICACIOUS in improving control of parkinsonian motor symptoms in advanced L-dopa-treated patients with
PD. There is INSUFFICIENT EVIDENCE to conclude on
cabergoline efficacy as an early combination therapy with levodopa
in PD patients without motor fluctuations.

PREVENTION OF MOTOR COMPLICATIONS
Based on one 4-year L-dopa-controlled trial3, initial treatment
with cabergoline monotherapy with subsequent L-dopa supplementation is EFFICACIOUS in reducing the risk of occurrence of
long-term L-dopa-induced motor complications.

CONTROL OF MOTOR COMPLICATIONS
Based on one Level-I, placebo-controlled trial4 (which failed to
include all the raw data on the “off” period), cabergoline is LIKELY
EFFICACIOUS in controlling motor fluctuations in advanced Ldopa-treated patients with PD.

SAFETY
The clinical data available to date suggest that using and prescribing cabergoline in patients with PD carries an ACCEPTABLE
RISK WITHOUT SPECIALIZED MONITORING. There is no
indication that its safety profile differs from that of the other available dopamine agonists.
No data are available for use long-term (10 years) or on mortality.

IMPLICATIONS FOR CLINICAL PRACTICE
Cabergoline used initially as monotherapy in de novo patients
with PD and later used with L-dopa supplementation is CLINICALLY USEFUL for reducing the risk of occurrence of long-term
motor complications. The actual effect of cabergoline to control
parkinsonism in early PD patients however remains INVESTIGATIONAL. After 3 to 5 years of treatment, only 20% of the patients
can remain on cabergoline monotherapy and most patients need
L-dopa.
As adjunct treatment in L-dopa-treated patients with motor fluctuations, cabergoline is CLINICALLY USEFUL in enhancing
symptomatic control. The effect of cabergoline in controlling motor fluctuations is not fully documented.
In the studies reported herein, cabergoline was used at doses
ranging from 2 to 5 mg/d. The clinical interest of cabergoline is
the possibility to use it once daily, which is preferable for many
patients; none of the other drugs in this class have a once-daily
dosing regimen. Randomized, active comparator trials using other
antiparkinsonian medications (e.g. dopamine agonists, MAO-B
and COMT inhibitors) have not been done.
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DA Agonists - Ergot derivatives: Dihydroergocryptine (DHEC)

BASIC PHARMACOLOGY
MECHANISM OF ACTION
DHEC is a dihydro-derivative of ergocryptine acting as a D2
agonist and a partial D1 agonist. Therefore, DHEC has a pharmacodynamic profile quite comparable to that of bromocriptine. Like
all ergotamine derivatives, DHEC has effects on serotonergic and
adrenergic receptors.1,2 DHEC improves the symptoms of the
MPTP-treated monkey model of Parkinson’s disease (PD). In
healthy volunteers, its effects on D2 receptors reduce prolactin
plasma levels, and induce nausea and hypotension. Preclinical data
suggest that DHEC may have neuroprotective properties.3,4

PHARMACOKINETICS
DHEC, like other ergot derivatives, has linear kinetics. Its oral
bioavailability after first pass effect is low (below 5%). It has linear metabolism with generation of active metabolites, is eliminated
through feces, and has no interference with L-dopa kinetics.

This study had an overall quality score of 93%.
Gerlach (1976)6: This was a randomized, cross-over, doubleblind, L-dopa-controlled study (8 weeks per period) conducted in
20 L-dopa-treated patients with PD and a Webster total score higher
than 6. L-dopa given previously was withdrawn 2 days before the
start of the study when they were randomization to either DHEC
or Madopar. Efficacy was evaluated using the Webster Rating
Scale. Madopar (800 mg/d) was significantly more effective than
DHEC (30mg/d) on the parkinsonian median Webster scores (7.5
vs. 11.5 respectively, p<0.01). More patients had dyskinesias with
L-dopa (n = 13) than with DHEC (n = 4). Two patients complained
of nausea under DHEC vs. one in the Madopar treatment group.
Psychosis was reported in three Madopar-treated patients and in
no DHEC-treated ones. Dizziness was reported in one Madopartreated patient. This study had an overall quality score of 70%.

ADJUNCT THERAPY TO L-DOPA-TREATED
PATIENTS WITH PD

Early Combination in Stable Patients with PD

REVIEW OF CLINICAL STUDIES
PREVENTION OF DISEASE PROGRESSION
No qualified studies were identified.

SYMPTOMATIC CONTROL OF
PARKINSONISM
MONOTHERAPY
Two Level-I studies qualified: (1) one is a parallel group, placebo-controlled study in “de novo” patients with PD5 and (2) the
second is a cross-over, L-dopa-controlled trial conducted in L-dopatreated patients in whom L-dopa given previously was withdrawn
two days before the commencement of the investigation and randomization to DHEC or Madopar.6
Bergamasco et al. (2000)5: This was a prospective, 3-month interim analysis of an 18-month, randomized double-blind placebocontrolled parallel group study conducted in 123 de novo patients
with PD (mean age 63 years). Efficacy was measured using the
total score of the UPDRS as the primary end-point (first 3 parts).
Eight patients (6 on DHEC and 2 on placebo) were considered as
withdrawals and were not included in the analysis. At 3-month
analysis, DHEC was superior to placebo (p = 0.019) as measured
by the total UPDRS scores, which decreased from 31 at baseline
to 27 at 3 month (-14%) with DHEC, and increased from 29 to 30
(+3%) with placebo. Due to this positive response, the trial was
terminated early as planned a priori in the protocol. At the time of
termination, 73 patients had reached the 6-month observation visit,
and the analysis performed in this subset of patients confirmed the
efficacy of DHEC (UPDRS improvement on DHEC of 17% vs.
11% decline with placebo, p<0.001). The incidence of adverse reactions did not differ between DHEC (13%) and placebo (10%)
treatment, and gastrointestinal complaints were the most common.

No Level-I study meeting the predefined inclusion criteria qualified for review. However, one smaller (less than 20 patients per
treatment-group), placebo-controlled trial was identified7 and included because of the lack of other Level-I data.
Martignoni et al. (1991)7: This is a 6-month randomized doubleblind, parallel placebo-controlled study conducted in 20 L-dopa-treated
patients with PD (stable responders; mean age approximately 61 years;
mean disease duration approximately 3 yrs.). Ten patients were randomized to DHEC and 10 to placebo. Efficacy was assessed using the
Columbia University Rating Scale (CURS) and the NWUDRS. All
patients completed the study. The mean daily dose of DHEC was 57
mg/d after 6 months of treatment. At 6 months, inter-group comparisons reported a significant difference between the two groups in favor
of DHEC for CURS (p<0.002) and NWUDRS (p<0.002) scores. (No
raw data are given in the published report for the placebo-treated group.)
The 10 DHEC-treated patients reported that the CURS score improved
from 33.6 at baseline to 26.8 at 6 months (P<0.009), and that the
NWUDRS improved from 43.3 at baseline to 44.6 at 6 months (not
statistically significantly different). Adverse reactions reported in
DHEC-treated patients were related to the gastro-enteric system (nausea) and cardiovascular system (dizziness).

Late Combination
No Level-I studies conducted in advanced L-dopa treated patients that qualified for inclusion were identified.

PREVENTION OF MOTOR COMPLICATIONS
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No qualified studies were identified.

CONTROL OF MOTOR COMPLICATIONS
The search identified only one Level-I trial meeting inclusion
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criteria, which is a lisuride-controlled study8 that is also reviewed
in the Lisuride section (no placebo-controlled studies were identified) and is briefly reviewed below.
Battistin et al. (1999)8: This is a randomized, double-blind, parallel-group, lisuride-controlled study conducted in 68 L-dopatreated patients with PD who qualified as having “inadequate therapeutic responsiveness.” Only 3-month follow-up data are reported.
DHEC (60mg/d) was reported to induce a significantly greater reduction in UPDRS Part IV (complications of therapy) than lisuride
(1.2 mg/d) (2.5 vs. 4.3 respectively, p<0.05). This study had an
overall quality score of 80%.

REVIEW OF SAFETY
There is limited information published to date on the safety of
DHEC for treatment in patients with PD. DHEC has been associated with other typical dopaminergic adverse reactions including
gastrointestinal, cardiovascular, and neuropsychiatric effects. In
one study8, such adverse reactions were significantly less frequent
than in a group of patients receiving lisuride, but the incidence of
adverse reactions was unexpectedly high in this trial.
Similar to other ergotamine derivatives, fibrosis has been associated with DHEC.9
No data are available on the effects of DHEC on mortality.

CONCLUSIONS
EFFICACY
In controlled clinical studies to date, only about 200 PD patients have been treated with DHEC and followed for several
months post-treatment. Therefore, conclusions listed below are
based on a small population base.

PREVENTION OF DISEASE PROGRESSION
There are no studies available to date, therefore, there is INSUFFICIENT EVIDENCE to conclude about neuroprotective effects of DHEC in patients with PD.

SYMPTOMATIC CONTROL OF PARKINSONISM

Monotherapy
Based on one Level-I, placebo-controlled trial5, DHEC is EFFICACIOUS in the management of de novo patients with PD. However, efficacy beyond 3 months is not established at this time.

Adjunct Therapy in L-dopa treated patients
There is only one small, short-term Level-I, lisuride-controlled
study7; therefore, there is INSUFFICIENT EVIDENCE to conclude on the efficacy of DHEC in controlling parkinsonism as an
adjunct treatment in L-dopa-treated patients.

PREVENTION OF MOTOR COMPLICATIONS
There is INSUFFICIENT EVIDENCE to conclude on the potential
efficacy of the early use of DHEC in reducing the risk of occurrence
of long-term motor complications in de novo patients with PD.

CONTROL OF MOTOR COMPLICATIONS
There is only one small, short-term Level-I, lisuride-controlled
study7, therefore, there is INSUFFICIENT EVIDENCE to conclude on the efficacy of DHEC in controlling motor fluctuations in
advanced L-dopa-treated patients with PD.

SAFETY

ABLE WITHOUT SPECIALIZED MONITORING in the management of patients with PD.

IMPLICATIONS FOR CLINICAL PRACTICE
Because of the limited clinical studies, DHEC is considered
POSSIBLY USEFUL in the treatment of early PD, but remains
INVESTIGATIONAL in most clinical situations. DHEC may not
be a first-line choice because other dopamine agonists have been
more rigorously tested in clinical studies. However, it can be considered a treatment option in the management of PD. Therapeutic
doses reported in clinical trials range between 30 mg/day to 60
mg/day. DHEC is only available in selected countries.

IMPLICATIONS FOR CLINICAL RESEARCH
There is no evidence available on the relative efficacy of DHEC
compared to other dopamine agonists. Additional studies are
needed including:
• Well-designed (large studies), long-term, placebo-controlled trials to assess the efficacy of DHEC in patients with early and late PD.
• Long-term, L-dopa-controlled studies in de novo patients to assess the impact of early DHEC treatment on long-term motor complications.
• Long-term studies to assess DHEC on disease progression.
• Comparative trials to assess the relative efficacy of DHEC vs.
other antiparkinsonian medication (e.g. other dopamine agonists,
MAOB, and cox-2 inhibitors).
• Well-designed studies to assess the effects of DHEC on
pharmacoeconomic cost/benefits, quality of life changes, and effects on mortality in patients with PD.
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DA Agonists - Ergot derivatives: Lisuride

BASIC PHARMACOLOGY
MECHANISM OF ACTION
Lisuride is an alpha-amino-ergoline with D2 receptor agonist
properties and has no apparent D1 receptor effects. Similar to most
ergotamine derivatives, lisuride also has 5-HT2 activity. In animal
models of Parkinson’s disease (PD), lisuride antagonizes reserpine-induced akinesia and induces rotation in the unilaterally 6OHDA-lesioned rat. Lisuride lowers serum prolactin levels, induces nausea, and lowers blood pressure in healthy volunteers.1

PHARMACOKINETICS
After oral administration, lisuride is absorbed completely from
the gastrointestinal tract. Peak plasma levels are obtained between
60 to 80 minutes, with high individual variation. Terminal half-life
for elimination of lisuride from the plasma is around 2 hours, which
is shorter than most other dopamine agonists. Similar to other ergotamine derivatives, absolute oral bioavailability of lisuride is
low due to first pass metabolism ranging between 10 to 20%. 60 to
70% of lisuride is bound to human plasma proteins. Lisuride is
extensively metabolised with more than 15 metabolites identified.
Lisuride has solubility properties similar to apomorphine and
therefore can be given subcutaneously and intravenously.

REVIEW OF CLINICAL STUDIES
PREVENTION OF DISEASE PROGRESSION

an antiparkinsonian response equal to that achieved with higher
doses of L-dopa monotherapy (668 mg/d) (% improvement CURS:
combination regimen 28% vs. L-dopa 25%). A similar improvement was reported in the group of lisuride-treated patients who
received early L-dopa supplementation after 3 months of treatment (lisuride daily dose = 0.8 combined with 630 mg/d of Ldopa, % improvement CURS: 29%). For both groups that received
combination therapy, there were significantly fewer end-of-dose
failures and dyskinesias (see “Prevention of Motor Complications”
below). Dopaminergic adverse reactions (digestive, cardiovascular, psychiatric) were quite similar among the three groups. The
main reason for withdrawal from lisuride treatment was insufficient therapeutic response. Psychiatric adverse reactions leading
to withdrawal occurred in one patient receiving lisuride
monotherapy and 4 patients receiving combination therapy. Severe nausea, requiring domperidone treatment, was observed in 7
lisuride-treated, 3 combination-treated, and no L-dopa-treated patients. This study had an overall quality rating score of 44%.

ADJUNCT THERAPY
Lisuride can be added to L-dopa therapy as either an early combination or late combination treatment approach. In this review,
early combination is defined as adding lisuride to L-dopa treatment within the first months in stable, nonfluctuating patients. Late
combination is defined as adding lisuride after patients with motor
fluctuations received several years of L-dopa therapy.

No qualified studies were identified.

Early Combination Level-I Studies in Stable
L-dopa-treated Patients

SYMPTOMATIC CONTROL OF
PARKINSONISM
MONOTHERAPY
Only one randomized (Level-I) study assessing the effect of
lisuride in L-dopa-naïve de novo PD patients was identified, according to the inclusion criteria.
Rinne (1989)2: This was an open-label, parallel-group, L-dopacontrolled study including 90 patients (mean age 62 years) randomized into 3 different arms: lisuride alone, L-dopa alone, and
lisuride plus L-dopa as early combination. If the therapeutic response in the lisuride arm was insufficient after 3 months of treatment, L-dopa could be added to form a second early combination
group. Efficacy was assessed using the CURS (Columbia University Rating Scale). Patients recorded, in a daily diary, the occurrence and severity of fluctuations in disability, and were followed
for 4 years. After 3 months of follow-up, lisuride monotherapy
was less effective than L-dopa (daily doses not given) (CURS percent improvement: L-dopa 56% vs. lisuride 32%, p<0.01). After 4
years of treatment, only 17% of the patients were maintained on
lisuride monotherapy. In the other patients L-dopa supplementation was required. After 4 years of follow-up, early combination of
lisuride (1.1 mg/d) and low-dose of L-dopa (484 mg/d) resulted in

Allain et al. (2000)3: This was a randomized, controlled trial
that included 82 recently diagnosed L-dopa-treated patients with
PD (mean duration of L-dopa therapy was 5 months, disease duration was less than 3 years, Hoehn and Yahr Score less than 3; and
the mean age was 59 years). Patients were randomized to L-dopa
alone (monotherapy; n=41) or L-dopa plus lisuride (early combination; n=41). The first year of follow-up was double-blind, while
the four consecutive years were open-label. The primary outcome
measures were the change of L-dopa dosage and total UPDRS
score during the “On” period. Long-term motor complications also
were monitored (and described in more detail below: “Prevention
of Motor Complications”). 52 % of patients completed the 5-year
study. The mean daily L-dopa dose escalated to 446.7 mg/day at
month 60 in the monotherapy group compared with 387.5 mg/day
in the early combination group (p<0.001). The total UPDRS score
showed progressive deterioration in the L-dopa group (38.37 at
baseline vs. 48.95 at 60 months) compared with the early combination group in which the score remained unchanged through 60
months. The number of adverse reactions was greater in the early
combination group than in the L-dopa monotherapy group and
included classical dopaminergic reactions (i.e. psychiatric events,
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insomnia, and gastrointestinal disorders [p<0.02]). This study had
an overall quality rating score of 73%.

Late Combination in Fluctuating Patients
Level-II Studies (Placebo Controlled Studies)
No truly randomized placebo-controlled study met all the inclusion criteria. However, one placebo-controlled, double-blind,
within-group comparison study was identified on a small group
(n<20) of heterogenous patients.4 Because of the lack of other
Level-I, placebo-controlled studies, a summary of this trial is included in this review.
Gopinathan et al. (1981)4: Eighteen patients with PD were studied in this trial. The population of the trial was rather heterogeneous, as two postencephalitic parkinsonian patients were included
in the study and there were L-dopa-treated and non-treated patients among those with PD. Most patients reported motor fluctuations in response to therapy. The study was not truly randomized
because it was double-blind, within-patient comparison of lisuride
and placebo. All patients received increasing doses of lisuride until the maximal tolerated dose or 5 mg/d. After 30 days, lisuride
was withdrawn and patients received placebo for a final 10-day
phase of observation. A blind observer scored parkinsonian symptoms using a modified CURS. Objective evaluations also included
reaction and movement times. Two of the patients withdrew because of confusion. Mean improvement in clinical scores (difference between scores on lisuride and placebo) was reported to be
significantly different in favor of lisuride (total score difference =
4.37, p<0.01). Adverse reactions included psychiatric reactions (n
= 6), drowsiness (n = 9), gastrointestinal symptoms (n = 8), and
light-headedness (n = 11).

Level-I Studies (Active Comparator Studies)
LeWitt et al. (1982)5: As this study is previously reviewed in the
Bromocriptine section, only a brief review is included here. The
study was a double-blind, randomized, cross-over (7-10 weeks per
period of treatment) trial conducted in 28 patients with PD. Optimal doses were 4.5 mg/d for lisuride and 56.5 mg/d for
bromocriptine. Clinical evaluation was carried out from a modified CURS. The ratings of parkinsonian features were reported to
be similar at the optimal doses for lisuride and for bromocriptine,
but no raw data are presented in the article. A clinical aggregate
score for akinesia (finger dexterity, facial expression, gait, posture, balance, speech, and arising from sitting) showed a small but
significant difference in favor of bromocriptine (p=0.018; no raw
data are available and the clinical relevance of this small difference is unclear). Adverse reactions were reported to be similar
between the two treatments. This study had an overall quality rating score of 59%.
Laihinen et al. (1992)6 (also summarized in the section on
Bromocriptine): This was a double-blind, randomized, cross-over
trial (8-weeks per treatment period with a 2-week wash-out in between treatments) performed in 20 patients with PD suffering from
deteriorating response to L-dopa and different kinds of fluctuations. Efficacy was assessed using the CURS. Mean optimal daily
dose of lisuride was 1.3 mg/d and bromocriptine was 15 mg/d.
The total CURS improved by 30% with lisuride and 29% with
bromocriptine after 8 weeks of treatment. Adverse reactions were
similar to other dopamine agonists therapy and did not differ between treatments. This study had an overall quality rating score of
69%.
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Battistin et al. (1999)7 (Also described in the section on
dihydroergocryptine): This was a randomized, double-blind, parallel group, dihydroergocryptine (DHEC)-controlled study conducted in 68 L-dopa-treated patients PD who were reported as
having an inadequate therapeutic response (mean age approximately 63 years). The study prematurely discontinued after 1 year
of treatment because there was a high drop-out rate due to adverse
reactions; only 3-month follow-up data are reported. Efficacy was
assessed using the UPDRS score Part IV (dyskinesia + clinical
fluctuations) as the primary outcome (also described below: Control of Motor Complications). The symptom pattern of the disease
was evaluated using the CURS and the NWUDRS. Eleven patients (2 DHEC and 9 lisuride) were excluded from analysis because they dropped out before 1 month of treatment. Intention-totreat (ITT) analysis was performed in 57 patients. Lisuride (1.2
mg/d) and DHEC (60 mg/d) both improved parkinsonian disability scales (CURS and NWUDRS) and the data presented were limited to the results of the ITT analysis (no raw values were reported
in the text). In the per protocol analysis, CURS total score improved from 37 at baseline to 26.4 after 3 months with lisuride and
form 36.7 to 26.7 with DHEC (no difference between the 2 groups).
NWUDRS total score improved from 38/9 at baseline to 41.5 at 3
months with lisuride and from 38.7 to 40.9 with DHEC. Adverse
reactions were considerably more frequent with lisuride (67% of
the patients treated with lisuride vs. 25% of those receiving DHEC).
Twenty-three patients discontinued treatment because of adverse
reactions as compared to three in the DHEC group. Specific adverse reactions included hallucinations, gastrointestinal effects, and
hypotension. This study had an overall quality rating score of 80%.

PREVENTION OF MOTOR COMPLICATIONS
LEVEL-I STUDIES
Rinne (1989)2: This study (see also Symptomatic Control of
Parkinsonism) looked at 90 de novo patients with PD who were
openly randomized to 1 of 3 different arms: lisuride alone, L-dopa
alone, or lisuride plus L-dopa as early combination. If the therapeutic response in the lisuride arm was insufficient after 3 months
of treatment, L-dopa could be added to form a second early combination group. In this study, no wearing-off and no dyskinesia
were observed after 4 years of treatment in the small subgroup of
patients who could be maintained with lisuride monotherapy (5
patients). In patients that received lisuride plus L-dopa as combination (in the third month), the risk to develop dyskinesias and
wearing-off was significantly reduced when compared with L-dopa
used at initial monotherapy at higher doses (L-dopa monotherapy
group: 52% end-of-dose failure and 64% peak-dose dyskinesia
vs. both combination groups: 13% end-of-dose failure and 19%
peak-dose dyskinesia; p<0.01 for both complications). This study
had an overall quality rating score of 44%.
Allain et al. (2000)3: As described previously (Symptomatic
Control of Parkinsonism) 82 patients were randomized to receive
L-dopa or early combination of L-dopa plus lisuride. This was an
open-label, parallel group, 5-year study in patients who were recently diagnosed PD and receiving L-dopa for less than 6 months.
Incidence of treatment-related complications were evaluated using the UPDRS Part IV subscore, which remained low in both
treatment groups: scores increased from 0.49 to 0.96 in the L-dopa
treated group and from 0.32 to 0.73 in the combination group. The
difference was not significant between both treatment groups. This
study had an overall quality rating score of 73%.
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CONTROL OF MOTOR COMPLICATIONS
ORAL FORMULATION LEVEL-I STUDIES
Laihinen et al. (1992)6: This study is reviewed in detailed in the
bromocriptine section. Briefly, this was a double-blind, randomized, cross-over (8-weeks per period with a 2-week wash-out in
between) trial performed in patients with PD suffering from a deteriorating response to L-dopa and different kinds of fluctuations.
Fluctuations in disability were evaluated, but the method of assessment is not described. There was the same number of patients
reporting beneficial effects on motor fluctuations with both drugs.
In the lisuride treatment group after 8 weeks: 2 patients did not
improve, 4 patients had a minimal improvement, 8 patients reported
a moderate improvement, and 5 patients had a marked improvement. With bromocriptine treatment these numbers were: 1, 4, 8
and 6 for no, minimal, moderate and marked improvement, respectively. This study had an overall quality rating score of 69%.
Battistin et al. (1999)7: This study is also summarized previously (see Symptomatic Control of Parkinsonism). Briefly, this was
a randomized, double-blind, parallel group dihydroergocryptine
(DHEC)-controlled study conducted in 68 L-dopa-treated patients
PD who were reported as having inadequate therapeutic responsiveness. The study was prematurely stopped at 1 year due to the
high drop-out rate caused by adverse reactions; only the 3-month
data are reported. Efficacy was assessed using the UPDRS score
Part IV (dyskinesia + clinical fluctuations) as the primary outcome.
DHEC (60mg/d) was reported to induce a significantly greater reduction in UPDRS Part IV than lisuride (1.2 mg/d, 2.5 vs. 4.3 respectively, p<0.05). This study had an overall quality rating score
of 80%.

INTRAVENOUS/SUBCUTANEOUS FORMULATIONS
The relatively short duration of action and its water solubility
characteristics have led to the clinical testing of lisuride by prolonged IV infusion. However, lisuride is no longer available in
this formulation, and there were no qualified Level-I studies identified for inclusion in this review. Several Level-III studies have
been reported in the literature8-13, but are not included in this review.

REVIEW OF SAFETY
According to the literature published to date, lisuride is associated with the typical dopaminergic adverse drug reactions, including gastrointestinal effects, exacerbation of pre-existing dyskinesia, cardiovascular effects, and neuropsychiatric reactions. In two
studies, psychiatric adverse reactions were reported more frequently in the lisuride treatment-group than in patients receiving
bromocriptine5 or DHEC.7 However, these short-term studies are
limited and do not permit conclusions on the safety of long-term
use of lisuride. Case-reports of pleuropulmonary fibrosis have been
reported with lisuride similar to adverse reactions associated with
other ergotamine derivative dopamine agonists.14 Episodes of
“sleep attacks” have also been reported in selected patients treated
with lisuride.15

only be addressed based on available Level II or Level III studies.

EFFICACY
PREVENTION OF DISEASE PROGRESSION
There are no studies available that report on the neuroprotective
role of lisuride in PD, therefore, there is INSUFFICIENT EVIDENCE to conclude about the efficacy of lisuride regarding
neuroprotection.

SYMPTOMATIC CONTROL OF PARKINSONISM

Monotherapy
Based on one Level-I study2, lisuride is LIKELY EFFICACIOUS
as monotherapy when given early in the course of the PD (this
study had a large dropout group). Lisuride monotherapy is less
efficacious than L-dopa after a few months of treatment, and 50%
of the patients require L-dopa supplementation after 1 year.

Adjunct therapy
Based on one Level-I, placebo-controlled study in patients with
early PD, lisuride is LIKELY EFFICACIOUS as early combination therapy to L-dopa.3 Based on three small, short-term, lowquality, active comparator trials5-7, there is INSUFFICIENT EVIDENCE to conclude about the efficacy of lisuride as adjunct
therapy in advanced L-dopa-treated patients.

PREVENTION OF MOTOR COMPLICATIONS
Based on conflicting Level-I study results (one positive2 and
one negative3), there is INSUFFICIENT EVIDENCE to conclude
about the efficacy of lisuride in the prevention of motor complications in patients with PD.

CONTROL OF MOTOR COMPLICATIONS
In the absence of Level-I placebo-controlled studies, and conflicting study results of active comparator trials with low quality
ratings6,7, there is INSUFFICIENT EVIDENCE to conclude about
the efficacy of oral lisuride in the management of motor fluctuations.

SAFETY
Oral lisuride treatment carries an ACCEPTABLE RISK WITHOUT SPECIALIZED MONITORING. It appears to have a similar safety profile to other dopamine agonists, although some trials
have reported a greater incidence of adverse events with lisuride.

IMPLICATIONS FOR CLINICAL PRACTICE
In early management and treatment of Parkinson’s disease,
lisuride is POSSIBLY USEFUL as monotherapy or as an adjunct
to levodopa. Its use in advanced Parkinson’s disease patients with
motor fluctuations is INVESTIGATIONAL. (In several European
countries, the drug is marketed as monotherapy and as a levodopa
adjunct.) In most published reports, lisuride is given t.i.d. at a dose
ranging from 1.5 to 4.5 mg/d. The clinical effects of lisuride are
less well documented as compared to other several other DA agonists.

CONCLUSIONS

IMPLICATIONS FOR CLINICAL RESEARCH

Level-I studies available to assess the risk/benefit ratio of lisuride
in the treatment of PD are limited (less than 150 patients have
been followed-up from 4 weeks to 5 years), and the quality of
these studies is often moderate. Moreover, in the absence of placebo-controlled data, a number of important practical issues can

Lisuride appears to be an agonist with a similar profile to that of
the other ergotamine derivative DA agonists. To assess the clinical efficacy of lisuride, placebo-controlled, randomized studies and
comparative trials with other antiparkinsonian agents are needed.
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DA Agonists - Ergot derivatives: Pergolide

BASIC PHARMACOLOGY
MECHANISM OF ACTION
Pergolide is a synthetic ergoline dopamine (DA) agonist that
acts at both D1-like and D2-like receptors.1,2 Although pergolide
has mixed D1/D2 receptor activity, it has high intrinsic activity at
D2-like receptors, where its effects predominate. Unlike other
ergoline DA agonists (eg. bromocriptine), which has partial D1
effects and thus partially antagonizes D1 receptors (and thereby
reduces cAMP production), pergolide stimulates adenylate cyclase
activity (although only at high concentrations). Pergolide, like most
ergot derivatives, also acts on non-DA receptors.
In vivo, pergolide reduces prolactin plasma levels, reduces blood
pressure and induces contralateral rotation in the rat PD model
with unilateral 6-hydroxydopamine substantia nigra lesion. Putative neuroprotective properties have been reported in vitro (free
radical scavenger) and in vivo (aged rat) (for review see Yamamoto
[1998]3; Lange et al. [1994]4).

PHARMACOKINETICS
Pergolide pharmacokinetic properties are poorly understood.
Pergolide is rapidly absorbed from the gastrointestinal tract, reaching peak-plasma concentrations within 1 to 2 hours.5 Complete elimination of a single radiolabelled dose from the body is achieved within
4-5 days, with a mean elimination half-life of about 24 hours. Many
metabolites (at least 10 different ones) can be detected, which do not
appear to be produced by glucuronidation or sulfate conjugation.

REVIEW OF CLINICAL STUDIES
All studies included in this review on pergolide were classified
as Level I (Level II and III studies were excluded).

PREVENTION OF DISEASE PROGRESSION
No studies were identified on the neuroprotective effect of
pergolide in PD. There are two on-going randomized (Level-I),
long-term clinical studies on this topic. One is an English trial,
assessing the clinical effects of low-dose of pergolide. The other
one is a European 3-year study, using PET neuroimaging endpoints,
known as the PELMO-PET study. The preliminary results were
presented at the VIth International Symposium of the Movement
Disorders Society (Barcelona, 2000) and should be published in
the near future. Both trials are not indeed designed to truly assess
neuroprotection, but rather compare relative rates of disease progression in L-dopa and pergolide groups.

I), parallel-group, double-blind, placebo-controlled, 3-month study
conducted in 105 de novo patients with PD (mean age approximately 62 years). Efficacy assessments included UPDRS, a CGI
score and the Schwab and England ADL score. The primary outcome measure for comparison was the number of “responders,”
defined as those patients with a 30% or greater improvement on
the UPDRS motor scale (Part III). At the mean dose of 2 mg/d,
pergolide was more effective than placebo, as demonstrated by
the greater proportion of responders (57% with pergolide vs. 17%
with placebo, p<0.001). All other endpoints (UPDRS overall score,
UPDRS II, Schwab & England ADL score, and CGI) also favored
pergolide. Typical dopaminergic adverse reactions were reported
in this study, and were more frequent with pergolide than placebo
(eg. anorexia, dizziness, nausea, vomiting; p<0.05). Somnolence
was reported in 15% of the pergolide-treated patients and in 6% of
the placebo-treated patients. This study had an overall quality score
of 95%.
Mizuno et al. (1995)7: This study is reviewed in detail in the
bromocriptine section and, therefore, will only be briefly reviewed
below. This short-term (8-week), double-blind study reported results on the efficacy of pergolide on different types of patients
with PD (newly diagnosed as well as advanced disease). Fortynine de novo patients with PD were randomized to pergolide and
49 to bromocriptine. Pergolide (mean dose 1.43 mg/d) and
bromocriptine (mean dose 15.1 mg/d) both improved most of the
outcomes studied (ie. tremor, rigidity, akinesia, retropulsion, shortstep gait, masked face, freezing, hygiene, feeding, and dressing).
There were too many items assessed to report all endpoints in this
summary, and total score is available. Many patients were excluded
from analysis, and the improvement was said to be similar in both
groups. Adverse reactions were also comparable in both groups.
This study had a total quality score of 53%.
The available information about the long-term efficacy of
pergolide when used as monotherapy in early PD patients is even
more limited. The only available information is reported in an open
(Level-III), 2- to 4-year uncontrolled study (Mizuno et al, 1995).
Among 62 de novo patients that received pergolide as initial
antiparkinsonian treatment, L-dopa was added to pergolide in 28
patients at some point during follow-up because of disease progression with an unsatisfactory response to pergolide. Additional LevelI data is underway and should be available when the next 3-year Ldopa-controlled results of the PELMO-PET study are published.

SYMPTOMATIC CONTROL OF
PARKINSONISM

ADJUNCT THERAPY IN L-DOPA-TREATED
PATIENTS

Early Combination
No qualified Level-I studies were identified.

MONOTHERAPY OR EARLY COMBINATION IN DE
NOVO PATIENTS
Barone et al. (1999)7: This was the only large, randomized (Level
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Late Combination
Most studies reporting the results from adjunct treatment with
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pergolide in L-dopa-treated patients with PD have been performed
in patients with motor fluctuations. Several of these studies are
further described in the section Control of Motor Complications.
Only 5 randomized, (Level-I) studies met our inclusion/exclusion
criteria and are described below. One is placebo-controlled, and
four are bromocriptine-controlled.

Placebo-controlled Trials
Olanow et al. (1994)8: This was the only large, Level-I, randomized, parallel group, placebo-controlled study assessing the
effects of pergolide as adjunct to levodopa/carbidopa in 376 patients with moderately severe dyskinesia or end-of-dose deterioration (mean age = 63 years). The study assessed efficacy over a
6-month period using a new parkinsonian disability score including a variety of weighted items including depression, speech, facial expression, sialorrhea, tremor, rigidity, bradykinesia, finger
taps, rapid alternating hand patting, foot tapping, rising from a chair,
axial posture, stability and gait (maximal score = 356). Other assessment criteria were a weighted assessment of ADL (maximum
score = 100), an assessment of dyskinesia (0-4) and a quantitative
estimate of number of “off” hours. At the study endpoint, pergolide
(mean dose 2.94 mg/d) induced a greater decrease in L-dopa daily
dose than placebo (-25% vs. -5%, respectively, p<0.001). There
was a significant improvement vs. placebo in most assessment
criteria. This was true for total Parkinsonian score: 88 in the
pergolide treatment group vs. 120 in the placebo treatment group
(p<0.001) with an improvement of parkinsonian score of >25%
occuring in 56% of pergolide-treated vs. 25% of placebo-treated
patients (p<0.001). ADL improved significantly more with
pergolide (22.1) than placebo (30.8; p<0.001). Adverse reactions
included dyskinesia, nausea, hallucinations, drowsiness, insomnia, and were more frequent with pergolide than placebo. Adverse
reactions led to withdrawal in 9.5% pergolide-treated patients and
4.3% of the placebo-treated patients. This study had an overall
quality score of 83%.

Bromocriptine-controlled Trials
There were four bromocriptine-controlled Level-I trials reported
to date, and they have only moderate quality scores and are briefly
summarized below (see also section on Bromocriptine).
LeWitt et al. (1983)9: This was a double-blind, two-period, crossover study conducted in 27 patients with PD. The periods of treatment ranged from 7 to 10 weeks. The mean optimal dose of
pergolide was 3.3 mg/d and that of bromocriptine was 42 mg/d.
With both drugs adjusted to an optimal dose, similar control of
parkinsonism was reported. Adverse reactions were similar in spectrum and frequency for each treatment. This study had an overall
quality score of 50%.
Mizuno et al. (1995)7: This short-term, (8-week), double-blind,
parallel group study enrolled 93 PD patients that had “unsatisfactory results on L-dopa therapy” to pergolide (maximum permitted
dose 2.25 mg/d) and 99 patients to bromocriptine (maximum permitted dose 22.5 mg/d). Pergolide (mean dose 1.24 mg/d) and
bromocriptine (mean dose 14.6 mg/d) both improved most of the
endpoints studied. There was no statistical difference between the
treatments. Adverse reactions were comparable in both groups.
This study had an overall quality score of 53%.
Pezzoli et al. (1995)10: This was a single-blinded, 12 weeks,
cross-over study carried out in 68 patients PD who showed a declining response to L-dopa therapy. The optimal daily dosages were
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24.2 mg for bromocriptine and 2.3 mg for pergolide. Significant
improvements vs. baseline occurred during both bromocriptine and
pergolide therapy. Direct comparison of the two treatments showed
pergolide to be significantly more effective than bromocriptine in
4 of 5 daily living scores of the NYUPDS, the physical examination total aggregated score, and several subscores (p<0.05). These
differences were small, and their clinical relevancy is unclear.
Adverse reactions were quite comparable with both treatments.
This study had an overall quality rating score of 57%.
Boas et al. (1996)11: This is a 24-week (12 week per period),
open-label, cross-over study conducted in 33 L-dopa-treated patients with PD that had suboptimal control of motor fluctuations.
The mean doses of bromocriptine and pergolide at the end of the
titration phase were 21.7 mg/d and 3.6 mg/d, respectively. The
improvement in UPDRS motor examination scores was significant over baseline scores with both agents (p<0.05), and the improvement was reported to be significantly greater with pergolide
than with bromocriptine (p<0.01). The daily dose of levodopa was
significantly lower with pergolide (-26%) than with bromocriptine
(-10%, p<0.01). The difference of effect between treatments was
however modest and, therefore, the clinical relevance of this difference in not clear. Adverse reactions were comparable with both
drugs. This study had an overall quality score of 60%.

PREVENTION OF MOTOR COMPLICATIONS
At the time of this report, there is limited published evidence on
the use of pergolide in the prevention of motor complications. No
Level- I trial was identified, and the 3-year data of the L-dopacontrolled PELMO-PET study has not been published yet. Until
now, the only available data identified comes from the 62 patients
followed-up in an open-label, uncontrolled study (Level III) in 2
to 4 years follow-up period reported by Mizuno and colleagues
(1995)7 (and is described previously in the Section on Symptomatic Control of Parkinsonism: Monotherapy). The incidence of the
“wearing-off” phenomenon was reported to be 8.8% in patients
that could be continued on pergolide monotherapy while it reached
42.9% in those who received L-dopa supplementation but it is
possible that the group of patients on pergolide monotherapy might
have had a milder disease. Similarly, dyskinesias were rare during
pergolide monotherapy (14.7%), increasing to 21.5% in patients
who received pergolide plus L-dopa.

CONTROL OF MOTOR COMPLICATIONS
Only two randomized, (Level-I) studies met inclusion/exclusion
criteria. One is placebo-controlled and the other is a bromocriptinecontrolled trial.
Olanow et al. (1994)8: As summarized previously, this was a
Level-I, randomized, parallel-group, placebo-controlled study (see
section on Control of Parkinsonism). Quantitative estimate of the
number of “off” hours per day during the week preceding each
visit was assessed using a diary card. At study endpoint, pergolide
(2.94 mg/d) induced a greater decrease in hours “off” than placebo (pergolide: from 5.6 hours at baseline to 3.8 hours at final
visit vs. placebo: from 5.2 hours at baseline to 5.0 hours at final
visit, p<0.001).
Mizuno et al. (1995)7 (also see section on Bromocriptine): This
study is reviewed in the Bromocriptine section and therefore only
summarized briefly. This was an 8-week, double-blind, parallelgroup study conducted in with PD who had an “unsatisfactory
results on L-dopa therapy.” 93 patients were randomized to
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pergolide (maximum permitted dose 2.25 mg/d) and 99 were randomized to bromocriptine (maximal permitted dose 22.5 mg/d).
Efficacy was assessed using a simplified rating scale consisting of
a 5-grade rating score, one of which assessed the severity of the
wearing-off phenomenon. The wearing-off phenomenon with
bromocriptine treatment (mean score reduction from 3.6 at baseline
to 3.2, p<0.01) was similar to pergolide treatment (mean score reduction from 3.6 at baseline to 3.1, p<0.001).

PD patients. Efficacy for long-term management beyond 6 months
has not been established in randomized, controlled trials. Like other
agonists, pergolide allows reduction of the daily dose of L-dopa.

REVIEW OF SAFETY

CONTROL OF MOTOR COMPLICATIONS OR
OTHER COMPLICATIONS

Pergolide is associated with adverse reactions similar to those
reported with other dopaminergic agonists (eg. nausea, vomiting,
hypotension, and psychosis). Dyskinesia is exacerbated when
pergolide is added to L-dopa therapy. There is a lack of evidence
that the early use of pergolide can delay or reduce the risk of occurrence of motor complications (eg. dyskinesia or wearing-off).
The results from the PELMO-PET study should help address these
clinical issues.
As with other ergot derivatives, case-reports of pleural pulmonary
fibrosis have been published in patients receiving pergolide.12-14
Several cases of “sleep attacks” have been reported with
pergolide.15,16 There is some debate if “sleep attacks” are less frequent with pergolide than with other dopamine agonists, like
pramipexole and ropinirole, but in the absence of well-conducted
epidemiological data, this remains uncertain.
Pergolide does not seem to have an effect on life expectancy,
but data on mortality is limited. There is one open-label, retrospective, uncontrolled analysis of mortality data from clinical trials involving 1330 patients with PD that received pergolide as an
adjunct to L-dopa.17 When compared to the general population of
the same gender, age and race, the ratio of observed to expected
deaths (over the same period of observation) was 2.3.

CONCLUSIONS
In spite of its long and wide use in many countries, the amount
of available Level-I evidence supporting the efficacy and safety
of pergolide remains limited (less than 200 patients followed-up
for less than 6 months). Specifically, there are only two large, placebo-controlled studies (one in de novo and one in L-dopa-treated
patients).

EFFICACY
PREVENTION OF DISEASE PROGRESSION
There are INSUFFICIENT EVIDENCE to determine the efficacy of pergolide in the prevention of disease progression in patients with PD.

SYMPTOMATIC CONTROL OF PARKINSONISM

Monotherapy
On the basis of one recent randomized, placebo-controlled
study6, pergolide is considered EFFICACIOUS in the treatment of
de novo patients with PD. However, efficacy beyond 3 months is
not established at this time (but, studies are underway).

Adjunct Therapy
On the basis of one placebo-controlled study8, pergolide is considered EFFICACIOUS for the treatment of parkinsonism as an
adjunct therapy to L-dopa in patients with PD and motor fluctuations. There is INSUFFICIENT EVIDENCE to conclude on the
efficacy of the early combination of pergolide to levodopa in stable

PREVENTION OF MOTOR COMPLICATIONS
There is INSUFFICIENT EVIDENCE to determine the efficacy
of pergolide regarding prevention of motor complications in patients with PD.

Based on one placebo-controlled, Level-I study8, pergolide is
EFFICACIOUS in controlling motor fluctuations.

SAFETY
Studies reviewed above show that the use of pergolide has an
ACCEPTABLE RISK WITHOUT SPECIALIZED MONITORING. There is no evidence that this risk is different from that of the
other available dopamine agonists (see section on Bromocriptine).

IMPLICATIONS FOR CLINICAL PRACTICE
Pergolide has been available in clinical practices longer than many
of the newer DA agonists providing good clinical experience with
this drug, but it has been less rigorously studied in clinical trials.
Based on the evidence available to date, pergolide is CLINICALLY
USEFUL as initial, short-term (3 months), monotherapy in de novo
patients with PD for the treatment of parkinsonism, and as adjunct
therapy in L-dopa-treated patients with PD.
In most published clinical trials, pergolide was used at a mean
daily dose between 1.5 mg/day and 3.5 mg/d, with a t.i.d. regimen.
There are no studies demonstrating unequivocal superiority of
pergolide over bromocriptine. Regarding patient management, an
equivalency ratio has been proposed of 1:10 with appropriate titration around this dosage. To date, no other comparative studies
are available comparing pergolide to other dopamine agonists.

IMPLICATIONS FOR CLINICAL RESEARCH
• Pergolide effects on long-term clinical outcomes and disease
progression are needed (ie. The PELMO-PET study is ongoing).
• Active comparator trials evaluating the relative efficacy of
pergolide to other DA agonists and other antiparkinsonian
agents, like MAO-B and COMT inhibitors are needed.
• Pharmacoeconomic studies are needed to compare the cost benefits between the different DA agonists.
• Long-term data on the impact of pergolide on quality of life
and mortality are needed.
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DA Agonists - Non-Ergot derivatives: Apomorphine

BASIC PHARMACOLOGY

REVIEW OF CLINICAL STUDIES WITH
SUBCUTANEOUS APOMORPHINE

MECHANISM OF ACTION
Apomorphine is a dihydro-aporphine synthesized by reducing
morphine with hydrochloric acid to a chlorhydrate, which is rapidly oxidized when in contact with air.1 Apomorphine is a mixed
D1 and D2 agonist, and is ten times more potent than dopamine. It
has the same affinity for D1 and D2-like receptors and has a high
affinity for D3 receptors.1
In healthy volunteers, apomorphine induces typical dopaminergic effects (eg. hypersalivation, hypotension, nausea, vomiting)
and has marked sedative effects.
Recently, apomorphine has been shown to have antioxidant and
potentially neuroprotective properties in in vitro and in vivo models of Parkinson’s disease (PD).2,3 In patients with PD, subcutaneous apomorphine induces an “on” state within 10 to 15 minutes,
comparable in amplitude to the L-dopa-induced “on” response.

PHARMACOKINETICS
After oral administration, apomorphine is completely absorbed
from the gastrointestinal tract but, due to pronounced metabolic
inactivation of the compound on first passage by the liver (first
pass effect), orally administered apomorphine is, for the most part,
not bioavailable. Due to this pharmacokinetic profile, apomorphine
in not efficacious when administered orally. Therefore, this route
of administration is not used in clinical practice.
There are no pharmacokinetic investigations with apomorphine
in healthy volunteers, and the only available data were obtained in
patients with PD. After subcutaneous injection, the maximal apomorphine plasma level (Tmax) is obtained within 10 minutes and
shows large variations among individuals. The plasma elimination half-life is approximately 35 minutes. Apomorphine is 95%
bound to plasma proteins. The most important mechanism of apomorphine inactivation in vivo is glucuronidation and subsequent
excretion of conjugates via the kidney. Methylation as well as
demethylation is another catabolic route, with theoretical potential interactions with COMT inhibitors.
Apomorphine is generally used subcutaneously in clinical practice. This route of administration is associated with rapid onset of
antiparkinsonian effects and circumvents difficulties with erratic
gastric emptying and intestinal absorption. An injectable pen for
apomorphine, similar to those used with insulin, is available in
some countries. Chronic infusion with an ambulatory mini-pump
is possible as well.
Apomorphine has also been tested for sublingual, intranasal,
and rectal administration in an attempt to circumvent the problem
of first pass metabolism through the liver.

PREVENTION OF DISEASE PROGRESSION
No qualified studies were identified.

SYMPTOMATIC CONTROL OF
PARKINSONISM
MONOTHERAPY OR EARLY COMBINATION IN DE
NOVO PATIENTS
In de novo patients with early parkinsonism, acute subcutaneous challenges with apomorphine monotherapy have been proposed to test the dopaminergic responsiveness of the motor symptoms in order to help clinicians in differential diagnosis between
“idiopathic” Parkinson’s disease and other parkinsonian syndromes4. However, in early PD the sensitivity and specificity of
this test is low and remains debated. There is no long-term, randomized controlled trial for subcutaneous apomorphine in PD, and
the only present therapeutic indication for subcutaneous apomorphine is to help control severe “on/off” oscillations in L-dopatreated patients who have received other oral treatments (eg. DA
agonists, MAO-B inhibitors, COMT inhibitors) without sufficient
improvement. Consequently no study qualifying for this indication was identified.

ADJUNCT THERAPY IN L-DOPA-TREATED
PATIENTS

Early Combination
No qualified studies were identified.

Late Combination
Level-II Studies
No Level-I studies qualifying for inclusion in this review were
identified. One short (less than 4 weeks of follow-up) controlled
trial was identified. It is not clear from the text if this study was
truly randomized or not and, therefore, it is considered a Level-II
trial. It is incorporated in this review in the absence of randomized
Level-I information.
Duby et al. (1972)5: Thirty-one patients with parkinsonism were
studied in three different treatment regimens: 17 received subcutaneous acute challenges with apomorphine without concomitant
L-dopa treatment; 20 received apomorphine with oral L-dopa; and
6 with and without L-dopa. Some patients participated in more
than one treatment regimen. This review summarises the results
from patients “off” L-dopa therapy. In a double-blind, placebocontrolled comparison, each patient received 2 to 5 single injections of apomorphine or sodium chloride solution 60 to 90 minutes after a standard breakfast. Tests were initiated with 0.5 or 1.0
mg of apomorphine, and increased as tolerated. No domperidone
pre-treatment was administrated. Efficacy was assessed with a
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“non-validated” method using “grading of parkinsonian signs and
of choreoathetoid involuntary movements”. The report does not
specify the order of the injections as truly random, but assessments
were made in a double-blind fashion. Placebo treatment in 11 patients (15 tests) reduced scores by no more than 10% (mean effect
= 1.2±1.2%). Maximum benefit with apomorphine was reported
between 40 to 60 minutes after injection. Six of 11 patients “off”
L-dopa showed improvement in overall parkinsonian score by more
than 23%. Similar trends were reported in the other arms of the
trial performed in patients receiving L-dopa therapy. Reported
adverse drug reactions included nausea, vomiting, orthostatic hypotension, pallor, sweating, and dizziness, among others.

Level-III Studies
Because of the paucity of Level-I and Level-II information,
Level-III studies with more than 20 patients followed up for more
than 4 weeks assessing quantitatively the effects of apomorphine
on parkinsonian symptoms were also considered. Only two studies qualified for inclusion in this review.
Ostergaard et al. (1995)6: This is a short-term (4-day) randomized, placebo-controlled, double-blind, cross-over trial, assessing
the duration of “off”periods when apomorphine was given as subcutaneous injections by a single use pen (see section on Control of
Motor Complications). However, this 4-day randomized trial was
(1) preceded by an open evaluation of the dopaminergic response
of various parkinsonian symptoms to apomorphine through an
acute apomorphine test, and (2) followed by an 8-week open-label extension when UPDRS scores were recorded. Twenty-two
patients with PD and severe “on-off” phenomenon entered the
study (mean age = 59 years, mean PD duration = 10 years, mean
duration of L-dopa therapy = 8 years).
Results from the apomorphine test: 21 out of 22 patients were
evaluated, and four variables were assessed immediately and 3045 minutes after each injection (rigidity, tremor, time to make 20
hand turnings and time to walk 7 meters and back). A positive test
was defined as a significant effect in at least two of the four tests
(minimum 25% reduction for tremor or rigidity and minimum 33%
reduction in hand turnings or walking). 20 out of 22 patients fulfilled the criteria for a positive response. The optimal dose of apomorphine was 3.4 (0.8-6.0) mg.
During the 8-week extension period, Activity of Daily Living
(part II) was assessed for “off” period only and Motor Examination (part III) was assessed during an “on” period only, at baseline
and at endpoint. This allowed, in theory, assessment of the response
of parkinsonian symptoms to apomorphine in L-dopa-treated patients (screening versus 8-week). Fourteen out of the 22 patients
terminated the 8-week follow-up. There were only modest changes
in UPDRS scores. UPDRS part II (off) was 18.3 (7.0-27.0) at
screening and 13.2 (5.0-22.0) at week 8. UPDRS part III (on) was
9.8 (1.5-22.2) at screening and 6.7 (1.0-14.4) at week 8. No statistical comparisons were provided. One explanation why no major
UPDRS differences were reported in this part of the trial is because of the short duration of action of subcutaneous injections of
apomorphine. This pharmacological feature suggests that the drug
may be useful to reduce the duration of “off” periods (see section
on “Control of Motor Complications”). It is unlikely that any residual effect of apomorphine is observed once the patient has
switched back to “off”. Similarly, when “on”, it is difficult to
achieve an additive effect of apomorphine to L-dopa if the timing
of assessment relative to dosing is not carefully monitored. The
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situation is markedly different for continuous apomorphine infusion (see below7).
Pietz et al.19987: This study is also reviewed below in greater
details (see section “Control of Motor Complications”). Briefly,
out of 60 patients with advanced Parkinson’s disease, (age range
42-80 years), 49 were treated for 3 to 66 months with intermittent
subcutaneous injections or continuous infusions of apomorphine.
The principle assessment outcome measure was “time spent off”
as assessed with diaries, but the Hoehn and Yahr and Schwab and
England scales were also recorded, allowing an estimate of the
effects of apomorphine on the parkinsonian syndrome itself. No
UPDRS assessment was performed.
25 patients were treated with continuous infusion (median 44
months follow-up) . The median Hoehn and Yahr stages significantly improved in both “on” (before apomorphine 3.0; on apomorphine 2.5; p=0.02) and “off” condition” (before apomorphine
4.5; on apomorphine 4.0; p<0.01) while the levodopa treatment
could be reduced in most patients (24 out of 25 in the continuous
infusion group). The baseline dose of L-dopa was 900 mg/d and
dropped to 450 mg/d and 8 patients stopped L-dopa completely.
The total daily dose of apomorphine at the end of follow-up was
116 mg. The Schwab and England scale also improved in the “on”
condition “ (before apomorphine 70%; on apomorphine 80%;
p<0.01) as well as in the “off” condition “ (before apomorphine
40%; on apomorphine 50%; p<0.01).
In the same study, 24 patients were also treated with non-continuous subcutaneous injections of apomorphine for more than 2
months (median 22 months). The Hoehn and Yahr staging in the
“on” and “off” condition did not show any significant change. For
the Schwab and England score there was a significant improvement in “off” but not in “on” (before treatment 60%; on apomorphine 70%; p=0.027)

PREVENTION OF MOTOR COMPLICATIONS
No qualified studies were identified for the use of apomorphine
in prevention of motor complications.

CONTROL OF MOTOR COMPLICATIONS
No Level-I studies qualified according to our inclusion criteria.
However, one smaller and shorter randomized (Level-I) and few
non-randomized, uncontrolled (Level-III) trials enrolling more than
20 patients with a 4 week follow-up period were identified and
have therefore been incorporated in this section for review.

Level-I Studies
Ostergaard et al. (1995)6: (see also section on “Symptomatic
Control of Parkinsonism” as an adjunct in L-dopa-treated patients).
This is a randomized, placebo-controlled, double-blind, cross-over
trial, with a short scheduled 4-day period of apomorphine treatment and 4-day period of placebo. Domperidone pretreatment was
used (60mg/d). Apomorphine was given as subcutaneous injections by a single use pen. Apomorphine dose was optimized for
each patient before the study, and the maximum single dose allowed was 12 mg. 22 patients with PD and severe “on-off” phenomenon entered the study (mean age = 59 years, mean PD duration = 10 years, mean duration of L-dopa therapy = 8 years). Seventeen patients participated in the cross-over design. Number, duration and severity of “off” periods were recorded by a staff member who monitored patients for 8 hours a day, for 2 days during
each cross-over phase. Changes of oral antiparkinsonian medica-

S85

DA Agonists - Apomorphine
tions were “discouraged”. Apomorphine, at the mean dose of 3.9
mg (1 to 8 mg), had a significant and superior effect versus placebo in reducing both severity and duration of “off” periods: apomorphine caused a 58% reduction in the mean daily duration of
“off” periods compared with placebo (apomorphine: 2 hours “off”
vs. placebo: 4.8 hours “off” during 8-hours of observation,
p<0.0001). The severity of the “off” periods also improved with
apomorphine, while the number of “off” periods increased possibly due to a fragmentation of otherwise longer “off” periods. Apomorphine increased the patients’ feeling of freedom. The study
was extended to include an open label, 8-week follow-up period.
After this follow-up period, the clinical effects were unchanged.
Eight patients dropped out due to hypotension, unsatisfactory effect or lack of motivation. The main adverse reactions were involuntary movements, nausea, orthostatic hypotension and subcutaneous nodules.

Level-III Studies
Frankel et al. (1990)8 included 57 L-dopa-treated patients with
PD who had refractory “off” period disabilities. Patients received
subcutaneous apomorphine for 16 months. Thirty patients (mean
age = 59 years, mean PD duration = 15 years, mean duration of Ldopa therapy = 13 years) were given intermittent suprathreshold
injections for 13.5 months. The time spent “off” fell from 6.9 to
2.9 hours (diary records, p<002). Similarly, 21 patients (mean age
= 59 years, mean PD duration = 18 years, mean duration of Ldopa therapy = 16 years) received continuous apomorphine infusion for 22 months and the time spent “off” decreased from 9.9 to
4.5 hours (p<0.01). Six patients were reported as failures (severe
disability during “on” periods). The incidence of neuropsychiatric
side effects was 7%. All patients on continuous infusions developed nodules at the needle sites. Most patients initially reported
mild drowsiness and nausea.
Hughes et al. (1993)9: This study reports the results of 71 patients treated with subcutaneous apomorphine who received continuous waking-day infusion with boluses or repeated intermittent
injections for 1 to 5 years. It is not clear if this study includes patients reported in the previous clinical report.8 The reduction in
daily “off” period time was approximately 50% (diary records),
but increasingly severe on-phase dyskinesia and postural instability marred the long-term therapeutic response in many patients.
No significant tolerance or loss of therapeutic effect was reported.
Colzi et al.( 1998)10 This study reports the long-term follow-up
(minimum duration of 2.7 years) of 19 PD patients with unpredictable “on-off” and severe dyskinesia treated with continuous subcutaneous apomorphine. L-dopa was slowly, but steadily, reduced with a concomitant increase in apomorphine dosage. Nine
patients stopped L-dopa therapy, while the others continued to take
an early morning dose and/or a nocturnal controlled release dose.
A mean 65% reduction in dyskinetic severity and a mean 85%
reduction in frequency and duration occurred. On discontinuation
of L-dopa, a concomitant reduction in “off” period time was also
seen (35% to 10% of waking day “off”). Most patients experienced abdominal cutaneous nodules at the needle site and four
developed abdominal wall scaring with ulcerations. Neuropsychiatric effects were seen in three patients.
Pietz et al. (1998)7 (see also above section “Control of Parkinsonian Symptoms in patients already treated with L-dopa): 60 patients with advanced Parkinson’s disease were included in this
study, of whom 49 (age range 42-80 years) were treated for 3 to 66

months with intermittent subcutaneous injections or continuous
infusions of apomorphine. The 11 other patients dropped out after
a test period of 2 months due to psychiatric side effects (n=3),
insufficient effect (n=3), technical difficulties in handling the equipment (n=2), hemolytic anaemia (n=1), death from unrelated reason (n=1) and participation in another trial (n=1). Efficacy was
assessed by a specialized nurse who recorded “off” and “on” and
“on with dyskinesia” every 30 minutes during the awake part of
the day for at least 2 days before treatment, and for 4-8 hours at
every evaluation visit. Dyskinesias were also estimated according
to the Obeso scale. The patients completed “on-off” diaries for at
least 1 week before each follow-up visit.
Twenty-five patients were treated with continuous infusion (median 44 months follow-up). The daily time in “off” was reduced
from 50% (baseline) to 25% (p<0.001). Other outcome measures
(Hoehn and Yahr, Schwab and England) were also improved. The
L-dopa treatment was reduced in most patients (24 out of 25 in the
continuous infusion group). Baseline dose was 900 mg/d and
dropped to 450 mg/d, and 8 patients stopped L-dopa completely.
The total daily dose of apomorphine at the end of follow-up was
116 mg. Five patients stopped treatment because of psychiatric
side effects (n=3) and insufficient effect (n=2). Time spent “off”
was reduced from 50% at baseline to 25%. Overall dyskinesias
were reported unchanged (severity improved in 7 patients, unchanged in 9 patients and worse in 9 patients; duration decreased
in 5 patients, unchanged in 12 and increased in 8 patients). The
Obeso dyskinesia scale had an intensity score of 2.2 (range 0-4)
and a duration score of 1.7 (0-3) before treatment and of 1.9 (0-4)
and 1.5 (0-3) respectively on apomorphine. Local irritations (nodules) were reported in all patients, with abscess in one case and
necrotic areas in other patient. Other adverse events were orthostatic hypotension, urinary urge, diarrhea, nausea, hyperlibido. Psychiatric changes were seen in 11 patients (psychosis, hallucinations, illusion, and confusion).
Twenty-four patients were treated with subcutaneous injections
of apomorphine for more than two months (median 22 months).
Time spent “off” was reduced from 50% at baseline to 30% on
apomorphine (p<0.001). Changes in other outcome measures
(Hoehn and Yahr and Schwab and England scores) were less conclusive. The mean L-dopa daily dose remained unchanged, but
the number of doses a day increased from 7 to 10. Dyskinesia
intensity and duration were reported to be inconsistently influenced
by apomorphine (intensity improved in 2 patients, worse in 3 and
unchanged in 19; duration decreased in 2 patients, unchanged in
19 and increased in 3). The mean Obeso score in “on” with and
without apomorphine was unchanged (intensity score 1.7 (0-4)
before apomorphine and 1.6 (0-4) after apomorphine; duration
score 1.3 (0-3) before apomorphine and 1.4 (0-3) after apomorphine). The most frequent side effects were nausea (n=8) and orthostatic hypotension (n=4). Two patients developed hallucinations
and one reported confusion.

REVIEW OF CLINICAL STUDIES WITH
OTHER ROUTES OF ADMINISTRATION
OF APOMORPHINE
INTRANASAL APOMORPHINE
No Level-I studies were identified that fulfilled all the inclusion
criteria needed for this review. However, one small (less than 20
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patients per treatment group) and short (less than 4 weeks of follow-up) randomized, double-blind, placebo-controlled, cross-over
trial studied the clinical efficacy of intranasal apomorphine as rescue therapy for PD in the “off” states. 11
Dewey et al. (1998)11: This study was a 2-week trial (2-week
study period separated by a 1-week wash-out period) done in 9
patients with PD (mean age = 61 years; mean disease duration =
12.6 years). Patient diary records revealed that intranasal apomorphine (4.1mg / administration) had a latency to onset effect of 11
minutes and a duration of action of 50 minutes. Intranasal apomorphine adverse reactions included nasal irritation (n = 3), dyskinesia (n = 4), nausea (n = 2), and yawning (n = 2).
Few other small and short-term Level-III trials (involving less
than 20 patients) have also been published with intranasal apomorphine12-14 and are available in the literature for further review.

SUBLINGUAL APOMORPHINE
No Level-I study fulfilling our inclusion criteria qualified for
review, however one small study is included (performed in less
than 20 patients) that reported the results of sublingual apomorphine as rescue therapy for PD off-states (Ondo et al.1999).15
Ondo et al. (1999)15: This is a double-blind, placebo-controlled
study that enrolled ten patients with PD who had motor fluctuations. After having a defined optimal acute dose of sublingual apomorphine, patients underwent efficacy assessment using timed
motor tasks (finger tapping, walking). At the dose of 40 mg, apomorphine improved tapping speed (31% over placebo) and
ambulation speed (45% over placebo) (p<0.05). Onset of effect
occurred within 20 minutes in 7 patients and within 40 minutes in
the remaining 3 patients. Eight of 10 patients found the taste disagreeable. One had nausea and another patient presented with
orthostatic hypotension.
There are also in the literature other small (less than 20 patients),
short-term (less than 4 weeks), open-label studies (Level III) assessing the pharmacokinetics and clinical effects of apomorphine
when administered via sublingual administration.16-20

and the usefulness of blood count monitoring for this purpose remains uncertain.23,24

CONCLUSIONS
The evidence related to the use of apomorphine in the treatment
of Parkinson’s disease is based on a limited number of open-label,
Level- III studies, enrolling small numbers of patients. Some of
these patients have been followed-up for several years.

EFFICACY
PREVENTION OF DISEASE PROGRESSION
There is INSUFFIENCT EVIDENCE to conclude on the efficacy of apomorphine in the prevention of disease progression.

SYMPTOMATIC CONTROL OF PARKINSONISM

Monotherapy or early combination in de novo
patients
For diagnostic purposes, apomorphine has been proposed as a
way to test the dopaminergic responsiveness of parkinsonian symptoms in patients with early parkinsonism9 but has low sensitivity
and specificity. In the absence of controlled studies and long-term
follow-up data, there is INSUFFICIENT EVIDENCE to conclude
on the efficacy of apomorphine in de novo patients with Parkinson’s
disease.

Adjunct therapy in L-dopa-treated patients
Continuous subcutaneous infusion of apomorphine is considered LIKELY EFFICACIOUS for controlling parkinsonian symptoms in patients with advanced PD who are already on L-dopa
therapy. This conclusion is based on open-label, Level-III trials
reporting that L-dopa therapy can be substantially reduced, or even
stopped (without deterioration of symptoms in some patients, and
improvement in other patients) when patients are treated with apomorphine pumps. There is INSUFFICIENT EVIDENCE to conclude on apomorphine efficacy as an adjunct to levodopa for early
treatment of PD in patients without motor fluctuations.

OTHER ROUTES OF ADMINISTRATION

PREVENTION OF MOTOR COMPLICATIONS

There are a few additional studies reporting efficacy and tolerability of other routes of administration of apomorphine, but none
qualified for inclusion in this review.21,22

There is INSUFFIENCT EVIDENCE to conclude on the efficacy of apomorphine in the prevention of motor complications.

REVIEW OF SAFETY

Subcutaneous apomorphine (continuous infusion or pen jet injections) is considered LIKELY EFFICACIOUS in the control of
motor fluctuations in patients with advanced PD who have severe
“on-off” problems. This conclusion is based on one small, shortterm, placebo-controlled study6 and several Level-III trials reporting that subcutaneous apomorphine can (1) switch patients with
PD from the “off” to the “on” condition with an amplitude of the
response comparable with that of L-dopa and (2) reduce the duration of “off” periods.
In spite of one encouraging small long-term level III study10,
there is INSUFFICIENT EVIDENCE to conclude about the efficacy of apomorphine (continuous infusion) on the long-term management of L-dopa-induced dyskinesias.
Although similar response rates are observed for the sublingual
and intranasal administrations compared to subcutaneous administration, strong Level-I evidence is lacking, and therefore, alternative routes of administration of apomorphine (eg. sublingual,
intranasal) are LIKELY EFFICACIOUS in controlling motor fluc-

CONTROL OF MOTOR COMPLICATIONS
Similar to other DA agonists, apomorphine can induce nausea
and vomiting, hypotension, psychosis and sexual dysfunction (ie.
hypersexuality; frequent erections). The use of domperidone coadministration reduces the severity of the “peripheral” digestive
and cardiovascular dopaminergic adverse reactions. Subcutaneous nodules at the injection site are frequent and sometimes painful and may become infected. It is likely that this adverse reaction
is related to the intrinsic physical properties of the compound, since
problems of local toxicity have been reported at any site of apomorphine administration (subcutaneous, sublingual, and intranasal). The reports of hypersexuality due to apomorphine have led
to its expanded clinical use to treat sexual dysfunction and impotency.
Although apomorphine is a derivative of an opiate component,
there is no evidence associating apomorphine with addiction.
Rare Combs-positive haemolytic anemia, especially in patients
receiving continuous subcutaneous infusions, have been reported,
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tuations but poorly tolerated in practice. Pharmacokinetic parameters must permit plasma concentrations to reach adequate levels
to achieve this therapeutic goal.

SAFETY
The use of apomorphine has an ACCEPTABLE RISK, WITHOUT SPECIAL MONITORING, if accompanied by domperidone
administration in order to reduce the severity of “peripheral” digestive and cardiovascular dopaminergic adverse events. However, the complex use of the subcutaneous route of administration,
specially that of continuous pumps, requires a trained referring
center to adequately manage the patients.

IMPLICATIONS FOR CLINICAL PRACTICE
As “rescue therapy” for patients with sudden, unexpected and
resistant “off” periods, the evidence available (mainly restricted
to Level III consistently reporting improved parkinsonism scores
to a degree comparable to levodopa) is considered sufficient to
conclude that subcutaneous apomorphine is POSSIBLY USEFUL.
Because of the alternate route of administration and complexity of
treatment paradigms, apomorphine is often restricted to complex
and difficult to manage patients. Apomorphine should be administered by physicians experienced with the drug and managing these
complex patients. Dose ranges vary and single injections range
between 2-6 mg. This is consistent with a 0.5 to 4 mg/h for continuous infusion. A caregiver is needed who will be able and willing to administer treatment, which may be difficult to do when
patients are in the “off” periods.
Until additional studies are done, the use of apomorphine given
through other routes of administration (other than the subcutaneous) remains INVESTIGATIONAL.

IMPLICATIONS FOR CLINICAL RESEARCH
• Randomized controlled studies are needed to assess the usefulness of subcutaneous apomorphine vs. other treatments (like deep
brain stimulation and other forms of surgery usually recommended
to improve severe motor fluctuations).
• Further controlled studies are needed to establish the potential
long-term benefit of apomorphine continuous subcutaneous infusion on dyskinesia.
• Interaction between apomorphine and COMT inhibitors should
be studied in patients with PD.
• Additional trials are needed to assess the efficacy and safety of
routes of apomorphine administration that are more practical (eg.
sublingual formulations) than subcutaneous injections.
• Studies should be done to assess the usefulness of monitoring
changes of blood cells during chronic treatment with apomorphine.
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DA Agonists - Non-Ergot derivatives: Piribedil

BASIC PHARMACOLOGY

REVIEW OF SAFETY

MECHANISM OF ACTION

Based on the limited amount of available data and its long use
in clinical practice in several countries, it appears that adverse reactions associated with piribedil are similar to other dopamine
agonists in this class of drug including gastrointestinal cardiovascular and neuropsychiatric events. One case report of possible
“sleep attacks” in a patient on piribedil has recently been reported.6

Piribedil is a non-ergot derivative D2/D-3 agonist1 with alpha-2
antagonistic effects2. Piribedil is effective in reversing parkinsonian symptoms in the MPTP-treated primate3. The clinical effects
of piribedil cause lower prolactin plasma levels and blood pressure, and induces nausea. There is also some evidence that piribedil
has neuroprotective effects in experimental models4.

CONCLUSIONS

PHARMACOKINETICS
Piribedil is administered orally, Tmax is reached within 1 hour,
and it has a relatively long plasma elimination half-life (20 hours).
Piribedil solubility allows it to be used intravenously for experimental purposes or acute challenge tests.

REVIEW OF CLINICAL STUDIES
PREVENTION OF DISEASE PROGRESSION

EFFICACY, SAFETY AND IMPLICATIONS
FOR CLINICAL PRACTICE
According to the paucity of Level-I data and the lack of studies
published that met inclusion criteria, there is INSUFFICIENT EVIDENCE to conclude about the efficacy, safety and implications
for clinical practice of piribedil. Level-I studies are ongoing, and
future recommendations will be based on these forthcoming reports.

No qualified Level-I studies were identified.

IMPLICATIONS FOR CLINICAL RESEARCH

SYMPTOMATIC CONTROL OF
PARKINSONISM
MONOTHERAPY
No Level-I clinical trial was identified, as based on the predefined
inclusion criteria. There is a large randomized placebo-controlled
study presently on-going. However, at the moment, only one uncontrolled, Level-III trial was identified5. It will briefly be reviewed
here in the absence of other available published evidence.
Rondot et al. (1992)5: This is an open-label, 3-month study assessing the efficacy of piribedil in 113 de novo patients with PD.
The Webster scale was used to assess efficacy. Twenty-tree patients dropped-out prematurely, and analysis was performed in the
90 patients who completed the study. In these patients, piribedil,
at a mean dose of 207 mg/d, improved the Webster scale by 41%
(p<0.001). Adverse reactions were consistent with those of any
D2 agonist (eg. digestive, cardiovascular, psychiatric).

ADJUNCT THERAPY
No qualified studies were identified. The publication of a recently conducted randomized placebo-controlled study in stable
levodopa-treated PD patients is expected.

PREVENTION OF MOTOR COMPLICATIONS
No qualified studies were identified. There is an on-going 2year levodopa-controlled extension of the placebo-controlled study
mentioned in the section on Control of Parkinsonism as
Monotherapy.

• There is a clear need to conduct modern, randomized, controlled,
well-designed trials to assess the benefit/risk ratio of piribedil in
the treatment of PD.
• Pharmacoeconomic studies are needed to compare the cost benefits of piribedil to other treatments in this class of drug and also to
other medications used to treat PD.
• Studies that specifically assess the impact of piribedil on quality of life and the effect on mortality are also needed.
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DA Agonists - Non-Ergot derivatives: Pramipexole

BASIC PHARMACOLOGY
MECHANISM OF ACTION
Pramipexole is an orally active, non-ergoline, dopamine agonist.1 In vitro and in vivo studies have shown that it is a full agonist
for the D2 receptor subfamily, with preferential affinity for the D3
receptor subtype.2 Pramipexole also has some D2 affinity, but has
a very low affinity for other non-DA receptors, except some effects on alpha-2 receptors. Pramipexole produces an improvement
in Parkinson-like signs in MPTP-treated primates. Like other D2
agonists, pramipexole decreases prolactin secretion and induces
nausea and hypotension in healthy volunteers. Pramipexole has
been shown to have potential neuroprotective effects in vitro and
in vivo.3 Putative antidepressant properties also have been considered for pramipexole.4

the average total daily dose of experimental plus supplemental Ldopa in the L-dopa arm was 509 mg/d. The mean (standard deviation) decline in Beta CIT striatal uptake over the 23.5 months did
not differ significantly between the two treatment groups and was
20.0% (14.2%) in the pramipexole group compared with 24.8%
(14.4%) in the L-dopa group. Caudate and putamen-specific BetaCIT uptake during the 23.5-month observation period also did not
differ between the two treatment groups. These results do not support a neuroprotective role for pramipexole, and therefore the authors conferred that further study was warranted. The rate of decline of Beta-CIT uptake was not different between the two groups
at 2 years, but it was 20% less in the pramipexole group than the
L-dopa group. The authors are continuing to follow this cohort of
patients to observe the course of neuroimaging outcomes at 4 years.
This study had a quality score of 95%.

PHARMACOKINETICS
Pramipexole is rapidly and completely absorbed after oral administration. Its bioavailability is greater than 90%. Maximal
plasma concentration (Tmax) is reached within 1 to 3 hours.
Pramipexole does not bind significantly to plasma protein. The
plasma elimination half-life of pramipexole (T1/2) is about 10
hours. Only 10% of the drug is metabolized, and the main route of
elimination is renal, with potential clinical consequences in cases
of renal failure. This mode of elimination may account for some
pharmacokinetic differences related to age, gender, and potential
interaction with drugs like cimetidine.5

REVIEW OF CLINICAL STUDIES
PREVENTION OF DISEASE PROGRESSION
One Level-I, L-dopa controlled study was identified that met
inclusion criteria.6
Parkinson’s Disease Study Group (2000)6: This study was a randomized, L-dopa controlled, two-year, prospective study of
pramipexole monotherapy. One hundred and fifty-one patients were
randomized to pramipexole monotherapy and 150 patients received
L-dopa. The trial consisted of a 10-week dosage escalation period
followed by a 21-month maintenance period. Open-label supplementation with L-dopa was permitted from week 11 until the end
of the trial, according to clinical need. The primary outcome variable was defined as time to motor complications (see section on
Prevention of Motor Complications). A subset of 82 patients underwent SPECT imaging with Beta-CIT before baseline and immediately before the final study visit. At the end of the trial, subjects allocated to pramipexole were on an average dose of 2.78
mg/d and patients randomized to L-dopa took an average of 406
mg/d. Fifty-three percent of subjects in the pramipexole group required supplemental L-dopa compared with 39% in the L-dopa
group (P = 0.02). The dose of open-label supplemental L-dopa
was similar in the two treatment groups (264 vs. 252 mg/d), and

SYMPTOMATIC CONTROL OF
PARKINSONISM
MONOTHERAPY
Three Level-I, placebo-controlled studies and one L-dopa controlled study met the selection criteria.
Hubble et al. (1995)7: This was a randomized, 9-week, parallelgroup, placebo-controlled study conducted in 55 de novo patients
with PD (mean age 63 years). Pramipexole was progressively titrated up to 4.5 mg/d. Efficacy was assessed using UPDRS Parts
II and III. Results showed that pramipexole induced a greater
antiparkinsonian improvement than placebo (mean UPDRS II
change from baseline with pramipexole = 5.19 vs. 2.16 with placebo, p<0.002; mean UPDRS III change from baseline with
pramipexole = 11.97 vs. 8.31 with placebo, NS). Pramipexole was
associated with adverse reactions consistent with other DA agonists in this class of drug, including orthostatic hypotension, dizziness, nausea, insomnia, and hallucinations. This study had a quality rating score of 83%.
The Parkinson Study Group (1997)8: The effects of four different doses of pramipexole (1.5, 3, 4.5 and 6 mg) vs. placebo were
tested in a randomized parallel-group design in 264 de novo patients with PD (mean age approximately 62 years) divided into 5
parallel groups. This study used a 6-week dose-titration period
followed by a 4-week maintenance period. The primary outcome
variable used to assess efficacy was the change in the total UPDRS
score between baseline and week 10. After 10 weeks of treatment,
the combined group of pramipexole-treated subjects showed a 20%
improvement in motor outcome measurements, which was significantly different compared to placebo (mean changes in total
UPDRS: placebo = -0.9, pramipexole 1.5 mg/d = -6.3, pramipexole
3.0 mg/d = -5.9 , pramipexole 4.5 mg/D = -6.5 , pramipexole 6.0
mg/d = -7.0). The same pattern of treatment effects was apparent
for the UPDRS motor score and ADL score. An increase in adverse reactions was associated with higher doses of pramipexole

S93

S94

DA Agonists - Pramipexole

and included nausea, hallucinations, and somnolence, among others. This study had an quality rating score of 95%.
Shannon et al. (1997)9: This was a randomized, placebo-controlled, parallel-group study in 335 patients with early PD (mean
age 63 years). Pramipexole or placebo was given during a 7-week
dose-titration period (up to a maximum dose of 4.5mg/d), followed
by a 24-week period of maintenance therapy. The primary endpoints were changes in UPDRS Parts II and III between baseline
and the end of the maintenance period. Pramipexole (mean dose
3.8 mg/d) significantly reduced the severity and signs of all PD
assessment criteria compared with placebo. The UPDRS ADL
decreased with pramipexole from 8.2 at baseline to 6.4 at completion, while it increased with placebo from 8.3 at baseline to 8.7 at
completion (p<0.0001). Similarly, the UPDRS motor score decreased with pramipexole from 18.8 at baseline to 14.1 at completion, while it increased with placebo from 18.8 at baseline to 20.1
at completion (p<0.0001). No clear data are available about the
need for L-dopa supplementation, although only one patient in the
pramipexole group discontinued treatment for “unsatisfactory
therapeutic effect” vs. seven patients in the placebo group. Nausea, insomnia, somnolence, constipation and visual hallucinations
were the most frequently observed adverse reactions and were more
frequent with pramipexole than with placebo. Visual hallucinations occurred in 10% of the pramipexole-treated patients and in
2% of the placebo-treated patients. Sedation occurred in 18% of
the pramipexole-treated patients and in 9% of the placebo-treated
patients. This study had an quality rating score of 75%.
Parkinson’s Disease Study Group (2000)6. This study is described previously (see the section on Prevention of Disease Progression) and will be briefly summarized below. One hundred and
fifty-one patients were randomized to pramipexole monotherapy
while 150 patients received levodopa. Patients were followed for
21 months and open-label supplementation with L-dopa was permitted. The primary outcome variable was defined as time to motor complications. Among secondary outcome variables, changes
in UPDRS scores allow assessment of control of parkinsonism. At
the end of the trial, subjects allocated to pramipexole were on an
average dose of 2.78 mg/d, and those allocated to L-dopa took an
average of 406 mg/d. Fifly-three percent of subjects in the
pramipexole group required supplemental L-dopa compared with
39% in the L-dopa group (P = 0.02). The dose of open-label supplemental L-dopa was similar in the two treatment groups (264 versus 252 mg/d), the average total daily dose of experimental plus
supplemental L-dopa in the L-dopa arm was 509 mg/d. The mean
improvement in total UPDRS as well as the motor and ADL
subscores from baseline to the end of the study was significantly
greater in the L-dopa group compared with patients on pramipexole.
Total UPDRS scores decreased by 4.5 points with pramipexole
compared to 9.2 points with L-dopa (P < 0.001). Similarly motor
scores decreased by 3.4 vs. 7.3 points (P < 0.001), and ADL scores
decreased by 1.1 vs. 2.2 points in the pramipexole vs. L-dopa treatment group (P = 0.001). More patients in the pramipexole group
reported somnolence, hallucinations, edema as adverse reactions
compared with patients in the L-dopa treatment group. Three patients reported falling asleep while driving a car (two in the
pramipexole group and one in the L-dopa). Two additional subjects complained of abrupt or sudden onset of drowsiness unrelated to driving (both in the pramipexole treatment group). This
study had a quality rating of 95%.
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ADJUNCT THERAPY IN L-DOPA-TREATED
PATIENTS WITH PD

Early addition in Stable L-dopa-treated Patients
with PD
No qualified studies were identified.

Late addition in L-dopa-treated Patients with
Motor Fluctuations
Four randomized, double-blind, (Level-I) studies qualified for
inclusion in this review. All studies included patients with advanced
PD that were treated with L-dopa and complained of motor fluctuations. All four studies were placebo-controlled studies, but one
included a bromocriptine arm as well.
Lieberman et al. (1997)10: This large, randomized, parallel-group,
placebo-controlled trial enrolled 360 patients with PD and motor
fluctuations. There was a 7-week increasing-dose phase (up to 45 mg/d), and a maintenance phase that lasted up to 6 months. The
two primary endpoints for efficacy were the change from baseline
to final maintenance visit of “on/off” ratings of UPDRS II and III.
With pramipexole, the mean improvement of UPDRS II average
of “on” and “off” was 20% vs. 4% with placebo (p<0.0001) with a
concomitant reduction in L-dopa dosage of 27% vs. 5% with placebo (p<0.0001), respectively. Major adverse reactions were reported more common in the pramipexole than in the placebo group
and included dyskinesia, orthostatic hypotension, dizziness, insomnia, hallucinations, and nausea. This study had an overall quality rating score of 86%.
Guttman et al. (1998)11 (see also section on Bromocriptine): This
was a large, parallel-group, 9-month study enrolling 247 patients
with PD with motor fluctuations. Participants were randomized
into 3 groups: placebo, pramipexole (up to 4-5 mg/d), and
bromocriptine (up to 30 mg/d). The primary endpoints were the
UPDRS II (average “on” and “off” scores) and UPDRS III. Secondary endpoints included quality of life scales among others. The
median percent change in UPDRS II from baseline was -27% with
pramipexole, -14% with bromocriptine, and -5% with placebo. Both
pramipexole and bromocriptine were significantly more effective
than placebo (pramipexole vs. placebo, p<0.0002; bromocriptine
vs. placebo, p<0.02). The median percent change in UPDRS III
from baseline was -35% with pramipexole, -24% with
bromocriptine and -6% with placebo. Both pramipexole and
bromocriptine were significantly more effective than placebo
(p<0.001 and p<0.01, respectively). Although there was a trend
for pramipexole to be more potent than bromocriptine, this difference did not reach significance (this study was not powered for
between-group comparisons for active treatments). Both DA agonists improved significantly several dimensions of quality of life
scales. Most common adverse reactions included dyskinesia, dizziness, orthostatic hypotension, nausea, insomnia, hallucinations,
and headache. Adverse reactions were more frequent in the active
groups than in the placebo groups, with no differences between
pramipexole and bromocriptine. This study had an overall quality
score of 98%.
Wermuth et al. (1998)12: This was an 11-week, randomized, parallel-group, double-blind, placebo-controlled study conducted in
69 patients complaining of dyskinesia, “on/off” fluctuations, dystonia, akinesia or end-of-dose deterioration (mean age 62 years).
Patients were evaluated using UPDRS. The primary outcome was
the absolute change in total score from baseline to the end of the
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maintenance period, but no specific indications were given regarding assessment time vs. drug intake time. Pramipexole was more
effective than placebo, with a significant reduction in the total score
of the UPDRS at the end of the study (-16.9 vs. -9.0 respectively,
p<0.02). Dyskinesia scores were not reported to be exacerbated.
L-dopa dose was reduced by -151 mg/d with pramipexole and -11
mg/d with placebo (NS). The most common adverse reactions were
dizziness, insomnia, nausea, somnolence, and postural hypotension. This study had an overall quality rating score of 88%.
Pinter et al. (1999) 13: This study reported the effects of
pramipexole in an 11-week, randomized, parallel, double-blind,
placebo-controlled trial conducted in 78 patients with motor fluctuations (mean age = 60 years). The primary endpoint was the
change in the UPDRS total score at the end of the maintenance
interval compared with baseline. Secondary endpoints were
changes in UPDRS subscores (among others). The mean UPDRS
total score (2 hours after drug in take) improved significantly more
with pramipexole, than with placebo (-20.1 [i.e.-37,3%] versus 5.9 [i.e. -13.1%]; p<0.0002). Most other endpoints also favored
pramipexole vs. placebo. Main adverse reactions were usually more
frequent with pramipexole than placebo and included fatigue, dyskinesia, agitation, vivid dreams, postural hypotension, and nausea. Somnolence was reported in more placebo-treated patients
(9%) than in pramipexole-treated patients (6%). This study had an
overall quality score of 90%.

PREVENTION OF MOTOR COMPLICATIONS
One Level-I L-dopa-controlled study was identified.
Parkinson’s Disease Study Group (2000)6: This was a randomized, L-dopa-controlled, 2-year, prospective study of pramipexole
monotherapy (previously reviewed in the section on Prevention
of Disease Progression, and also in Control of ParkinsonismMonotherapy). Briefly, 151 patients were randomized to
pramipexole monotherapy and 150 patients received L-dopa.
Open-label supplementation with L-dopa was permitted. The primary outcome variable was defined as time from randomization
until the first occurrence of any of the three pre-specified motor
complications: wearing-off, dyskinesias, or “on/off” fluctuations.
At the end of the trial, patients randomized to pramipexole treatment were on an average dose of 2.78 mg/d and patients randomized to L-dopa took an average of 406 mg/d. Fifty three percent of
subjects in the pramipexole group required supplemental L-dopa
compared with 39% in the L-dopa group (P = 0.02). The dose of
open-label supplemental L-dopa was almost identical in the two
arms (264 vs. 252 mg/d), the average total daily dose of experimental plus supplemental L-dopa in the L-dopa arm was 509 mg/
d. There was a highly statistically significant difference (P < 0.001)
in the percentages of patients reaching the primary endpoint by
the end of the study (23.5 months): 51% in the L-dopa group vs.
28% of subjects in the pramipexole group (former on 100 mg more
L-dopa per day with greater efficacy on parkinsonism). Wearing
off was observed in 36/151 pramipexole-treated patients and 57/
150 L-dopa treated patients. Dyskinesias were observed in 15/151
pramipexole-treated patients and 45/150 L-dopa treated patients.
This study had a quality score of 95%.

CONTROL OF MOTOR COMPLICATIONS
Four randomized double-blind, (Level I) studies met the inclusion criteria for review. These four trials are the same as those
reviewed previously (see section on Symptomatic Control of Par-

kinsonism: Adjunct to L-dopa), and therefore, only the relevant
endpoints regarding specific control of motor complications is reviewed below.
Lieberman et al. (1997)10: This 6- month, randomized, parallelgroup, placebo-controlled trial enrolled 360 patients with motor
fluctuations. Secondary endpoints included percentage of “off”
period (as measured using patient diaries). Time spent “off” decreased by 31% with pramipexole vs. 7% with placebo (p<0.001)
with a concomitant reduction in L-dopa dosage of 27% vs. 5%
with placebo (p<0.0001), respectively. This study had an overall
quality score of 86%.
Guttman et al. (1998)11 (see also section on Bromocriptine): This
was a parallel group, 9-month study enrolling 247 patients with
PD with motor fluctuations. Patients were randomized into one of
three treatment arms: placebo, pramipexole (up to 4-5 mg/d), and
bromocriptine (up to 30 mg/d). Secondary endpoints included the
frequency of “on” and “off” times on patient’s diary records (among
others). Both agonists reduced time spent “off”, but the difference
reached statistical significance vs. placebo for pramipexole (-15%,
p<0.007) but not for bromocriptine vs. placebo. This study had an
overall quality score of 98%.
Wermuth et al. (1998)12: This was an 11-week, randomized, parallel-group, double-blind, placebo-controlled study conducted in
69 patients complaining of dyskinesia, “on-off” fluctuations, dystonia, akinesia, or end-of-dose deterioration. Patients were provided with diaries to record “off” and “on” periods. The percentage of “off” time during waking hours decreased in the pramipexole
group from 36% to 26% and in the placebo group from 43% to
40% (no statistics provided). Dyskinesia scores were not reported
to be exacerbated. This study had an overall quality score of 88%.
Pinter et al. (1999) 13: This study reported the effects of
pramipexole in an 11-week, randomized, parallel-group, doubleblind, placebo-controlled trial conducted in 78 patients with motor fluctuations. Secondary endpoints were, among others, changes
in dyskinesia scores and patients diaries. With pramipexole, time
spent “off” decreased from 33% to 21% during the waking hours,
whereas this change was smaller in the placebo group (33% to
35%). No significant effect on dyskinesia was observed. This study
had an overall quality score of 90%.

REVIEW OF SAFETY
According to published clinical trials, the use of pramipexole is
associated with the characteristic adverse reactions of DA agonists, as a class, including gastrointestinal, cardiovascular, and
neuropsychiatric effects. Pramipexole has been reported to induce
leg edema (similar to other dopamine agonists).14 When compared
with bromocriptine11 , both pramipexole and bromocriptine were
found to have similar safety profiles. In this study, psychosis did
not appear to be less frequent in pramipexole-treated patients (although theoretically, this could have been expected due to the relative selectivity of this compound on dopamine receptors and its
lack of effect on 5HT receptors).11 Switching from another DA
agonist to pramipexole on a rapid schedule seems well tolerated,
with no special adverse reactions observed.15
When used as an adjunct therapy to L-dopa, pramipexole increases abnormal movements, which can be addressed clinically
by a concomitant partial decrease of L-dopa dosing. When used
early, pramipexole reduces the risk of long-term motor complication, as compared with levodopa early monotherapy.6
Recent post-marketing case-reports of sudden and irresistible
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“sleep attacks” have led some drug agencies/authorities to reconsider the benefit/risk ratio of this pramipexole.16,17 In some countries, the risk of falling asleep while driving have prompted the
authorities to advise patients that they should not drive while taking pramipexole. In other countries (eg. England), this risk is considered as acceptable by the Driving Agency, and doctors are simply asked to inform their patients of the risk of such sleep episodes. Similar cases also have been reported with other dopamine
agonists, including ropinirole, pergolide, bromocriptine,
piribedil.16,18-20 Similar episodes also have been reported in patients
with PD taking L-dopa monotherapy.21 Further studies evaluating
the main risk factors for such episodes are required before definite
conclusions can be drawn.
The occurrence of fibrosis has not yet been reported with
pramipexole, which is in agreement with its non-ergot profile.
However, it is too early to conclude on the incidence of this adverse reaction, and such a rare adverse event can only be detected
and studied in large, long-term term studies and in post-marketing
surveys.
Pramipexole has been available commercially for a short time;
therefore, information on mortality is not available.

CONCLUSIONS
About 800 patients with PD have been treated with pramipexole
in a number of Level-I trials, with a maximum duration of followup, under controlled conditions, of 2 years. Most of the studies
were done recently and have a high quality rating.

EFFICACY
PREVENTION OF DISEASE PROGRESSION
Because the only published report failed to show statistical significance (as measured using a surrogate marker, in a small study,
resulting in an insignificant trend6), there is INSUFFICIENT EVIDENCE to conclude on the efficacy of pramipexole regarding the
prevention of disease progression in PD. Data on longer followup are expected.

SYMPTOMATIC CONTROL OF PARKINSONISM

Monotherapy or Early Combination
Based on multiple placebo-controlled, Level-I trials,
pramipexole used as monotherapy in de novo patients with PD is
EFFICACIOUS in controlling motor symptoms over the first 2
years of treatment6-9. Longer, controlled, follow-up studies (over
two years) are not yet available.

Adjunct Therapy in L-dopa-treated Patients with
PD
In advanced L-dopa-treated PD patients suffering from motor
fluctuations, pramipexole has been studied extensively and is EFFICACIOUS as adjunct therapy in patients with Parkinson’s disease receiving L-dopa therapy. Pramipexole was superior to placebo in a number of Level-I studies10-13. It improved motor disability in “on” and “off” conditions and reduced L-dopa daily dose by
an average of one third. In the single active comparator trial,
pramipexole was only marginally (not statistically significant) more
effective than bromocriptine, and the clinical relevance of this
minimal difference is not known.11

PREVENTION OF MOTOR COMPLICATIONS
Based on one, large (2-year), L-dopa controlled study 6,
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pramipexole is EFFICACIOUS in reducing the risk of motor complications in patients with PD though with lower efficacy than seen
in the L-dopa arm to control parkinsonism (a 2-year extension study
is ongoing).

CONTROL OF MOTOR COMPLICATIONS
Based on several placebo-controlled trials10-13, pramipexole is
EFFICACIOUS in patients with advanced PD with motor complications. Pramipexole reduces time spent “off” by 1 to 2 hours.

SAFETY
The risk of using pramipexole is considered ACCEPTABLE,
WITHOUT SPECIALIZED MONITORING. However, due to
concerns about hypersomnolence and inappropriate episodes of
daytime somnolence (“sleep attacks”), clinical monitoring of daytime somnolence is warranted.
Pramipexole induces the usual dopamine adverse reactions that
are reported with other dopamine agonists (including nausea, vomiting, hypotension, dyskinesia, and hallucinations). From the available published clinical trials, there is no evidence that the incidence of adverse events associated with pramipexole is either
higher or lower as compared to other dopamine agonist treatments,
but concerns about hypersomnolence require further investigation.

IMPLICATIONS FOR CLINICAL PRACTICE
There is sufficient evidence to conclude that pramipexole is
CLINICALLY USEFUL for the treatment of early and advanced
PD, although long-term benefit of its use in early de novo patients
remains to be determined. It has not proved to be significantly
more effective or to induce fewer adverse events than
bromocriptine. The usual daily dose prescribed in PD patient is 2
to 4.5 mg/d. Compared with other agonists, pramipexole dose titration is relatively simple and rapid (3 doses are proposed: 1.5, 3
and 4.5 mg/d, with a t.i.d. regimen).
In some countries, concerns about the incidence of “sleep attacks” have been raised. Importantly, there are different regulations worldwide, with each country carrying individual recommended warnings for treatment. In the USA and England, for example, patients must simply be informed of the risk of somnolence. In other countries, like France, patients on pramipexole have
to be advised not to drive because of the risk of hypersomnolence.

IMPLICATIONS FOR CLINICAL RESEARCH
• Randomized, controlled trials testing the efficacy and tolerability of pramipexole should be done including comparative trials to
other dopamine agonists and to other antiparkinsonian agents such
as MAO-B and COMT inhibitors.
• Additional studies are needed concerning the incidence of sleep
attacks in patients taking pramipexole. The relative frequency of
this adverse reaction needs to be compared to other treatments in
this class of medication.
• Long-term studies that specifically investigate the low propensity of pramipexole for inducing dyskinesia in L-dopa-naïve (nonprimed) patients with PD are needed.
• The role of pramipexole on prevention of disease progression
(or neuroprotective effects) needs to be further studied.
• Future long-term, follow-up studies (10 years) are necessary to
clearly assess the usefulness of the early use of pramipexole on
patient’s functioning, life expectancy, and quality of life.
• Pharmacoeconomic studies are needed to assess the benefits of
this relatively expensive drug compared with less expensive DA
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agonists (eg, older medications like bromocriptine).
• The effects of pramipexole on non-motor symptoms, like depression, should be tested in clinical trials.
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DA Agonists - Non-Ergot derivatives: Ropinirole

BASIC PHARMACOLOGY
MECHANISM OF ACTION
Ropinirole is a selective dopamine (DA) agonist with nonergoline structure.1,2 It interacts with D2-like receptors in vitro and
in vivo, showing greatest affinity for the D3 subtype, with little or
no interaction with other neurotransmitter receptors. Ropinirole
produces alterations in motor behavior indicative of
antiparkinsonian activity, including contralateral rotation in 6hydroxydopamine-lesioned rats and reversal of disability on
MPTP-treated primates. The administration of ropinirole over a 4week period in L-dopa-naive MPTP-treated marmosets induces
significantly less dyskinesia than observed with L-dopa treatment
over the same period of time with comparable efficacy.3 As expected from any effective D2 agonist, clinical pharmacology studies have shown ropinirole to lower serum prolactin levels, and to
induce symptomatic postural hypotension, nausea and vomiting.
In vitro, ropinirole illustrates some potential neuroprotective properties.4

PHARMACOKINETICS
After oral administration, ropinirole is rapidly absorbed, and has
a median Tmax of about 1.4 hours after dosing. It has a
bioavailability of 46 % and a mean elimination half-life of about 6
hours. Ropinirole is recommended as a t.i.d. dosing regimen.
Plasma protein binding is low and concentration independent.
Ropinirole is metabolized predominantly by the liver. The drug is
oxidized, mainly through the cytochrome P450 1A2 pathway. Drug
interactions (macrolides, theophilline) and hepatic insufficiency
are, therefore, theoretically possible, although no such events have
been reported in the clinical literature.

REVIEW OF CLINICAL STUDIES
PREVENTION OF DISEASE PROGRESSION
No qualified studies were identified that assessed the efficacy
of ropinirole in the prevention of disease progression. A large, 2year, L-dopa-controlled study in de novo patients with PD, is ongoing and is assessing the effect of ropinirole on disease progression relative to L-dopa, as measured using both 18F-dopa PET
and clinical ratings as endpoints.

SYMPTOMATIC CONTROL OF
PARKINSONISM
MONOTHERAPY
Six randomized (Level-I), double-blind studies have been reported that qualified for this review. These included two placebocontrolled parallel trials5,6, one L-dopa-controlled study with a 6month planned interim analysis7 and a 5-year final report8, and
one bromocriptine-controlled study with a 6-month planned interim analysis9 and a 3-year final report.10

Adler et al. (1997)5: This randomized, double-blind, placebocontrolled, parallel-group, 6-month study included 241 patients
with early PD and limited or no prior dopaminergic therapy (mean
age 63 years). This study was stratified for concomitant use of
selegiline. L-dopa open-label supplementation was allowed if study
medication was insufficient to control parkinsonian symptoms at
the highest tolerated dose. Primary efficacy endpoint was the percentage improvement in the UPDRS motor score. Secondary efficacy variables included the proportion of patients with a 30% reduction in UPDRS motor score (“responders”), patients with scores
of 1 (very much improved) or 2 (much improved) on a CGI score,
and the proportion of patients requiring L-dopa supplementation.
Ropinirole (16 mg/d) was superior to placebo on all different efficacy assessment endpoints. UPDRS motor score improved by 24% with ropinirole (from 17.9 at baseline to 13.4 at endpoint)
and deteriorated by +3% with placebo (from 17.7 at baseline to
17.9 at endpoint). There were 47% responders with ropinirole and
20% with placebo (OR =4.45 [95%CI : 2.26-8.78]). Thirty-three
percent vs. 12% of patients were “very much” or “much improved”
on CGI (OR =4.06 [95%CI : 2.00-8.22]). By the end of the study,
11% of the ropinirole-treated patients required L-dopa supplement
vs. 29% of the placebo-treated patients (OR =0.30 [95%CI : 0.140.61]). Adverse reactions common to other DA agonists were reported in this trial and included nausea, dizziness, somnolence,
and headache, which were generally more frequent with ropinirole
than placebo. The subjects who completed this study were included
in a 6-month, double-blind, extension study11 that showed superiority of ropinirole was maintained over placebo during this period. Forty four percent of the patients completed the 1-year study
without the need for L-dopa. This study had a quality score of
88%.
Brooks et al. (1998)6: This was a randomized, parallel-group,
placebo-controlled, 3-month study conducted in 63 de novo patients with PD requiring dopaminergic treatment (no previous
dopaminergic treatment lasting for more than 6 months was allowed and had to be withdrawn before entering into the trial). Randomization ratio was 2:1 for ropinirole:placebo. Clinical status was
assessed using the UPDRS III (motor examination part used as
the primary endpoint), a CGE, and a finger-tapping score. At endpoint, UPDRS III improved by 43% in the ropinirole group and by
21% in the placebo group (p = 0.018). Other outcome measures
were also in favor of ropinirole. Adverse reactions were similar to
those reported for other DA agonists and included nausea, somnolence and dizziness. This study had an overall quality score of
90%.
Rascol et al. (1998)7 : This was a 6-month planned analysis of a
5-year, randomized (ratio 2:1), L-dopa-controlled study conducted
in 268 patients with early PD requiring dopaminergic treatment
(no previous dopaminergic treatment lasting more than 6 weeks
was allowed and had to be withdrawn 2 weeks before entering
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into the trial). As it was anticipated that ropinirole monotherapy
might progressively exhibit a waning effect, investigators were
allowed add-on L-dopa therapy (as an open-label treatment) in
both treatment groups, if the maximum allowed dose (24 mg/d) or
maximum tolerated of ropinirole dose did not achieve sufficient
control of symptoms. Investigators were instructed to try to maintain monotherapy by a progressive up-titration of the study drugs
as much as possible. Efficacy parameters were the same as those
previously described.5 The mean daily dose of ropinirole was 10mg/
d in the ropinirole arm while that of L-dopa was 460 mg/d in the Ldopa arm. The results showed that L-dopa was significantly more
efficacious than ropinirole: after 6 months, UPDRS motor score
improved by -32% with ropinirole (from 21.5 at baseline to 15.7 at
endpoint) and by -44% with L-dopa (from 21.7 at baseline to 13.3
at endpoint) (p<0.05). The responder prevalence was 48% with
ropinirole and 58% with levodopa (NS). CGI analysis did not reveal between-group differences for patients with Hoehn and Yahr
stages I-II, but there was a significant difference in favor of Ldopa in the patients with Hoehn and Yahr Stages II.5 and III at
baseline (OR 0.11; 95%CI [0.04-0.35]). However, the amplitude
of these differences is small. By the end of the 6-month study, 4%
of the ropinirole-treated patients required L-dopa supplement vs.1%
of the L-dopa-treated patients (NS). Both treatments had the same
adverse reaction profile (nausea, insomnia, somnolence, dizziness,
dyspepsia, headache, vomiting). Psychiatric symptoms were seen
in 8% of the ropinirole-treated patients and in 5% of L-dopa-treated
patients. This study had an overall quality score of 90%.
Korczyn et al. (1998)8: This was a planned interim analysis at 6months from a 3-year study. Three hundred and thirty-five patients
with early PD were enrolled in this double-blind, bromocriptinecontrolled, parallel-group trial. As in the previous trial7, open-label L-dopa supplementation was allowed if needed. Efficacy endpoints were the same as those previously described.5,7 At 6 months,
the mean dose of ropinirole was 8.3 mg/d, which was slightly, but
significantly, more effective on reducing parkinsonian disability
as compared to bromocriptine (16.8 mg/d) (UPDRS% reduction:
ropinirole = -35% vs. bromocriptine = -27%, p<0.05). Stratification for selegiline showed that there was a significant treatmentinteraction with selegiline, and the difference in favor of ropinirole
was present in the patients who were not on selegiline. Secondary
motor efficacy variables showed a similar trend in favor of
ropinirole: overall, regardless of selegiline stratification, there were
58% responders with ropinirole and 43% with bromocriptine (OR
0.93; 95%CI [1.29 -2.89]). Overall, CGI responder analysis showed
the same trend (48% vs. 40%), but the difference was statistically
significant only in the non-selegiline-treated patients. However,
the amplitude of these differences was small. By the end of the 6month study, 7% of the ropinirole-treated patients required L-dopa
supplement vs. 11% of the bromocriptine-treated patients (NS).
Adverse reactions caused premature withdrawal in 5% of the
ropinirole-treated patients and in 10% of the bromocriptine-treated
patients. The list of adverse reactions reported with both drugs is
very typical of all dopaminergic agents (nausea: ropinirole 36%,
bromocriptine 20%; vomiting: ropinirole 10%, bromocriptine 5%;
postural hypotension: ropinirole 7%, bromocriptine 9%; psychiatric symptoms: ropinirole 7%, bromocriptine 5%; and somnolence:
ropinirole 6%, bromocriptine 7%). This study had a quality rating
score of 89%.
Korzyn et al. (1999)9: This was the final 3-year analysis of the
previously reported study (see above).8 Approximately one third

of the patients withdrew from the trial at 3 years. Comparable differences between treatments were also observed at the final endpoint assessments in the patients who completed the trial (mean
doses: ropinirole 12mg/d, bromocriptine 24 mg/d). Specifically,
UPDRS II (ADL; ropinirole = 5.83 vs. bromocriptine = 7.28,
p<0.01) and UPDRS III (motor examination [percentage change]:
ropinirole = -31% vs. bromocriptine = -22%, NS). Although statistically significant, the difference between both groups remained
small (treatment difference 1.46 points for ADL; the clinical relevance of this difference is not clear). After 3 years of treatment,
about one third of the patients still in the trial received either agonist as monotherapy without the need for L-dopa supplementation. Adverse reactions were quite similar in both groups, including: nausea, vomiting, dizziness, hypotension and psychiatric
symptoms. Long-term motor complications were similarly and
remarkably infrequent in both treatment groups (see section below on Prevention of Motor Complications). This study had an
overall quality rating score of 76%.
Rascol et al. (2000)10: This was the final analysis of a 5-year,
randomized, double-blind, parallel-group, L-dopa-controlled study
conducted in 268 de novo patients with PD (see above for the 6month interim analysis)7. The primary outcome was the occurrence
of dyskinesia, but antiparkinsonian efficacy was also recorded
using UPDRS II (ADL) and III (motor examination). At the end of
the study, the mean dose of ropinirole was 16.5 mg/d (plus 427
mg/d of complementary L-dopa in 66% of the patients) and 753
mg/d of L-dopa (including open-label supplement in 36% of the
patients). There was no significant difference between the 2 groups
in the mean changes from baseline in ADL scores among the patients who completed the study (1.6 worsening with ropinirole treatment vs. 0.0 worsening with L-dopa therapy; NS). However, there
was a slight, but significant difference in favor of L-dopa for the
motor examination scores (0.8 with ropinirole vs. 4.8 with L-dopa,
[4.48; 95%CI, 1.25-7.72, p<0,01]). Considering the small amplitude of the observed difference in motor score, the absence of significant difference in ADL, and the strong power of the trial due to
large number of patients, the antiparkinsonian efficacy of L-dopa
monotherapy and that of ropinirole (supplemented when needed
by low doses of L-dopa) the difference on motor examination scores
was not regarded as clinically relevant. Classical dopaminergic
adverse reactions were reported in both treatment groups, including nausea, somnolence, insomnia, dizziness, hallucination, vomiting, and postural hypotension. Hallucinations were more frequent
with ropinirole than L-dopa (17% vs. 6%, respectively), but severe hallucinations leading to withdrawal from the trial were infrequent in both groups (4% vs. 2%, respectively). This study had
an overall quality score of 90%.

ADJUNCT THERAPY IN L-DOPA-TREATED
PATIENTS WITH PD
No Level-I study qualified for this review since the two published trials conducted in advanced L-dopa-treated patients only
assessed time spent “off” and/or reduction in L-dopa daily dose.
12,13

PREVENTION OF MOTOR COMPLICATIONS
Two Level-I, long-term studies reported on the occurrence of
motor complications in de novo patients with PD. These studies9,10
have already been previously described in the section “Control of
motor symptoms: Monotherapy”. Therefore, only relevant data for
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prevention of motor complications will be summarized in this section.
Rascol et al. (2000)10: This was a 5-year, randomized, doubleblind, parallel-group, L-dopa-controlled study conducted in 268
de novo PD patients. The primary outcome was the occurrence of
dyskinesia assessed using item 32 (“duration: what proportion of
the waking day are dyskinesia present ?”) of the UPDRS Part IV.
Other outcome measurements were “disabling dyskinesia” defined
as a score of 1 or more on items 32 and 33 (“how disabling are the
dyskinesia”) of the UPDRS IV. Wearing-off and freezing were also
monitored using the corresponding items of the UPDRS. The analysis of time to dyskinesia showed a significant difference in favor
of ropinirole (hazard ratio for remaining free of dyskinesia, 2.82;
95% CI, 1.78-4.44, p<0.001). At 5 year, the cumulative incidence
of dyskinesia was 20% with ropinirole and 45% with L-dopa. “Disabling” dyskinesia was also less frequent in the ropinirole group
vs. L-dopa group (hazard ratio for remaining free of dyskinesia,
3.02; 95% CI, 1.52-6.02, p=0.002). At 5 years, before L-dopa
supplementation, dyskinesia was extremely uncommon in the
ropinirole group (5%) as compared with the L-dopa-treated patients (36%). Wearing-off was less frequent on ropinirole than Ldopa, but the difference was less striking than for dyskinesia and
non-significant. No effect was observed on freezing when walking. This study had a quality score of 90%.
Korczyn et al. (1999)9: This was a 3-year study conducted in
335 patients with early PD enrolled in a double-blind,
bromocriptine-controlled, parallel-group trial. Dyskinesia was assessed using the complications of therapy section (Part IV) of the
UPDRS or reported as adverse reactions. Dyskinesia developed
only in a minority of patients after 3 years of follow-up, regardless
of L-dopa supplementation: 7.7% patients in the ropinirole group
and 7.2 % in the bromocriptine-treated patients. There was no significant difference in the occurrence of dyskinesia between the
two groups (p=0.84). This study had a quality rating score of 76%.

CONTROL OF MOTOR COMPLICATIONS
Two randomized, double-blind, placebo-controlled (Level-I)
studies qualified for this review.
Rascol et al. (1996)12: This 3-month, randomized, placebo-controlled, parallel study was conducted in 46 L-dopa-treated patients
with PD with motor fluctuations. Ropinirole was used b.i.d. (recommended daily dosing regimen is usually t.i.d.). Drug efficacy
was assessed using percentage of awake time spent “off” using
patients’ diaries, and a clinical global evaluation made by the investigator (CGE). At the dose of 3.3 mg/d, ropinirole decreased
time spent “off” by 44% (from 47% at baseline to 27% at endpoint) while placebo had a smaller effect of 24% (from 44% at
baseline to 34% at endpoint). This difference did not reach statistical significance in the “intent-to-treat population” (ITT) analysis
(p=0.085), but did reach statistical difference in the in the “efficacy-evaluable population” (p=0.039). This was probably related
to an insufficient power of the trial due to the small number of
patients. CGE analysis was in favor of ropinirole in the ITT analysis (85% improvers vs. 42% on placebo, p=0.012). The main adverse reactions were more frequently reported on ropinirole and
included postural hypotension, dizziness, increased dyskinesia,
somnolence, headache, and nausea. This study had an overall quality score of 75%.
Lieberman et al. (1998)13: This was a randomized, parallel-group,
double-blind, placebo-controlled 6-months study conducted in 149
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L-dopa-treated patients with PD who had motor fluctuations (mean
age not given). The primary endpoint of this trial was defined as
the number of patients who achieved a 20% or greater decrease in
L-dopa dose and a 20% or greater reduction in the percentage of
time spent “off” between baseline and final visit, as monitored
using patients diaries. The proportion of patients “improved” on a
CGI was also assessed. The mean daily dose of ropinirole used in
this trial is unclear (maximum possible titration: 24 mg/d). Overall, 35% of ropinirole-treated patients and 13% of the placebotreated patients met the primary end-point (p<0.002). Patients randomized to ropinirole achieved a greater reduction in total L-dopa
daily dose (242 mg [-31%] vs. 51 mg [-6%] with placebo, p<0.001).
Ropinirole-treated patients had a greater reduction from baseline
in percent of hours spent “off” (ropinirole 12% vs. placebo5%;
p=0.039). A greater proportion of ropinirole-treated patients improved on the CGI (59% vs. 32%, p=0.002). Adverse reactions
associated with ropinirole treatment included digestive effects, cardiovascular effects, and worsening of dyskinesia. This study had
a quality score of 75%.

REVIEW OF SAFETY
Ropinirole induces the classical dopaminergic peripheral adverse reactions such as nausea, vomiting, hypotension and psychosis. Such adverse reactions appear to have the same incidence
and severity in de novo patients with PD treated with ropinirole
and bromocriptine.10 In spite of its greater selectivity for DA receptors and its lack of effects on serotonergic receptors, ropinirole
did not induce less psychosis than bromocriptine. In a large, longterm (5 year), L-dopa-controlled trial8, gastrointestinal, cardiovascular and neuropsychiatric adverse reactions were reported with
the same frequency in both treatment-groups. However, when looking at individual psychiatric adverse reactions, hallucinations were
more frequent with ropinirole.
In L-dopa-treated dyskinetic patients with PD, ropinirole, like
other DA agonists, exacerbated dyskinesia. Conversely, after a 5year follow-up, when ropinirole was used as a first-line treatment
to which L-dopa could be adjuncted as a supplemental treatment,
the incidence of dyskinesia was three times lower than when Ldopa was initiated as monotherapy.
Switching overnight from another agonist to ropinirole does not
seem to induce special problems or adverse reactions.14
Several case-reports have been published in the literature regarding “sleep attacks” while taking ropinirole thereby raising
concerns of this adverse reaction for patients that drive.15,16 Regulatory warnings for patients receiving DA agonists have been established in Europe instructing patients not to drive while taking
these medications. The inference that these sleep episodes are a
truly new adverse drug reaction related to the non-ergot agonists
remains an item of debate.21 Similar episodes have also been reported with other agonists17-19 and even with L-dopa monotherapy.20
Further epidemiological studies are necessary to define if some
agonists or some patients are at greater risk for such an adverse
reaction.
There are insufficient long-term, post-marketing surveillance
studies to assess the risk of pulmonary fibrosis (observed with most
ergot derivatives) in patients treated with ropinirole and other nonergot compounds.
Due to its recent availability for the treatment of PD, there are
no studies available that assess the possible impact of ropinirole
on mortality.

S101

DA Agonists - Ropinirole
CONCLUSIONS
About 500 patients with PD treated with ropinirole have been
included in several Level-I clinical studies. These are recent studies and their overall quality rating is usually high. These patients
have been followed for at least 3 months and up to 5 years.

EFFICACY
PREVENTION OF DISEASE PROGRESSION
Because there are no published reports on ropinirole in the prevention of disease progression, there is INSUFFICIENT EVIDENCE to determine the efficacy of ropinirole as neuroprotection
for patients with PD. The results of an ongoing study will report
on possible effects of ropinirole in modifying disease progression
by using advanced neuroimaging techniques.

SYMPTOMATIC CONTROL OF PARKINSONISM

Monotherapy
Used as monotherapy in de novo patients with PD, there are
several Level-I studies demonstrating that ropinirole is EFFICACIOUS as a symptomatic antiparkinsonian medication.5-10 After 3
and 5 years of follow-up, when ropinirole was used as first-line
monotherapy, about one third of the patients who completed the
study could be maintained on monotherapy without the need of Ldopa supplementation. However, this population was less than 20%
of those included in the ITT population.

Adjunct Therapy in Advanced L-dopa-treated
Patients
In the two Level-I studies12,13, there were no reported UPDRS
scores, even as secondary endpoints. Given the paucity of evidence on specific improvements in antiparkinsonian outcomes,
there is INSUFFICIENT DATA to assess the role of ropinirole for
symptomatic antiparkinsonian efficacy in advanced L-dopa-treated
patients with PD.

PREVENTION OF MOTOR COMPLICATIONS
Used early in de novo patients with PD, ropinirole is EFFICACIOUS in reducing the risk of occurrence of dyskinesia, as evidenced after a 5-year of follow-up study.8 This effect is less striking on motor fluctuations and no data are available on longer follow-up time periods.

CONTROL OF MOTOR COMPLICATIONS
When used as adjunct therapy to L-dopa in patients with PD
and L-dopa-induced motor fluctuations, there are two Level-I studies12,13 that report ropinirole is EFFICACIOUS in reducing time
spent “off.” However, it is not clear from the available data what is
the actual reduction in time spent “off.”

SAFETY
The risk of ropinirole is considered ACCEPTABLE, WITHOUT
SPECIALIZED MONITORING. However, due to concerns about
hypersomnolence and inappropriate episodes of daytime somnolence (“sleep attacks”), clinical monitoring of daytime somnolence
is warranted. Ropinirole induces the usual DA adverse reactions
that have been reported with other DA agonists (eg. nausea, vomiting, hypotension, dyskinesia, and hallucinations). From the available published clinical trials, there is no evidence that the incidence of adverse reactions is lower or higher than with any other
available agonist, but concerns about hypersomnolence require

further investigation.

IMPLICATIONS FOR CLINICAL PRACTICE
There is sufficient evidence to conclude that ropinirole is CLINICALLY USEFUL for the management of early PD and in patients
with PD and motor fluctuations. In de novo PD patients, the early
use of ropinirole (to which L-dopa is supplemented as a secondline treatment in a majority of patients) reduces the risk of occurrence of dyskinesia over 5 years when compared with L-dopa initial therapy. In patients with early PD, the reported superior efficacy (at 6 months of treatment) of L-dopa over ropinirole, or
ropinirole over bromocriptine remains marginal, and the clinical
relevance of this difference is unclear.7,9. No other ropinirole vs.
other dopamine agonists comparative trials have been reported.
The mean effective daily doses of ropinirole reported in clinical
trials usually range form 8 to 18 mg/d with a t.i.d. regimen.
Special concerns about “sleep attacks” have been raised regarding patients taking ropinirole, and this warrants further investigation. Importantly, there are different regulations/recommendations
worldwide with each country carrying individual warnings for treatment. There are differences in the policies for driving in different
countries, where in some countries patients must simply be informed of the risk of somnolence, and in other countries, patients
on ropinirole are advised not to drive.

IMPLICATIONS FOR CLINICAL RESEARCH
A number of important issues remain to be discussed with
ropinirole and should be addressed in future studies. Some of these
include:
• The antiparkinsonian efficacy of ropinirole in L-dopa-treated
PD patients should be better evaluated.
• Comparative trials need to be done with other DA agonists (eg.
pergolide, pramipexole) as bromocriptine is not widely used anymore in many countries.
• Ropinirole should be compared to MAO-B inhibitors and COMT
inhibitors in patients with advanced PD who have fluctuations.
• The true benefit/risk ratio of ropinirole regarding sleep problems needs to be better investigated, both through large epidemiological studies and specific pharmacodynamic sleep studies. Further studies are required to assess if such cases simply correspond
to somnolence, which is frequently observed in clinical trials with
ropinirole (and many other dopaminergic agents), if this is a specific problem of some DA agonists like ropinirole, if this is a doserelated effect, and if some patients exhibit a special susceptibility
to somnolence.
• Longer follow-up studies (up to and more than 10 years) should
be conducted to assess if patients morbidity, mortality and quality
of life is improved by ropinirole.
• Pharmacoeconomic trials should be conducted to assess if it is
justified to use an expensive DA agonist, like ropinirole, instead
of a cheaper one, like bromocriptine.
• The role of ropinirole on non-motor symptoms, depression for
example, should be studied.
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Drugs to Treat Autonomic Dysfunction in Parkinson’s Disease

DRUGS TO TREAT ORTHOSTATIC
HYPOTENSION
INTRODUCTION
BACKGROUND
Orthostatic hypotension is a common clinical problem in
Parkinson’s disease (PD) and relates to both the disease and its
treatment. Symptomatic orthostatic hypotension is seen in approximately 20% of patients receiving levodopa.1 The mechanism of
orthostatic hypotension in patients receiving levodopa may be a
combination of:
(a) Progression of the disease to involve central as well as peripheral autonomic nervous system2,
(b) Vasodilatation in renal and mesenteric vasculature,
(c) Decrease in total peripheral resistance caused by dopamine2,
(d) Suppression of renin secretion3,
(e) Impairment of postganglionic sympathetic nerve function by
dopamine as it may act as a false neurotransmitter4, and
(f) Hypertension caused by central effects of noradrenalin, which
is derived from dopamine.5
Most of the available information is found in review articles,
but few controlled trials have been done.6-9

RATIONALE
Symptomatic orthostatic hypotension varies among patients with
PD and can significantly impair daily activities and quality of life
in those affected. Generally, orthostatic hypotension is treated clinically in patients who have more than a 20 mmHg drop in systolic
blood pressure upon standing from the spine position. Identifying
the mechanism of orthostatic hypotension (disease versus drug
versus environmental) is important and will help in identify treatment strategies to treat this clinical problem in patients with PD.
The two primary drug classes used to treat orthostatic hypotension are volume expanders and vasoconstrictors.

METHODS
KEY SEARCH TERMS
Parkinson’s disease, orthostatic hypotension, postprandial hypotension, hypotension, midodrine, fludrocortisone, DOPS, dihydroergotamine, and etilefrine.

The pharmacological therapies used for orthostatic hypotension
have not been studied for prevention of disease progression, symptomatic control of PD, prevention of motor complications, and
control of motor complications. Overall, there were 26 studies identified in the literature search, of which 8 meet the defined criteria
and special exceptions and included in the review.
Treatment

Studies
identified

Studies included
in review

Midodrine

8

2

Fludrocortisone

4

1

Dihydroergotamine

2

1

Etilefrine
hydrochloride

4

1

Indomethacine

1

1

Yohimbine

1

1

L-threo-3.4
-dihydroxyphenylserine

4

1

MIDODRINE
BASIC PHARMACOLOGY
MECHANISM OF ACTION AND
PHARMACOKINETICS
Midodrine is a peripherally acting alpha-adrenergic agonist that
acts on both the arterial and the venous system but has no direct
cardiac effect.10 After a single oral dose (1 to 4 mg), midodrine is
readily absorbed, and the maximum blood level is reached in about
1 hour. Midodrine is a prodrug and is converted (in the liver) to the
active form desglymidodrine. The peak plasma level of this active
form is reached in 1.5 to 2 hours, and the half life is approximately
3 hours, which is longer than the half life of other sympathomimetic agents. Midodrine does not cross the blood-brain barrier10,
and there is no accumulation by repeated administration.
Desglymidodrine and its metabolites are eliminated from the kidney.

REVIEW OF CLINICAL STUDIES

SPECIAL EXCEPTIONS TO INCLUSION/
EXCLUSION CRITERIA

Level-I Studies

The published literature of orthostatic hypotension exclusively
in patients with PD is limited, and therefore, studies were reviewed
if they included subpopulations of patients with PD. Other special
exceptions included: no study duration time, and no limit in study
duration in sample size; specifically, because no studies on L-DOPS
were identified in English literature, one paper was reviewed which
was published in Japanese.

No Level-I studies are available that specifically look at the efficacy midodrine for treatment of orthostatic hypotension in PD,
however, several studies have included subpopulations of PD patients.11,12
Jankovic et al. (1993)11: This study was a placebo-controlled
trial that tested the efficacy of three different doses of midodrine
(7.5 mg/day, 15 mg/day, and 30 mg/day) given for up to 4 weeks.
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Ninety-seven patients were included, of which, 22 had PD. (Patients had a decrease in systolic BP greater than or equal to 15
mmHg in response to a change form a supine to a standing position and/or moderate frequency of at least two symptoms of orthostatic hypotension. Clinical diagnosis of enrolled patients (n=97)
as follows: idiopathic orthostatic hypotension (IOH) [20], ShyDrager-Syndrome (SDS) [18], PD [22], diabetes [27], and others
[10].) The results showed that all patients treated with 30 mg/day
of midodrine showed significant increase in standing systolic blood
pressure (midodrine 116.7 mmHg vs. placebo 108.5 mmHg) and
diastolic blood pressure (midodrine 76.3 mmHg vs. placebo 72.3
mmHg). Supine systolic hypertension was seen in 8% of patients
treated with midodrine. Subgroup analysis revealed that among
the 19 PD patients evaluated, 16 received midodrine and three
received placebo. Eleven out of 16 who received midodrine responded to the medication; the response rate was 69%, which was
better than the response rate of the total subjects (47%); interestingly the three PD patients who received placebo also responded.
This study had an overall quality rating score of 71%.
Low et al. (1997)12: Low and coworkers treated 162 patients
with neurogenic orthostatic hypotension, in which 19 patients had
PD. This was a parallel-group, placebo-controlled comparison
study of 4 weeks duration. Subjects were treated with either
midodrine (30 mg/day, n=70) or with placebo (n=83). (Patients
had an orthostatic reduction of at least 15 mmHg and
“lightheadedness” with a score of 5 on a scale of 1 to 10 [10=never,
1=always]. Clinical diagnosis of evaluable patients [n=162] as
follows: IOH [37], SDS [40], PD [19], diabetes [37], and others
[29].) The primary outcome was the increase in blood pressure
from baseline to day 15. Patients treated with midodrine showed a
mean 22.4 mmHg systolic BP increase and 13.3 mmHg diastolic
blood pressure increase from the baseline. Placebo-treated patients
showed a mean 6.0 mmHg and 4.3 mmHg increase in systolic and
diastolic blood pressure, respectively. The difference was statistically significant. Supine hypertension was observed in 4% of the
patients treated with midodrine. Difference in the diagnosis of the
patients studied did not affect the results. This study had an overall quality rating score of 75%.

Level-II studies
No qualified studies were identified.

Level-III studies
No qualified studies were identified.

REVIEW OF SAFETY
In two Level-I studies reviewed11,12 midodrine 30 mg/day was
associated with a significantly higher dose-depended incidence in
supine systolic hypertension. This is of clinical concern because
supine systolic hypertension greater than 180 mmHg should be
avoided. Other adverse reactions associated with midodrine included piloerection, pruritus, tingling, paresthesia, urinary retention, urinary urgency, and headache. In some patients, there may
be a risk of cardiovascular adverse reactions associated with
midodrine.

CONCLUSIONS
EFFICACY
There is INSUFFICIENT EVIDENCE to conclude on the efficacy of midodrine in the treatment of orthostatic hypotension spe-
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cifically in patients with PD. Studies done to date were in a mixed
population of patients of which only a subgroup had PD.

SAFETY
There is INSUFFICIENT EVIDENCE to conclude on the safety
of midodrine for the long-term treatment of orthostatic hypotension specifically in patients with PD. Midodrine should be used
with caution in patients with coronary insufficiency.

IMPLICATIONS FOR CLINICAL PRACTICE
To date, there is insufficient evidence to establish clinical usefulness of midodrine in the treatment of orthostatic hypotension specifically in PD, and therefore, midodrine is considered INVESTIGATIONAL. However, because two Level-I studies showing efficacy of midodrine in treating neurogenic orthostatic hypotension in
study populations that included patients with PD this drug may considered as a practical treatment option in patients with PD. Patients
should be monitored for cardiovascular adverse reactions.

IMPLICATIONS FOR CLINICAL RESEARCH
Randomized controlled studies are needed to establish the specific efficacy and safety of midodrine in orthostatic hypotension in
PD. Additional studies are needed to differentiate hypotensive
mechanisms related to PD as compared to hypotensive adverse reactions from medications used for treatment of the disease itself.

FLUDROCORTISONE (9-ALPHA FLUOROHYDROCORTISONE)

BASIC PHARMACOLOGY
Fludrocortisone increases sodium reabsorption in the kidney and
increases potassium excretion. The rise in blood pressure is specifically thought to be due to hypervolemia and increase in cardiac output secondary to its effects on electrolyte levels (increased
sodium and decrease in potassium13). Fludrocortisone also has
central adrenergic effects. Fludrocortisone is the most potent synthetic mineral corticoid currently available.
After oral administration, fludrocortisone is readily absorbed
and the peak blood level is reached in 45 minutes, and the half
maximum blood level is reached in about 7 hours. Fludrocortisone
and its metabolites are eliminated from the liver and the kidney.

REVIEW OF CLINICAL STUDIES
Level-I Studies
No qualified studies were identified

Level-II Studies
No qualified studies were identified.

Level-III Studies
Hoehn (1975)13: This was a small study in only 6 patients with
PD who had orthostatic hypotension. Patients were treated with
fludrocortisone 0.05 mg to 0.2 mg for 6 to 10 months. The results
from this small study report that upright systolic pressure was 70
mmHg to 98 mmHg at baseline and increased to 90 mmHg to 132
mmHg after treatment. Orthostatic symptoms in these patients disappeared completely after the treatment.

REVIEW OF SAFETY
Adverse reactions associated with fludrocortisone include hy-
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pokalemia, hypertension, and edema. Fludrocortisone has a potential cardiac steroid-like effect.

CONCLUSIONS
EFFICACY
There is INSUFFICIENT EVIDENCE to conclude on the efficacy regarding the use of fludrocortisone in the treatment of orthostatic hypotension specifically in patients with PD.

SAFETY
There is INSUFFICIENT EVIDENCE to establish the safety of
fludrocortisone for treatment of orthostatic hypotension in patients
with PD.
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which stimulates both alpha- and beta-adrenergic receptors15, and
produces a gradual and moderate elevation of blood pressure.16
Etilefrine hydrochloride increases cardiac contraction, cardiac
output, and blood pressure.
After single oral dose (7 mg), etilefrine HCl is readily absorbed,
and the maximum blood level is reached in 20 to 30 minutes. The
half-maximum blood level is reached in about 2.5 hours. Etilefrine
hydrochloride is metabolized in the liver by glucuronization and
sulfation.

REVIEW OF CLINICAL STUDIES
Level-I Studies
No qualified studies were identified.

IMPLICATIONS FOR CLINICAL PRACTICE

Level -II Studies

Fludrocortisone is considered INVESTIGATIONAL for the
treatment of orthostatic hypotension in patients with PD.

Miller et al. (1973)16: Miller studied patients who developed
postural hypotension during levodopa therapy by treating them
with etilefrine hydrochloride in a single-blind study. Fifteen patients were treated with 15 mg of etilefrine daily and 5 with placebo. Blood pressure was evaluated 6 days after the treatment.
Etilefrine significantly improved blood pressure values while placebo did not: before treatment, the mean drop in systolic pressure
in standing position was 26.3%; after treatment with 15 mg etilefrine
chloride daily, the drop was only 4.3%. The mean diastolic pressure drop prior to treatment averaged 9.2% compared to 1.2% after treatment for patients treated with etilefrine. Symptoms related
to postural hypotension were improved.

IMPLICATIONS FOR CLINICAL RESEARCH
Randomized, controlled studies are needed to establish the efficacy and safety of fludrocortisone in orthostatic hypotension in
patients with PD.

DIHYDROERGOTAMINE

BASIC PHARMACOLOGY
Dihydroergotamine (DHE) binds with high affinity to serotonergic (5-HT1D, 5-HT1A, 5-HT2A, 5-HT2C), noradrenergic (alpha-2A, alpha-2B) and dopaminergic (D2, D3) receptors. Four
DHE metabolites have been identified, and the primary excretory
route is through the bile in the feces.

REVIEW OF CLINICAL STUDIES
To date, there are no published trials (Level I, Level II or Level
III) on the use of dihydroergotamine for the treatment of orthostatic hypotension specifically in patients with PD.
Lubke (1976)14: One study by Lubke tested the efficacy of dihydroergotamine in patients (n=36) with a manifest orthostatic
syndrome (non-neurogenic orthostatic hypotension). This was a
double-blind, placebo-controlled study of 4-weeks duration, and
17 patients were treated with 7.5 mg/day of dihydroergotamine.
Treatment with dihydroergotamine was associated with normalization of circulatory regulation and majority of orthostatic symptoms disappeared (as compared to the placebo group (n=19) that
showed no change).

CONCLUSIONS
Due the paucity of published clinical studies, there is INSUFFICIENT EVIDENCE to make conclusions regarding efficacy, safety,
or implications for clinical use regarding the efficacy of dihydroergotamine for treatment of orthostatic hypotension specifically
in patients with PD. Randomized, controlled studies are needed
that test the mechanism of action and efficacy of dihydroergotamine in patients with PD.

Level-III Studies
No qualified studies were identified.

REVIEW OF SAFETY
As a vasoconstrictor, etilefrine hydrochloride is associated with
all sympathomimetic adverse reactions including hypertension,
piloerection, pruritus, tingling, paresthesia, urinary retention, and
urinary urgency. Theoretically, there can be a potentiation of anticholinergic effects and interaction with MAO inhibitors, and there
is a risk of supine hypertension.

CONCLUSIONS
EFFICACY
There is INSUFFICIENT EVIDENCE to conclude on the efficacy regarding the use of etilefrine hydrochloride in the treatment
of orthostatic hypotension specifically in patients with PD.

SAFETY
There is INSUFFICIENT EVIDENCE establish the safety of
etilefrine hydrochloride for treatment of orthostatic hypotension
in patients with PD.

IMPLICATIONS FOR CLINICAL PRACTICE
Etilefrine hydrochloride is considered INVESTIGATIONAL for
the treatment of orthostatic hypotension in patients with PD.

IMPLICATIONS FOR CLINICAL RESEARCH
ETILEFRINE HYDROCHLORIDE

BASIC PHARMACOLOGY

Randomized controlled studies are needed to see the efficacy
and safety of etilefrine hydrochloride in orthostatic hypotension
in patients with PD.

Etilefrine hydrochloride (alpha-[(ethylamino)methyl]-mhydroxybenzyl alcohol hydrochloride) is a sympathomimetic agent,
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INDOMETHACINE

YOHIMBINE

BASIC PHARMACOLOGY

BASIC PHARMACOLOCY

Indomethacine is a potent inhibitor of prostaglandin-forming
cyclooxygenase and also inhibits motility of polymorphonuclear
leukocytes. When given in supratherapeutic doses, it uncouples
oxidative phosphorylation and depresses biosynthesis of
mucopolysaccarides.17
Following oral administration, indomethacine is rapidly absorbed in the gastrointestinal tract with peak fasting plasma concentrations obtained within 2 hours post-treatment. Indomethacin
is extensively bound to plasma proteins and tissues (90%), is largely
converted to inactive metabolites (e.g., those formed by Odemethylation, conjugation with glucuronic acid, and Ndeacylation). Ten to 20% of indomethacine is excreted unchanged
in the urine. Because of entoerhepatic cycling, the half life is variable, but averages about 3 hours.17

Yohimbine is an alpha2 adrenergic antagonist, which increases
plasma catecholamine levels by acting on presynaptic alpha2 adrenergic receptors located on sympathetic nerve endings.
Yohimbine has a low and variable bioavailability, its plasma
clearance is high and also variable and terminal half-life in healthy
subjects is between 1 and 2 hours. Maximum plasma concentrations after oral ingestions are reached between 1 and 2 hours also.19

REVIEW OF CLINICAL STUDIES
Level-I Studies
No qualified studies were identified.

Level-II Studies
No qualified studies were identified.

Level-III Studies
Abate et al. (1979)18: The use of indomethacine for treatment of
orthostatic hypotension was studied in a nonrandomized,
noncontrolled trial in 12 patients with PD. Indomethacine was given
IV at 50 mg over 30 minutes or orally at 50 kg for 6 days. The
results showed that indomethacine significantly reduced the fall
of blood pressure on standing and decreased or reversed orthostatic symptoms. The authors suggest that indomethacine offers a
positive effect on systemic vascular resistance.

CONCLUSIONS
EFFICACY
There is INSUFFICIENT EVIDENCE to conclude on the efficacy of indomethacine in the treatment of orthostatic hypotension
specifically in patients with PD.

SAFETY
There is INSUFFICIENT EVIDENCE to conclude on the safety
of indomethacine for the treatment of orthostatic hypotension specifically in patients with PD.

REVIEW OF CLINICAL STUDIES
Senard et al. (1993)20 in a four-week trial studied the effect of
yohimbine 2 mg three times a day on blood pressure and heart rate
using ambulatory monitoring of blood pressure in 17 patients with
PD. At the end of 4 weeks, no significant changes were observed
for blood pressure parameters, and the authors concluded that yohimbine is not effective in correcting orthostatic hypotension in
PD. This study had an overall quality score of 90%.

CONCLUSIONS
EFFICACY
Based on one negative Level-I trial, yohimbine is considered
NON-EFFICACIOUS in the treatment of orthostatic hypotension
in patients with PD.20 However, this conclusion is based on a single
study with less than 20 patients

SAFETY
There is INSUFFICIENT EVIDENCE to conclude on the safety
of yohimbine for the treatment of orthostatic hypotension specifically in patients with PD.

IMPLICATIONS FOR CLINICAL PRACTICE
To date, there is insufficient evidence to establish clinical usefulness of yohimbine in the treatment of orthostatic hypotension
specifically in PD, and therefore, yohimbine is considered INVESTIGATIONAL.

IMPLICATIONS FOR CLINICAL RESEARCH
Randomized controlled studies are needed to verify the lack of
efficacy of yohimbine for treatment of orthostatic hypotension in
PD.

L-THREO-3,4-DIHYDROXYPHENYLSERINE
(L-DOPS)

IMPLICATIONS FOR CLINICAL PRACTICE

BASIC PHARMACOLOGY

To date, there is insufficient evidence to establish clinical usefulness of indomethacine in the treatment of orthostatic hypotension specifically in PD, and therefore, indomethacine is considered INVESTIGATIONAL. Based on the report from one clinical
trial, indomethacine might be tried when other agents with clinically established efficacy have proven ineffective.

L-DOPS is an unnatural precursor of noradrenalin; it is converted to noradrenalin by the action of aromatic l-amino acid decarboxylase.
After single oral dose (100 mg to 300 mg), L-DOPS is readily
absorbed and the peak plasma level is reached in 2 hours, and the
half-maximum blood level is reached in 3.5 hours. L-DOPS is not
detectable after 12 hours in the blood. The peak blood level of
norepinephrine is obtained in about 4 hours. Elimination is from
the kidney, mainly in the original form.

IMPLICATIONS FOR CLINICAL RESEARCH
Randomized controlled studies are needed to verify the specific
efficacy and safety of indomethacine in orthostatic hypotension in
PD.

REVIEW OF CLINICAL STUDIES
Level-I Studies
No qualified studies were identified. However, there is a single
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European multicenter placebo controlled study ongoing designed
to assess the efficacy of three different doses of L-DOPS in the
treatment of orthostatic hypotension and multiple system atrophy
(MSA).

Level-II Studies
No qualified studies were identified.

Level-III Studies
No level III study published in English is available on orthostatic hypotension in patients with PD.
Yanagisawa et al. (1998)21: Yanagisawa studied 15 patients with
PD with orthostatic hypotension, which is published in Japanese
with English summary. Patients were treated with 460 mg/day of
L-DOPS (average). Upright systolic blood pressure increased by
10.2 to 4.0 mmHg (P < 0.05). But when standing for 10 minutes,
there was a spontaneous partial recovery of upright systolic as well
as diastolic pressure, and the difference before and after the treatment was not significant.
The only other study (Level III) identified was in 6 patients with
multiple system atrophy (MSA).22

REVIEW OF SAFETY
L-DOPS use may be associated with gastrointestinal adverse
reactions such as anorexia and nausea, and central nervous system side effects such as delusion and hallucination.

CONCLUSIONS
EFFICACY
There is INSUFFICIENT EVIDENCE to conclude on the efficacy regarding the use of L-DOPS in the treatment of orthostatic
hypotension specifically in patients with PD.

SAFETY
There is INSUFFICIENT EVIDENCE establish the safety of
L-DOPS for treatment of orthostatic hypotension in patients with
PD.

IMPLICATIONS FOR CLINICAL PRACTICE
L-DOPS is considered INVESTIGATIONAL for the treatment
of orthostatic hypotension in patients with PD.

IMPLICATIONS FOR CLINICAL RESEARCH
Randomized controlled studies are needed to see the efficacy
and safety of L-DOPS in orthostatic hypotension in patients with
PD.
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does not exert a pressor effect in orthostatic hypotension. Clin Pharmacol Ther.
1984;36:302-306. (Insufficient patient numbers; non-PD patients)

DRUGS TO TREAT URINARY
FREQUENCY, URGENCY, AND/OR URGE
INCONTINENCE
INTRODUCTION
BACKGROUND
Urinary frequency, urgency, and urge incontinence are common
symptoms in elderly people with Parkinson’s disease (PD). One
of the difficult issues is that nocturnal urinary frequency disturbs
sleep. When elderly peoples complain of urinary frequency, the
possibility of prostate hypertrophy and cancer should be considered. When urinary frequency is associated with difficulty in initiating voiding, urologic consultation is warranted. When prostate
problems are excluded, urinary frequency, urgency, and/or urge
incontinence can be treated symptomatically.

RATIONALE
Urinary frequency and urge incontinence, particularly nocturnal ones, can seriously compromise the quality of life of patients
with PD and their caregivers. The three drug classes used to treat
these symptoms in the general medical context are (1) anti-cholinergic drugs,(2) anti-spasmodic drugs acting on the detrusor muscles
of the urinary bladder, and (3) alpha-1 agonists.

METHODS
KEY SEARCH TERMS
Parkinson’s disease, neurogenic bladder, urgency, oxybutynin,
flavoxate, propiverine, prazosin, imipramine, and amitriptyline.

REVIEW OF CLINICAL STUDIES
A total of 20 articles were identified by the literature search (11
on oxybutynin; 2 tolteradine, 5 flavoxate, 1 propiverine, 1 prazosin),
but none specifically included patients with identified PD. Therefore, no evidence-based analysis of drug treatment for urinary
symptoms in PD is possible.

CONCLUSIONS
EFFICACY
There is INSUFFICIENT EVIDENCE to make conclusions on
the efficacy of oxybutynin, tolteradine, flavoxate, propiverine, and
prazosin in the treatment of urinary symptoms in patients with PD.

SAFETY
There is INSUFFICIENT EVIDENCE to make conclusions on
the safety of oxybutynin, tolteradine, flavoxate, propiverine, and
prazosin in the treatment of urinary symptoms in patients with PD.

IMPLICATIONS FOR CLINICAL PRACTICE
Based on the absence of clinical study data in patients with PD,
oxybutynin, tolteradine, flavoxate, propiverine, and prazosin are
considered INVESTIGATIONAL. To the extent that urinary problems in individual PD resemble those in non-PD subjects, drugs
whose efficacy has been established in multiple Level-I trials (i.e.,
oxybutynin and tolteradine) in non-PD patients may be considered as initial treatment options.

IMPLICATIONS FOR CLINICAL RESEARCH
• There is a strong need for clinica trials specifically focusing on
the treatment of urinary symptoms in PD.
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• Any drugs with established or potential usefulness in neurogenic bladder disturbances in non-PD patients, should be tested in
patients with PD.
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DRUGS TO TREAT GASTROINTESTINAL
MOTILITY PROBLEMS
INTRODUCTION
BACKGROUND
Constipation is a very common symptom of PD. Decrease in
gastrointestinal motility appears to be the results of reduced cholinergic innervation of the gastrointestinal tract. Degeneration of
the dorsal motor nucleus of the vagal nerve and neurons in the
myenteric plexus is well known in PD.1-3

RATIONALE
Reduced gastric motility may become a cause of “on-off” phenomenon of PD patients with long-term levodopa treatment.4,5 Improving
the gastric motility is important for the better absorption of levodopa.
In addition, gastrointestinal side effects such as anorexia, nausea, and
vomiting may become limiting factors for dopamine agonist treatment.

METHODS
KEY SEARCH TERMS
The terms used for the search included Parkinson’s disease,
cisapride, metoclopramide, and domperidone.

SPECIAL EXCEPTIONS TO INCLUSION/
EXCLUSION CRITERIA
Published articles were identified from the Cochrane Library that
ranged back as early as 1948. Articles selected for final screening were
those where a specific agent was used in order to treat gastrointestinal
motility disturbance in a population of PD patients as the prime target
of intervention. Level-I and Level-II studies were included if they had
a minimum of 10 patients and a 2-week treatment period. Level-III
studies were only included if there were no Level-I or Level-II studies
available. Studies published in non-English are included only when
there was no appropriate English literature identified.

CISAPRIDE

BASIC PHARMACOLOGY
Cisapride, a benzamide derivative, is a prokinetic drug that enhances gastric motility and emptying by increasing release of acetylcholine from postganglionic nerve endings of the myenteric
plexus within the stomach wall without blocking the peripheral
dopamine receptors.6 After single oral dose (2.5 mg to 20 mg),
cisapride is rapidly absorbed. The peak blood level is reached in
60 minutes, and the half-maximum level in 1.5 and 8 hours.
Cisapride has a diphasic plasma level profile, and is metabolized
in the liver. N-dealkylated nor-cisapride is the major metabolite,
which is excreted into the urine.

REVIEW OF CLINICAL STUDIES
Collectively, five papers were identified that studied the use of
cisapride in treating gastric imotility specifically in patients with PD.
All these studies were classified as Level-III evidence. Two of these
studies by Jost and colleagues reported a reduction in gastrointestinal or colonic transit time.7,8 One measured clinical improvement on
the effects of cisapride on constipation9, and two measured improved
levodopa adsorption with cisapride treatment.10,11

REVIEW OF SAFETY
Despite these positive clinical responses associated with cisapride
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in patients with PD, cisapride was reported to be associated with cardiac arrhythmias and sudden deaths, and its use in several countries is
restricted. It also has been suggested that cisapride exerts dopamine
antagonist properties that may aggravate parkinsonian symptoms.12

CONCLUSIONS
EFFICACY
Given the limited available Level III evidence and the diversity
in outcome variables reported, there is INSUFFICIENT EVIDENCE to conclude on the efficacy of cisapride to treat gastrointestinal motility problems patients with PD.

SAFETY
Because of the risk of arrhythmia, sudden death, and aggravation of parkinsonism, cisapride has an UNACCEPTABLE RISK
in treating gastrointestinal problems in patients with PD.

IMPLICATIONS FOR CLINICAL PRACTICE
Given a combination of safety concerns and insufficient evidence for efficacy, cisapride is NOT USEFUL as a treatment option for gastrointestinal motility problems in PD. Additional research is needed to identify safe pharmacologic agent to treat gastrointestinal problems specifically in patients with PD.

IMPLICATIONS FOR CLINICAL RESEARCH
Because of severe toxicity concerns no further clinical research
is recommended.

DOMPERIDONE

BASIC PHARMACOLOGY
Domperidone, a benzamide derivative, has a dopamine receptor blocking property. Domperidone increases rhythmic contraction of the stomach, improves gastric emptying towards normal,
and shows anti-emetic effect. This drug does not cross the blood
brain barrier at usual recommended doses.

REVIEW OF CLINICAL STUDIES
There are four studies assessing the efficacy of domperidone in
patients with PD on dopaminergic therapy.13-16 Three assessed the
effect of domperidone on DA agonists-associated nausea, two were
done in patients receiving bromocriptine13,15 and one in patients
on apomorphine therapy14. The results indicated beneficial effects
of domperidone in preventing agonist-induced nausea. A further
study assessed the effects of domperidone (Level II) on GI emptying and adverse reactions to levodopa. Domperidone (dose range
was 60 to 150 mg/day PO in divided doses) was found effective in
reducing gastric emptying time and reducing nausea and vomiting
associated with levodopa treatment. Only two of these were placebo-controlled13,15 and had quality scores of 58%15 and 62%13.

REVIEW OF SAFETY
From the studies reviewed, domperidone has the potential to exacerbate parkinsonism when given at high doses of up to 150 mg/
day. In some instances, acute dystonia has been reported in children,
suggesting that domperidone crosses the blood brain barrier.

CONCLUSIONS
EFFICACY
Based on the available evidence, domperidone is LIKELY EF-
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FICACIOUS in reducing anorexia, nausea and vomiting associated with levodopa and/or dopamine agonist treatment.

SAFETY
Domperidone can be used with ACCEPTABLE RISK WITHOUT SPECIALIZED monitoring.

IMPLICATIONS FOR CLINICAL PRACTICE
Given positive evidence from two Level-I trials and its wide
use in clinical practise in many countries domperidone is considered POSSIBLY USEFUL in the treatment of gastrointestinal side
effects such as anorexia, nausea, and vomiting caused by anti-PD
drugs such as dopamine agonists and levodopa.

IMPLICATIONS FOR CLINICAL RESEARCH
More randomized controlled studies are needed to see the efficacy and safety of domperidone in nausea and vomiting due to
anti-Parkinson medication in patients with PD.

METOCLOPRAMIDE

BASIC PHARMACOLOGY
Metoclopramide, a benzamide derivative, has a dopamine receptor blocking property as domperidone. It acts mainly on peripheral dopamine receptors, but it does cross the blood brain barrier to some extent. Metoclopramide increases gastric motility,
gastric emptying, and shows anti-emetic property.

REVIEW OF CLINICAL STUDIES
Only one Level-III study17 has been identified where the effects
of metoclopramide (10 mg IM) in apomorphine-induced nausea and
vomiting was assessed in 8 patients. In this acute trial, prior injection of metoclopramide prevented apomorphine-induced vomiting.

REVIEW OF SAFETY
There are a number of case reports that metoclopramide can
compromise the antiparkinsonian effects of levodopa and other
DA-acting agonists.18-20

CONCLUSIONS
EFFICACY
There is INSUFFICIENT EVIDENCE to conclude on the efficacy
of metoclopramide in treating nausea and vomiting in patients with PD.

SAFETY
Because of the metoclopramide-induced parkinsonism in nonPD patients and aggravation of symptoms in PD, metoclopramide
has an UNACCEPTABLE RISK in patients with PD.

IMPLICATIONS FOR CLINICAL PRACTICE
Due to its potential to aggravate motor symptoms
metoclopramide is considered NOT CLINICALLY USEFUL in
patients with Parkinson’s disease.
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Treatment of Depression in Idiopathic Parkinson’s Disease

INTRODUCTION
BACKGROUND
Although the reported prevalence of depression in patients with
Parkinson’s disease (PD) varies over a wide range due to factors
of selection bias and differences in diagnostic criteria for both depression and PD, there is general consensus that it is a frequent
non-motor feature affecting between 40% and 50% of patients.1-3
Symptoms of depression may antedate overt motor manifestations
of PD in up to 30% of patients.4 Depression is usually of mild-tomoderate intensity and suicide is rare.2 While some studies estimated that major and minor depression occurred with equal frequency,1 more recent studies using strict DSM-III-R diagnostic
criteria have found lower prevalence rates for major depression.
Tandberg et al.5 reported a prevalence of 3.6% of major depression in nondemented patients as opposed to 26% in cognitively
impaired patients.
Clinical features of depression associated with PD include early
loss of initiative and self-esteem. Different from major depression
found in non-parkinsonian patients, the suicide rate is very low in
parkinsonian depression, and the prevalence of panic attacks and
other symptoms of anxiety is relatively high. Available validated
depression rating scales include a variety of items related to motor
behavior, and these measures can confound interpretation of depression ratings in patients with PD.
The inconsistent correlation between mood changes and severity of parkinsonian disability, as well as the occurrence of depression prior to any motor manifestations of Parkinson’s disease (PD)
all argue against a merely reactive nature of PD-associated depression. Proposed neurobiological substrates include
mesocorticolimbic dopaminergic denervation6, brain serotonin deficiency due to degenerative changes in the brain stem raphe
nucleus2,7,8 as well as noradrenergic deficiency.7

RATIONALE
In a recent survey9, depression was identified as a major factor
impacting on the quality of life in PD patients so that antidepressive therapy is an important part of pharmacological treatment of
patients with PD. Despite the frequency of depression in PD, there
are no uniformly accepted standards for the treatment of PD-associated depressive symptoms. This chapter reviews the available
evidence for efficacy and safety of antidepressant pharmacotherapy
or electroconvulsive therapy in PD patients with minor or major
depression.

METHODS
KEY SEARCH TERMS
Key search terms included Parkinson’s disease or parkinson
syndrome and depression and antidepressants or antidepressive
therapy or one of the following: selective serotonine reuptake in-

hibitor (SSRI), fluvoxamine, fluoxetine, sertraline, amitriptyline,
nortriptyline, imipramine, moclobemide, selegiline or electroconvulsive therapy or ECT or magnetic stimulation or transcranial
electromagnetic stimulation.

SPECIAL EXCEPTIONS TO INCLUSION/
EXCLUSION CRITERIA
A total of 265 articles were identified. Articles selected for final
screening were those where a specific therapy had used to treat
depression in a population of PD patients as a prime target of intervention. Forty articles met this criterion, 19 of which were related to drug-treatment while 21 assessed the effects of ECT. As
there were only two randomized controlled trials in this indication
a special exception was made for this section to include all randomized controlled trials regardless of patient numbers.

TRICYCLIC ANTIDEPRESSANTS
Of 19 articles selected for final screening, three were about the
use of tricyclic antidepressants in PD-associated depression. Only
one article met the inclusion criteria of this review and describes
the antidepressive effects of nortriptyline in patients with PD.10

NORTRIPTYLINE

BASIC PHARMACOLOGY
MECHANISM OF ACTION
The
tricyclic
antidepressant
nortriptyline
(a
dibenzocycloheptadien) is the secondary-amine congener (or the
N-demethylated metabolite) of the tertiary amine compound amitriptyline. As with other antidepressant drugs, knowledge of the
pharmacological properties is incomplete. The mechanism of
nortriptyline’s antidepressant action is thought to be related by its
potent and highly selective inhibition of norepinephrine reuptake.
In addition, nortriptyline has weak affinity for serotonin neuronal
reuptake and it does not inhibit dopamine neuronal reuptake. Like
other imipraminic compounds, nortriptyline blocks muscarinic and
alpha-adrenergic receptors.

PHARMACOKINETICS
Oral nortriptyline is well absorbed with limited first-pass metabolism. Bioavailability is approximately 61%. As with other tricyclic antidepressants, concentrations in plasma typically peak
within 2 to 8 hours. The mean plasma protein binding of nortriptyline is about 89% to 92%. Nortriptyline is oxidized by hepatic
microsomal enzymes followed by conjugation with glucuronic
acid. Urinary clearance is the major route of excretion for nortriptyline metabolites.11,12
The mean half-life of nortriptyline is 28 to 31 hours. Half-life
tends to be prolonged in elderly compared to non-elderly subjects.
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Serum concentrations of 50 to 150 ng/ml for nortriptyline have
been suggested as optimal for patients with major depression.11,12

REVIEW OF CLINICAL STUDIES
Level-I Studies
Andersen et al. (1980)10 was the only study identified in this
review, and it included 22 L-dopa-treated patients with PD. Patients were randomized into a double-blind, cross-over study comparing nortriptyline and placebo. All patients presented with moderate degrees of depression scoring at least 13 points on a depression rating scale designed by Andersen himself (maximum score
of 93).10 The two treatment periods lasted 8 weeks each, and 19
patients completed the full trial. Problematic issues related to this
study include its crossover design with a short washout period,
lack of an analysis of period effect, and the use of an unconventional rating system; nonetheless, this study is the only available
randomized study on the efficacy of tricyclic agent.
Nortriptyline was titrated from 25 mg/d to a maximum of 150
mg/d, presumably according to clinical response, but details are
not given in the report. Assessments were made before and after
the end of each 8-week treatment period and included the Andersen
Depression Rating Scale and a 5-point rating scale of posture and
gait, a 4-point scale for akinesia, rigidity and tremor as well as a
variety of timed tests. There were no statistically significant changes
in any of the parkinsonian measures between the post-placebo and
post-nortriptyline values, which were all similar to baseline scores.
The median depression score was highly significantly reduced in
the nortriptyline period compared to baseline or the placebo period. The authors state that the most pronounced effect of nortriptyline was found in those items of their depression scale, which
they believed less likely to be affected by parkinsonism itself. The
major adverse reaction was orthostatic hypotension, which lead to
early dropout of two patients and caused a significant decrease in
mean standing blood pressure after active treatment compared to
placebo or baseline. This study had an overall quality rating score
of 53%.

Level-II Studies
No qualified studies were identified.

Level-III Studies
No qualified studies were identified.
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and tricyclic antidepressants and selective serotonin reuptake inhibitors (SSRIs) has identified a very low combined rate of 0.24%
of adverse reactions possibly consistent with a serotonin syndrome,
which was considered serious in 0.04%13.
Up to 10% of patients treated with tricyclic antidepressants for
major depression have developed signs of orthostatic hypotension.
Cardiac arrhythmias are a risk in patients with pre existing cardiac
disease in particular with pre existent bundle-blocks.
Abrupt discontinuation of sustained high dose oral treatment
with tricyclic antidepressants may induce withdrawal phenomena
including dysautonomia, anxiety, and panic.

CONCLUSIONS
EFFICACY
Based on one positive Level-I study of moderate quality nortriptyline is considered LIKELY EFFICACIOUS for the treatment of
depression in PD but there is INSUFFICIENT EVIDENCE to conclude on imipraminic antidepressants as a class.

SAFETY
In depressed patients with PD, there is INSUFFICIENT EVIDENCE to conclude on the safety of nortriptyline or other
imipraminic antidepressants.

IMPLICATIONS FOR CLINICAL PRACTICE
To the extent that depression in PD parallels that in non-PD patients with major depression, clinical experience suggests that
nortriptyline and imipraminic antidepressants are POSSIBLY USEFUL also in the treatment of depression in PD.

IMPLICATIONS FOR CLINICAL RESEARCH
There is a need for well-designed, controlled trials of imipraminic
antidepressants in PD patients with depression to better define:
• The short-term and long-term antidepressive efficacy of different imipraminic agents in patients with PD.
• The relative efficacy of imipraminic antidepressants compared
to newer antidepressive agents like SSRIs in PD-associated depression.
• Interactions between imipraminic antidepressants and
antiparkinsonian drugs in depressed patients with PD.
• The antiparkinsonian effects and their possible relation to the
antimuscarinic and monoaminergic properties of imipraminic antidepressants.

REVIEW OF SAFETY
The main adverse reactions of tricyclic antidepressants are related to their antimuscarinic as well as antiadrenergic,
antihistaminergic, and antiserotonergic activities. In addition, they
interfere with presynaptic reuptake of catecholamines. Adverse
reactions include sedation and memory impairment as well as particularly in high doses - confusional states, hallucinosis and
delirium. Concomitant treatment with tricyclic antidepressants in
patients with PD can contribute to drug-induced psychosis, sedation, and daytime sleepiness. The anticholinergic activity of tricyclic antidepressants can potentially slow the gastrointestinal resorption of levodopa, which is of potential importance in motor
fluctuations.
There are some concerns regarding interactions between tricyclic antidepressants and Deprenyl causing hyperpyrexia, tremor,
agitation, and mental changes similar to the “serotonin syndrome”.
A recent survey in PD on possible interactions between deprenyl

MAO-INHIBITORS
Current hypotheses relate depression in PD to neurobiochemical
deficits involving dopaminergic, noradrenergic, and serotonergic
brain stem ascending systems (see Introduction). Oxidative deamination is a common major pathway of degradation of all free biogenic amine-neurotransmitters believed to be possibly involved in
mood changes in PD. Consequently, inhibition of monoamineoxydase (MAO) seems a plausible approach to the drug treatment
of PD-related depression. MAO-A exists in two isoforms: MAOA primarily deaminates noradrenaline and serotonine, while MAOB is relatively selective for dopamine metabolism. Most of the
brain MAO-activity is related to the B-type enzyme (> 80%), while
less than 20% of the total brain MAO activity correspond to the Atype enzyme.14 Literature data on the use of MAO inhibitors to
treat depression in PD are sparse and related to both inhibition of
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MAO-A through moclobemide and MAO-B through selegiline.
Of 19 articles screened for final evaluation, 4 assessed the effects of MAO-inhibition on depressive symptoms in PD, of which
2 met inclusion criteria of this review.

MOCLOBEMIDE
In the 1950s, MAO-A-inhibitors were introduced as an antidepressive drug strategy after observations of mood brightening effects of the tuberculostatic drug iproniacide, which is also a nonselective MAO-A.15

BASIC PHARMACOLOGY
MECHANISM OF ACTION
Moclobemide is a reversible, competitive inhibitor of the enzyme MAO-A. Selective inhibition of brain MAO-A activity raises
noradrenaline and serotonine brain concentrations, and this is generally accepted as the basis of the antidepressant effect of
moclobemide. In addition, moclobemide has a negligible effect
on monoamine reuptake16, and there is no relevant interaction with
other non-MAO enzyme systems or neurotransmitter receptors.

PHARMACOKINETICS
Moclobemide is rapidly absorbed through the gastrointestinal
tract, and maximum plasma concentrations are reached between
0.5 and 2 hours post dosing, corresponding to bioavailability between 50% and 80%. First-pass metabolism is considerable and it
is estimated that only about two-thirds of a dose of moclobemide
will reach the systemic circulation unmetabolized. Plasma protein
binding of moclobemide is around 50%. Terminal half-life of
moclobemide is between 1 and 3 hours.17
Hepatic metabolism is the major determinant of moclobemide
elimination, and the major ways of metabolism include oxidative
reactions (hydroxylation, oxidative dealkylation).

SELEGILINE

BASIC PHARMACOLOGY
MECHANISM OF ACTION
Selegiline is a non-competitive, irreversible (suicide) inhibitor
of brain MAO-B enzyme. At the usual clinical dose of 10 mg/d,
selegiline is selective for MAO-B. At higher doses, the selectivity
of selegiline is partially lost. Selegiline was originally developed
as an antidepressant; the mechanism involved is believed to be
related to increases in brain dopamine concentrations. Selegiline
has additional mechanisms beyond MAO-B inhibition including
inhibition of catecholamine reuptake and effects at presynaptic
catecholamine receptors (see the Chapter on MAO-B inhibitors in
this text).

PHARMACOKINETICS
Selegiline is rapidly absorbed from the gastrointestinal tract.
Major metabolism occurs in the liver with transformation to
desmethyl-selegiline, metamphetamine, and amphetamine. The
bioavailability of orally administered selegiline is negligible because of marked first-pass metabolism that yields peak concentrations of the parent drug of 1.1 (±0.4 ng/ml following a 10-mg oral
dose. Peak plasma concentrations are reached in 30 minutes to 2
hours, plasma protein binding is 94%, elimination half-life is estimated to be 1.9 (±1.0 hours for the parent compound and the N-
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desmethyl metabolite). The major plasma component is
metamphetamine, which has a half-life of 21 hours, and amphetamine has a half-life of 18 hours.18,19
Since Selegiline is an irreversible inhibitor of MAO-B, the halflife of MAO-B inhibition is related to the rate of protein biosynthesis, and persistent, clinically relevant MAO-B inhibition is believed to be present for at least one month after stopping the drug.20

REVIEW OF CLINICAL STUDIES
Level-I Studies
No placebo-controlled randomized trials assessing moclobemide
or selegiline as antidepressants in PD were identified in this review. The only identified randomized controlled trial was on the
use of moclobemide and selegiline.
Steur and Ballering (1997)21 randomly assigned 10 patients with
idiopathic PD and major depression of 3 to 50 months’ duration to
co-treatment with moclobemide alone (600 mg/d) or moclobemide
(600 mg/d) plus selegiline (10 mg/d). Concomitant antiparkinsonian
medication had been kept constant in the preceding three months,
and study drugs were administered for a period of 6 weeks during
which time antiparkinsonian medication was kept unchanged.
Depression was rated by the Hamilton Depression Rating Scale
(HDRS) one week before and six weeks after treatment
HDRS scores were similar between the two treatment groups,
but numerical values are not detailed in the text. However, improvement in the combined moclobemide-selegiline group was significantly more pronounced than in the moclobemide monotherapy
group (p=0.0029). It is not stated in the paper if improvement in
HDRS scores following moclobemide monotherapy was statistically significant compared to baseline.
All patients in the combined moclobemide-selegiline-group
experienced improvement in bradykinesia, while this only occurred
in one patient in the moclobemide monotherapy group. From the
report it appears that at least some patients were fluctuators, but it
is stated that daily hours “on” did not change in either of the two
treatment arms. Both treatments were well tolerated and there were
no increases in blood pressure but the study was performed under
tyramine restriction. Interestingly the authors also observed statistically significant increases in MMSE scores in the combined treatment group only. This study had an overall quality score of 74%.

Level-II Studies
Lees et al. (1977)22 investigated the effects of co-treatment with
selegiline in 41 patients with idiopathic PD receiving maximum
tolerated doses of levodopa (L-dopa). Depression was present in
15 of these patients and was assessed using the Zung self-rating
depression scale. The study was designed as a double-blind, placebo-controlled, cross-over trial where patients were initially
treated with selegiline 10 mg/d and reassessed after 1 month of
selegiline treatment when they were readmitted to hospital. At varying intervals following post-selegiline assessments patients were
switched to placebo in a double-blind fashion, and placebo treatment was maintained for 4 weeks when there was a final assessment. Depression, which was rated as moderate to severe in 15 of
46 patients, did not show any statistically significant improvement
during selegiline therapy compared to placebo. However, the main
target of this study was the assessment of antiparkinsonian effects
of deprenyl in both fluctuating and non-fluctuating PD patients.

Treatment of Depression in Idiopathic Parkinson’s Disease
Level-III Studies
No qualified studies were identified.

REVIEW OF SAFETY
MOCLOBEMIDE
The most common adverse reactions reported during clinical
trials with moclobemide included insomnia, sleep disturbances and
restlessness. Furthermore patients treated with moclobemide reported a greater incidence of tremor, nausea and vomiting as compared to placebo-treated patients. The main cardiovascular adverse
reactions reported after moclobemide treatment was hypotension.
Concomitant treatment with moclobemide and tricyclic antidepressants can induce severe serotonin-syndrome-like adverse reactions including fatalities so that such combinations are contraindicated. Combined treatment with moclobemide and SSRIs also
should be strictly avoided. Moclobemide treatment only has rarely
induced hypertensive reactions, and there is no need for dietary
tyramine restriction.
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SEROTONIN REUPTAKE INHIBITORS
Six articles included for final screening were about the use of
selective serotonine reuptake inhibitors (SSRIs) in PD patients with
depression and two qualified (meeting inclusion and exclusion
criteria previously described) for final inclusion. Both were openlabel uncontrolled studies of the efficacy and safety of paroxetine
in depressed PD patients.

PAROXETINE

BASIC PHARMACOLOGY
MECHANISM OF ACTION
Paroxetine hydrochloride is a selective 5-HT reuptake inhibitor
(SSRI). The mechanism of action of paroxetine is presumed to be
linked to its inhibition of CNS neuronal uptake of 5-HT. Inhibition
of presynaptic reaccumulation of neuronally released 5-HT potentiate the action of 5-HT released by neuronal activity. In addition, paroxetine has weak affinity for norepinephrine and dopamine neuronal reuptake.

PHARMACOKINETICS
SELEGILINE
The safety of selegiline is also summarized elsewhere in this
review. The combined use of deprenyl and antidepressants - tricyclic antidepressants and particularly SSRIs - can rarely induce a
serotonin syndrome including mental status changes, myoclonus,
diaphoresis, agitation, tremor, diarrhoea, and fever.

CONCLUSIONS
EFFICACY
There is INSUFFICIENT EVIDENCE to conclude on the efficacy of MAO-A or MAO-B inhibitors or their combination in the
treatment of depression in patients with PD.

SAFETY
There is INSUFFICIENT EVIDENCE to conclude on the safety
of MAO-A or MAO-B inhibitors or their combination in depressed
patients with PD. However, based on experience in psychiatry,
combined treatment with MAO-A inhibitors and either tricyclic
antidepressants or SSRIs carries an UNACCEPTABLE RISK.

Paroxetine is efficiently absorbed after oral administration, peak
plasma concentrations after oral dosing occur within 2 to 10 hours.
Average terminal elimination half-life of plasma paroxetine is about
24 hours. Steady state plasma concentrations are generally
achieved within 7-14 days of repeated daily oral dosing of 20 to
30 mg per day. Half-life tends to be prolonged in elderly and patients with renal as well as liver dysfunction. For most patients
paroxetine has a linear dose-proportional pharmacokinetics to
orally aministered doses. The plasma protein binding of paroxetine
is about 95%.
Paroxetine undergoes extensive hepatic first-pass metabolism.
The primary metabolic pathway is an oxidation to an intermediate
unstable catechol derivate followed a methylisation and subsequent
to a glucuronide or sulfat conjugation. These circulating metabolites are substantially less active than the parent compound. Approximately 2% of the administered dose is excreted in urine in
1% in the feces.23

REVIEW OF CLINICAL STUDIES
Level-I Studies

IMPLICATIONS FOR CLINICAL PRACTICE

No qualified studies were identified.

Co-treatment of depressed PD patients with the MAO-A inhibitor moclobemide or the MAO-B inhibitor, selegiline, is INVESTIGATIONAL. Combined treatment of depressed parkinsonian patients with moclobemide and tricyclic antidepressants or SSRIs is
UNACCEPTABLE, while the risk for a serotonin syndrome during combined treatment with selegiline is very low.

No qualified studies were identified.

IMPLICATIONS FOR CLINICAL RESEARCH
Because there is a re emergence of interest in the role of MAO
inhibitors in the management of depression in the geriatric population, controlled clinical trials assessing these agents in depressed
PD patients are warranted. Both placebo-controls and active comparator-controls trials using different antidepressants (imipraminic
and SSRIs) are needed to guide clinicians towards “optimal” antidepressive drug regimens for PD patients.

Level-II Studies
Level-III Studies
Ceravolo and co-workers (2000) 24 studied the effects of
paroxetine on depressive and motor symptoms in 33 non-demented
patients with idiopathic Parkinson’s disease and depression. Depression was diagnosed according to DSM-IV criteria and was
classified as major depression in fourteen and dysthymia in nineteen patients. All patients were receiving levodopa therapy and
eighteen had add-on treatment with dopamine agonists.
Antiparkinsonian medication was kept constant during the trial
which did not include patients with motor fluctuations. Previous
antidepressive treatment (six cases on tricyclic antidepressants)
was discontinued at least three months before the study. Paroxetine
was given at a starting dose of 5 mg/d and titrated up to 20 mg/d.
Depression was rated at baseline and after 1, 3, and 6 months of
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treatment using the Beck Depression Inventory (BDI) and the
Hamilton Depression Rating Scale 21 (HDRS-21). Parkinsonian
motor symptoms were rated at the same time points using UPDRS
Part III. Twenty-nine patients completed this 6 months trial, and
twenty-five showed clinically evident improvement in mood. BDI
and HDRS scores for the whole group improved from baseline to
the final visit at month 6 and these score changes were statistically
significant. Four patients did not improve.
The UPDRS Motor Score did not change during paroxetine treatment. However, there was a single case of worsened parkinsonian
tremor. There were two side-effect related dropouts, both cases
developed visual hallucinations after 40 and 55 days of treatment
respectively. Other side-effects of this study were considered minor and included dizziness, nausea, anxiety, and palpitation.
Tesei et al.25 included sixty-five outpatients with idiopathic
Parkinson’s disease and depression in an open-label prospective
tolerability study of paroxetine. Depression was diagnosed according to DSM-IV criteria and HDRS scores were determined at
baseline and after three months of treatment with paroxetine. Parkinsonian motor signs were quantified by the UPDRS pre- and
post-treatment. Paroxetine was given at a dose of 10 mg/d for the
first four weeks and increased to 20 mg/d thereafter.
Antiparkinsonian medication (various combinations of levodopa
and dopamine agonists in most cases) were kept constant during
the course of the trial. The primary outcome parameter for the assessment of paroxetine tolerability was the number of patients
withdrawn from the study because of adverse events.
Fifty-two (80%) patients completed the 3-month study period
on prescribed dose of paroxetine. These patients had a significant
improvement in the HDRS score at month 3 compared to baseline
(from a mean of 21.7 to 13.8 points; p <0.001). It is stated that this
reduction mainly related to improvements in anxiety and sleeprelated symptoms.
Thirteen patients discontinued paroxetine treatment after a mean
period of around 12 days because of adverse reactions. These included anxiety, nausea, agitation, confusion, and headache. Two
cases (3.1%) were withdrawn because of increases in “off” time
and exacerbation of parkinsonian tremor.

SAFETY
SSRIs, when studied in psychiatric populations, have demonstrated an improved safety profile compared to tricyclic antidepressants, particularly related to lower incidences of anticholinergic adverse reactions and cardiac arrhythmias. Common adverse
reactions include sleep disorders and gastrointestinal complaints.
The use of SSRIs in patients with PD receiving concomitant treatment with deprenyl has been associated with mental status changes,
myoclonus, tremor, hyperpyrexia, diarrhoea, hyperreflexia, and
diaphoresis (“serotonin syndrome”). A recent survey13 found a low
incidence of 0.24% of reactions possibly consistent with this syndrome and only 0.04% were considered severe.
The two largest prospective Level-III studies on the tolerability
of SSRIs in the treatment of parkinsonian depression used
paroxetine (see above) and found a low rate of worsening of parkinsonism of about 3% of patients. This worsening included increases in “off” time and exacerbation of tremor24,25. There are
additional case reports and retrospective observations in the literature describing exacerbation associated both with paroxetine
and other SSRIs including fluoxetine and fluvoxamine26.
In contrast, there are open-label observations reporting benefi-
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cial effects of fluoxetine on L-dopa-induced dyskinesias27.

CONCLUSIONS
EFFICACY
In the absence of data from controlled studies there is INSUFFICIENT EVIDENCE to conclude on the efficacy of paroxetine
or SSRIs as a class for treatment of depression specifically in patients with Parkinson’s disease.

SAFETY
There is INSUFFICIENT EVIDENCE to conclude on the safety
of paroxetine and other SSRIs when used to treat depression in
patients with PD. There is sparse and conflicting evidence for a
potential of SSRIs to exacerbate parkinsonism, which is based on
case reports or small case series that used an open-label study design. Combining SSRIs and selegiline in patients with PD carries
a minor risk of inducing a serotonin syndrome.

IMPLICATIONS FOR CLINICAL PRACTICE
To the extent that depression in PD parallels that in non-PD subjects with major depression, clinical experience suggests that administration of paroxetine and other SSRIs is POSSIBLY USEFUL to treat depression in PD. The effects of SSRIs on parkinsonian motor symptoms are presently unclear but probably of little
clinical significance.

IMPLICATIONS FOR CLINICAL RESEARCH
There is a strong need to perform well designed, controlled clinical trials of SSRIs in the treatment of depression in patients with
PD in order to:
• Compare the efficacy and tolerability of different SSRIs vs. placebo and other antidepressants in PD-associated depression.
• To assess the effects of SSRI co-treatment on parkinsonian symptoms.
• To assess the interaction of various SSRIs with antiparkinsonian
drugs, in particular MAO-B inhibitors.

NON-PHARMACOLOGICAL
INTERVENTIONS
ELECTROCONVULSIVE THERAPY
Although pharmacotherapy is the mainstay of antidepressive
treatment, a number of non-pharmacological interventions are being used by psychiatrists to treat major depression. These include
strategies of sleep deprivation and phototherapy in seasonal depression. Electroconvulsive therapy (ECT) has been used for decades as an important therapeutic modality to treat drug-resistant,
severe depression, although the frequency of its use has declined
considerably following the introduction of effective antidepressive drug treatment.28,29 More recently, repetitive transcranial magnetic stimulation (TMS) has been introduced as a less invasive
replacement for ECT.30
Of these various non-pharmacological interventions, only ECT
has been used to treat depression in patients with PD, as identified
by the results of this literature search for this review.
Electroconvulsive therapy (ECT) was originally introduced as
a treatment in psychiatry on the basis of the mistaken belief that
schizophrenia and epilepsy were mutually exclusive diseases. With
the advent of modern psychopharmacotherapy, the use of ECT
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has sharply declined after the 1950’s, but problems of drug resistance or intolerance eventually lead to renewed interest in ECT as
a treatment modality from the 1980’s onward.29,31
Recent surveys within the United States indicate that about 80%
of patients receive ECT treatment because of major depression.29,31
Its use is generally restricted to patients with a history of drug resistance and/or those in whom there is a particular need for a rapid
clinical response.
Despite the long history of use of ECT in psychiatry its mechanism of action remains largely unknown. Current hypothesis focus on ECT-induced central neurotransmitter changes. Animal studies of electroconvulsive shock have revealed acute increases in
brain norepinephrine concentrations together with down regulation of beta-adrenergic and possibly presynaptic alpha-adrenergic
receptors. In humans, increases in plasma catecholamine, particularly epinephrine, levels, have been observed following ECT.28
Similarly, animal studies using ECS show increases in brain
serotonine concentrations, and chronic ECS has been found to
enhance behavioral serotonergic responses. Most studies of ECT
in humans have failed to detect CSF 5-HIAA changes following
ECT, but one study reported ECT-related increases.32
Animal studies with ECS also found increases in brain dopamine concentrations33 and potentiation of dopamine-mediated behavior. In humans, ECT has been reported to enhance the prolactine
response to apomorphine.
Not surprisingly, ECS in animals has also been found to induce
changes in acetylcholine GABA, endogenous opioids or adenosine receptors. Although it is tempting to speculate that antidepressive effects of human ECT treatment may be related to brain norepinephrine-, serotonine-, or dopamine-changes, the multitude of
brain effects resulting from electrically induced seizures - including changes in cerebral blood flow, oxygen and glucose metabolism, protein synthesis, blood brain barrier, disruption and synaptic activity - make it very difficult to define the crucial mechanism
of ECT’s antidepressive mode of action.28

REVIEW OF CLINICAL STUDIES
The search criteria for this review identified 21 articles covering a total of 71 patients with idiopathic PD in whom electroconvulsive therapy was used to treat concomitant depression. All but
one study did not qualify for inclusion in this report and were either single-case reports or studies of less than 10 patients and therefore, were excluded.

Level-I Studies
No qualified studies were identified.

Level-II Studies
No qualified studies were identified.

Level-III Studies
Moellentine and co-workers (1998)34 performed a retrospective
chart review from their institution’s ECT database. Outcomes of
psychiatric symptoms were assessed in 25 patients with parkinsonism vs. 25 age- and gender-matched patients without neurological diseases also receiving ECT for psychiatric indications.
Twenty-five patients with parkinsonism were identified, 19 of
which received ECT treatment because of major depression according to DSM-III-R diagnostic criteria. Two of the total of 25
may have suffered from drug-induced parkinsonism, while in the
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others, a diagnosis of idiopathic PD was made by a qualified neurologist. ECT treatment was unilateral or bilateral, patients were
given three sessions per week unless postponement or discontinuation was necessary because of ECT-induced delirium. Baseline
and post-treatment ratings included the MMSE, global assessment
of functioning scale (GAF), brief psychiatric rating scale (BPRS)
and the Hamilton Rating Scales for Anxiety and for Depression
(HAM-A, HAM-D). Ratings were performed one or two days before the first ECT treatment and one or two days after the last treatment. Patients with PD received a median number of 6 ECT treatments and this number was 7 in the non-neurological control group.
The authors noted a significant decrease in both HAM-D and
HAM-A scores for both patients with PD and non-neurological
controls. Of the 25 patients with PD, 14 reported subjective motor
improvement following the course of ECT treatment; however,
the article does not give detailed information on concomitant drug
treatment. Patients with PD had more ECT-related complications
than the non-neurological control group (56% vs. 12%), the most
frequent being transient ECT-related delirium. The authors concluded that mood disorders associated with PD are improved by
ECT without worsening of the underlying movement disorders,
and that depression and anxiety respond in a similar fashion to the
same psychiatric symptoms in a non-neurological patient group.
The authors, however, also acknowledge that their ratings were
performed by an unblinded ECT nurse coordinator introducing a
potential of bias.

SAFETY
ECT has been generally well tolerated in patients with PD. In
subjects with pre existing L-dopa-induced dyskinesias a transient
increase in their severity has been occasionally reported immediately following ECT. The most frequent adverse reactions of ECT
in PD has been related to mental status changes including confusional states and transient inter-treatment delirium, affecting up to
50% of patients in some series. This complication may be more
frequent in patients with PD compared to non-parkinsonian psychiatric controls.34,35

CONCLUSIONS
EFFICACY
There is INSUFFICIENT EVIDENCE available to conclude on
the efficacy of ECT in the treatment of depression in patients with
PD.

SAFETY
There is INSUFFICIENT EVIDENCE to conclude on the safety
of ECT treatment of depression specifically in PD.

IMPLICATIONS FOR CLINICAL PRACTICE
Currently available evidence is insufficient to support the routine use of ECT to treat depression in PD. Its use is considered
INVESTIGATIONAL in drug-refractory patients with severe, sustained major depression. There is some indication that the risk of
treatment-induced delirium may be greater in patients with PD
compared to non-neurological controls. Given the poor quality of
efficacy data, the risk-benefit ratio of ECT treatment of depression
in PD is presently unclear.

IMPLICATIONS FOR CLINICAL RESEARCH
• Properly designed prospective controlled trials are needed to
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establish the efficacy and clinical benefit of ECT treatment in PD
patients with major depression. Such studies should be restricted
to drug refractory patients and should use sham ECT as a control
measure, and blinded evaluators are needed.
• The majority of reports on the use of ECT in depressed patients
with PD also find some ECT-related improvement in motor symptoms, including data from one Level-I study.36 Such effects deserve further study.
• Functional neuroimaging studies before and after ECT may help
define mechanisms associated with affective and motoric changes.
• Controlled prospective trials of the possible efficacy of repetitive transcranial magnetic stimulation (rTMS) in patients with PD
and depression are warranted.
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INTRODUCTION
Contrary to James Parkinson’s original belief of lack of impairment of intellectual functions in his disease it is now clear that a
majority of patients with idiopathic Parkinson’s disease do show
signs of distinct and subtle cognitive dysfunction even early in
their illness.1 Many studies have detected deficits in discrete domains of neuropsychological functioning in Parkinson’s disease
when compared to normal controls including frontal-executive
dysfunction1, as well as impairments of visuo-spatial abilities2, temporal ordering,3 memory and attention.4 Up to 40% of patients with
Parkinson’s disease4 eventually fulfill DSM criteria for dementia
and these patients are a particular risk for drug-induced psychosis,
more rapid progression of disability and reduced survival.5

DRUGS FOR TREATING DEMENTIA IN
PARKINSON’S DISEASE
Dementia is a late feature of Parkinson’s disease where it can
affect up to 40% of patients. By contrast, the occurrence of dementia as a presenting feature in a parkinsonian patient suggests
an alternative diagnosis such as dementia with Lewy bodies.6 The
prevalence of dementia in idiopathic Parkinson’s disease increases
with age and it has not been observed in patients with young onset
Parkinson’s disease.7 The underlying pathology in dementia of
Parkinson’s disease is multifactorial and includes concomitant
Alzheimer changes, diffuse neocortical Lewy body degeneration
as well as vascular co-morbidity.8
In contrast to the prevalence and impact of dementia on the progression of disability in Parkinson’s disease there is a striking lack
of clinical trials assessing interventions aimed at prevention or
symptomatic improvement of dementia. To date, no single controlled study is available but this situation is likely to soon change.
Given positive evidence for efficacy of cholinesterase inhibitors
in the treatment of dementia with Lewy bodies,9 where a randomized placebo-controlled trial of rivastigmine demonstrated significant improvements on a neuropsychological inventory, there is
reason the believe that this class of agents may also show some
effect in the dementia of Parkinson’s disease. This is supported by
anecdotal evidence in a small open-label series with the cholinesterase inhibitor tacrine.10 Level-I trials of cholinesterase inhibitors
in Parkinson’s disease are presently being planned.

DRUGS FOR TREATING PSYCHOSIS IN
PARKINSON’S DISEASE
BACKGROUND
Drug-induced psychosis is one of the major therapeutic challenges in Parkinson’s disease (PD). Drug-induced psychosis can
be a dose limiting side-effect even in early monotherapy with

levodopa or dopamine agonists in “de-novo” patients and recent
double-blind controlled studies have reported incidence figures of
up to 6% even in this uncomplicated group of patients.11-13 The
frequency of drug-induced psychosis (DIP) becomes even higher
in advanced disease and particularly in patients with dementia14,15
where up to 22% may be affected. A recent prospective study even
found a prevalence rate of 40% when “minor forms” like illusions
or transient sensations of presence of a person were included.16
Psychosis is one of the cardinal risk factors for nursing home placement of patients with PD.17 The frequency of psychosis is higher
with dopamine agonists therapy compared to levodopa
monotherapy12, but anticholinergics, amantadine and deprenyl may
all contribute to DIP in patients with PD.15
It is frequently impossible to reduce the dose of antiparkinsonian
drugs to a level that will lead to resolution of psychosis while maintaining sufficient symptomatic motor control. Such patients need
additional antipsychotic therapy to tolerate the required dose levels of L-dopa or dopamine agonists or both.

RATIONALE
In recent years a number of atypical antipsychotic drugs with
low potential of causing extrapyramidal adverse reactions have
been tested in the setting of DIP in patients with PD in order to
control psychiatric symptoms without reducing motor function.
This chapter reviews the available evidence regarding antipsychotic efficacy and effects on PD motor symptoms of various pharmacological approaches used to focal DIP in patients with PD.

METHODS
KEY SEARCH TERMS
Parkinson’s disease, parkinsonism and psychosis, hallucinosis,
hallucination(s), delusion(s) and antipsychotic(s), antipsychotic
therapy, antipsychotic treatment, neuroleptic(s), neuroleptic
therapy, and neuroleptic treatment.

SPECIAL EXCEPTIONS TO INCLUSION/
EXCLUSION CRITERIA
Only studies where antipsychotic drugs were specifically tested
to control DIP are included in this review. Furthermore, inclusion
criteria required that studies used established scales to assess the
efficacy of therapies. Reports were excluded if there was a concomitant dose reduction of antiparkinsonian drugs during the trial
period, which likely confounded the outcome.
A single randomized double-blind trial18 comparing olanzapine
and clozapine was prematurely stopped and, therefore, less than
20 patients were evaluated. However, since this trial is the only
randomized, controlled study providing data on olanzapine in the
treatment of DIP, it was included in this review.
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CLOZAPINE

BASIC PHARMACOLOGY
MECHANISM OF ACTION
Clozapine is a dibenzodiazepine derivative with potent antipsychotic properties and is classified as an atypical neuroleptic drug
because it has been shown to be virtually free of extrapyramidal
adverse reactions when used in patients with schizophrenia.19 The
exact pharmacological mechanism of action of clozapine is not
fully understood but believed to be mediated by its dopamine receptor binding affinity. Recent evidence supports mesolimbic D1
receptor binding activity with relative sparing of striatal dopamine
receptors as well as predominant binding to the D4 receptor subtype.20,21 Clozapine also acts as an antagonist at adrenergic, cholinergic, histaminergic and serotonergic receptors.

PHARMACOKINETICS
Clozapine is rapidly and almost completely absorbed following
oral administration. However, because of extensive hepatic firstpass metabolism, only about 27-50% of an orally administered
dose reaches systemic circulation unchanged. Gastrointestinal
absorption appears to occur principally in the small intestine and
is approximately 90-95% complete within 3.5 hours after an oral
dose. Following oral administration of a single 25 mg or 100 mg
oral dose of clozapine tablets in healthy adults, it is detectable in
plasma within 25 minutes, and peak plasma clozapine concentrations occur at about 1.5 hours.
Clozapine is approximately 95% bound to serum proteins.
Clozapine is almost completely metabolized prior to excretion and
only trace amounts of unchanged drug are detected in the urine
and feces. Approximately 50% of the administered dose is excreted
in the urine and 30% in the feces. The desmethylated, hydroxylated, and N-oxide derivatives are the metabolized products found
in urine and feces. The desmethyl metabolite has only limited pharmacological activity, while the hydroxylated and N-oxide derivatives are inactive.
Following a single 75 mg or 100 mg oral dose, the elimination
half-life of clozapine averages about 8 hours (range: 4-12 hours).
Steady-state plasma concentrations of clozapine are achieved after 7-10 days of continuous dosing.

REVIEW OF CLINICAL STUDIES
Twenty-nine reports on clozapine were identified in the literature search. This included only two prospective, randomized, controlled trials, all other reports were uncontrolled trials including
the first report by Scholz and Dichgans22 who described marked
antipsychotic efficacy without deterioration of parkinsonism in four
patients.

Level-I Studies
Up to now there are only two placebo-controlled, double-blind,
randomized, controlled trials23,24 on the use of clozapine in DIP in
PD. A third double-blind, randomized, controlled trial compared
the antipsychotic efficacy of olanzapine and clozapine in patients
with PD.
The trial conducted by the Parkinson Study Group (1999)23 included 60 patients with idiopathic PD and DIP. The primary outcome measures were the scores on the 7-point Clinical Global
Impression Scale (CGIS; 1 = normal; 7 = among the most severely psychotic patients ever seen) for psychosis and the Unified Parkinson’s Disease Rating Scale (UPDRS). Further efficacy
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parameters included the scores on the Brief Psychiatric Rating
Scale (BPRS), on a modified version of the BPRS (four items
removed, that were considered unreliable because of confounding with PD, BPRS-M), on the Scale for the Assessment of Positive Symptoms (SAPS), on the Mini-Mental State Examination
(MMSE) and the motor as well as tremor score of the UPDRS.
The authors report a highly significant improvement in the
clozapine group in all psychosis rating scores. The mean (± SE)
scores on the CGIS improved by 1.6 ± 0.3 points for the patients
receiving clozapine (baseline, mean ± SD, 4.4 ± 0.8), as compared with 0.5 ± 0.2 point for those receiving placebo (baseline
4.4 ± 1.0) (p<0.001); the mean scores on the BPRS improved by
9.3 ± 1.5 points for the patients receiving clozapine (baseline
33.1 ± 9.9), as compared with 2.6 ± 1.3 points for those receiving
placebo (baseline 35.0 ± 10.7) (p=0.002); the mean scores on the
BPRS-M improved by 8.6 ± 1.3 points for the patients receiving
clozapine (baseline 38.6 ± 12.1), as compared with 2.5 ± 1.2 points
for those receiving placebo (baseline 40.6 ± 12.1) (p=0.003); the
mean scores on the SAPS improved by 11.8 ± 2.0 points for the
patients receiving clozapine (baseline 20.9 ± 13.0), as compared
with 3.8 ± 1.9 points for those receiving placebo (baseline 22.4 ±
12.3) (p=0.01). Seven patients treated with clozapine had an improvement of at least three points on CGIS, as compared with
only one patient of the placebo-group. The MMSE score did not
change significantly in either group. At the same time there was
no evidence of motor decline as assessed by the Unified
Parkinson’s Disease Rating Scale (total score and motor score).
Tremor item 20 of UPDRS Part III showed a significant improvement by clozapine. The clozapine doses necessary to produce the
observed effects were less than 25 mg/d with individual cases responding at doses as low as 6.25 mg. Among the 60 patients originally included in the trial, there were 6 dropouts, 3 in each treatment arm. Two of 3 placebo-treated patients discontinued prematurely because of increases in psychosis, another one was hospitalized for pneumonia. One of the dropouts in the clozapine arm
was due to reversible leukopenia (white-cell count 2900/m3), one
because of myocardial infarction and one because of sedation. No
significant difference in the mean neutrophile white-cell blood
counts between the placebo and clozapine arm were observed.
Similarly there were no significant differences between the groups
in changes in orthostatic blood pressure. However, there was a
significant but small increase in the mean heart rate of patients on
clozapine compared to placebo (on average 3.9 beats per minute),
while there was no increase in mean resting heart rate in placebo
treated patients. Weight increased by 0.7 kg in the patients receiving clozapine and 0.1 kg in those receiving placebo. Drooling,
memory impairment, constipation, confusion, headache, fatigue
or day-time sedation occurred with similar frequency and severity
in either treatment group without statistically significant differences. This well-designed, four-week, placebo-controlled, prospective trial had a 3- month optional open-label extension in which 53
of 54 patients continued into this phase of the study. There was
one further withdrawal from clozapine due to a low white-cell count
below 3.000/m3, which returned to normal after discontinuation
of therapy. However, there was an unexpectedly high death rate in
this open-label extension phase where 6 patients died, 3 of whom
had been placed in nursing homes. Their causes of death were:
stroke (n=1), bronchitis (n=2) or unknown (n=3). Two further patients died of pneumonia and the 6th case of cardial rest shortly
after ending the three months extension treatment. None of the

Movement Disorders, Vol. 17, Suppl. 4, 2002

S122

Drugs to treat Dementia and Psychosis

deaths observed was associated to leukopenia. This study had an
overall quality rating score of 93%.
The French Clozapine Parkinson Study Group (1999)24 also studied 60 patients with PD and DIP; this was a multicenter, four week,
double-blind, placebo-controlled trial. Similar to the study conducted by the Parkinson Study Group23 in the US, the initial
clozapine dose was 6.25 mg/day and titrated to a maximum of 50
mg/day. Antiparkinsonian drug doses were kept constant, but it is
not stated in the report when attempts to decrease dopaminergic
agents had been made. The trial used established scales to rate
psychosis (a clinical global impression scale, CGI and the Positive Subscore of the Positive and Negative Syndrome Scale,
PANSS) and motor disability (UPDRS) and found significant
changes in CGI (p=0.001) and PANSS positive subscore
(p<0.001) items in favor of clozapine at week four (no detailed
scores are reported).
Although mean UPDRS motor scores impairment decreased by
3.5 points in the clozapine group versus 3.0 points in the placebo
group (no significant difference), 7 patients in the clozapine group
reported mild or transient worsening of PD. From the report it appears that such worsening may also have been observed in the
placebo group, but it is not clear how many patients reported deterioration of PD. There were no discontinuations due to decreased
motor function, and there were no cases of agranulocytosis. Another adverse reaction observed more frequently in the clozapine
than in the placebo group was somnolence (no detailed numbers
are reported). This study had an overall quality rating score of 58%.
Goetz and colleagues (2000)18 recently reported a randomized
controlled trial comparing clozapine with olanzapine in patients
with PD and DIP. Based on statistical power calculations, 28 patients were originally planned for inclusion but the study was prematurely stopped after only 15 patients had completed the study
because of unacceptable deterioration of parkinsonism in the
olanzapine arm. Primary outcome measure was the scale for Assessment of Positive Symptoms (SAPS) for psychotic symptoms,
and secondary outcome measures included the Visual Hallucinations item from the SAPS, the Brief Psychiatric Rating Scale
(BPRS) and the ADL and motor subscale of the UPDRS. This was
a 9-week trial, and clozapine was initiated at a dose of 6.25 mg/d
while the starting dose of olanzapine was 2.5 mg/d. According to
clinical need, antipsychotic doses were adjusted to a maximum of
15 mg/d for clozapine or 15 mg/d for olanzapine over 5 weeks; all
other medications were kept unchanged for the duration of the
trial. At study completion, the mean peak dose for clozapine was
25.8 mg/d and 11.4 mg/d for olanzapine. Patients assigned to
clozapine showed statistically significant improvement from
baseline in total SAPS (from 13.5 ± 7.7 at baseline to 6.6 ± 6.2 at
study end, p = 0.016; baseline and study end scores are expressed
as mean ± SD) as well as the visual hallucination item on SAPS
(from 3.9 ± 1.0 at baseline to 1.9 ± 1.2 at study end, p = 0.013) and
the BPRS (from 31.4 ± 7.6 at baseline to 23.8 ± 3.9 at study end, p
= 0.031). UPDRS motor and ADL scores modestly improved in
clozapine-treated subjects, but this was not statistically significant
over baseline (UPDRS motor score: from 38.9 ± 14.4 at baseline
to 32.9 ± 14.4 at study end, p = 0.125; UPDRS ADL “on” score:
from 13.8 ± 9.4 at baseline to 12.8 ± 10.8 at study end, p = 0.75;
UPDRS ADL “off” score: from 27.8 ± 7.7 at baseline to 23.3 ±
12.4 at study end, p = 0.125). However, change scores (baseline to
study end) for the UPDRS assessments of motor examination and
ADL between the clozapine and olanzapine groups differed sig-
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nificantly in favor of clozapine (mean change of UPDRS motor
score from baseline to study end: clozapine – 6.0 ± 8.2, olanzapine
+12.3 ± 11.5, p = 0.004; mean change of UPDRS ADL “on” score
from baseline to study end: clozapine – 1.5 ± 4.3, olanzapine +3.9
± 7.2, p = 0.017; mean change of UPDRS ADL “off” score from
baseline to study end: clozapine – 4.5 ± 10.4, olanzapine +2.4 ±
2.1, p = 0.005). Due to a small number of subjects completing the
study it was not powered to test significant differences between
clozapine and olanzapine regarding antipsychotic efficacy. However, in the olanzapine group, total SAPS and SAPS visual hallucination scores did not change significantly over baseline. The
study was terminated (after 15 patients had completed the trial)
due to significant deterioration of parkinsonism in the olanzapine
group. There were no significant changes in leukocyte counts in
either group. This study had an overall quality rating score of 85%.

Level-II Studies
No qualified studies were identified.

Level-III Studies
Three additional Level-III studies25-27 were included because they
met inclusion and exclusion criteria and provided extended follow-up data (12 months or more), which was not reported in the
Level-I studies.18,23,24 A total of 129 patients with idiopathic PD
receiving clozapine treatment for DIP is reviewed in these reports.
Effective doses reported usually below 50 mg/d and thus similar
to effective doses reported in the previous randomized, placebocontrolled, prospective trials. The antipsychotic effects were maintained for up to 37 months in patients remaining in follow-up.
Leukopenia was reported in 5 cases25,27. In three of these cases
leukopenia was transient, resolving with temporary discontinuation of the drug. Adverse reactions consistently reported in these
three studies (even with low doses of clozapine) included sedation, increased drooling and occasionally orthostatic hypotension
or “dizziness”.

REVIEW OF SAFETY
In all reports identified for this assessment, leukopenia occurred
in 12 of a total of 470 parkinsonian patients, with no reported leukopenia-related death. In three of these cases leukopenia was transient, resolving with temporary discontinuation of the drug. Consistently reported side effects, even with the low clozapine doses,
included sedation, increased drooling, and occasionally orthostatic hypotension or “dizziness”. Clozapine therapy has been associated with potentially fatal myocarditis and cardiomyopathy in
physically healthy young adults with schizophrenia28. So far no
similar cardiac side-effects of clozapine have been reported in
patients with PD, and it is presently unclear whether cardiac monitoring should be recommended. In addition, recent reports have
associated clozapine treatment with acute interstitial nephritis and
venous thromboembolism in psychiatric patients without PD. The
addition of low-dose clozapine (less than 50 mg/d) is not usually
associated with deterioration of PD-related motor symptoms and
may improve parkinsonian rest tremor.29,30

CONCLUSIONS
EFFICACY
Based on two Level-I studies, low dose clozapine (less than 50
mg/d) is EFFICACIOUS in short-term (4 weeks) improvement or
clearing of drug-induced hallucinosis/psychosis in patients with
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PD. Additional Level-III data provides INSUFFICIENT EVIDENCE to conclude on the long-term efficacy of clozapine in patients with PD.

SAFETY
The available evidence suggests that under conditions of weekly
blood count monitoring, clozapine treatment of DIP carries an
ACCEPTABLE RISK WITH SPECIALIZED MONITORING.
The addition of low-dose clozapine (less than 50 mg/d) is not usually associated with worsening of PD-related motor symptoms and
may improve parkinsonian rest tremor.

IMPLICATIONS FOR CLINICAL PRACTICE
Clozapine is CLINICALLY USEFUL for the short-term (4
weeks) management of DIP in PD. It is also POSSIBLY USEFUL
for the long-term management of some patients. Such treatment
does not commonly induce deterioration in parkinsonism. Despite
the onerous monitoring, this is the only antipsychotic agent for
which there are Level-I studies with positive data specifically in
PD.

IMPLICATIONS FOR CLINICAL RESEARCH
• The motor effects of clozapine need further study. This applies
to the mechanisms underlying the drugs anti-tremor effect. In addition, properly controlled trials are needed to clarify clozapine’s
antidyskinetic potentials in levodopa-induced dyskinesias. Further
research is needed to develop drugs with similar antipsychotic efficacy but improved safety profile.
• Comparative studies of the efficacy and pharmacoeconomic benefits of clozapine, as compared to other therapies, need to be done.

OLANZAPINE

BASIC PHARMACOLOGY
MECHANISM OF ACTION
Olanzapine is a thienobenzodiazepine of similar chemical structure and antipsychotic properties as clozapine. Four major doubleblind, randomized, controlled studies (two vs. placebo, two vs.
haloperidol) have established olanzapine’s antipsychotic efficacy,
which appears to be at least equivalent to that of haloperidol.31
Also, in schizophrenic patients olanzapine induces less extrapyramidal side-effects than haloperidol. Its mechanism of action is
thought to be related to D2-receptor antagonism with predominant effects on the mesolimbic dopaminergic system and comparatively little effect on striatal dopaminergic receptors. In preclinical studies olanzapine exhibited receptor affinities for all subtypes of a D2 and D1 dopamine receptor family. Olanzapine has
greater in vitro affinity for serotonin 5HT2 than for dopamine D2
receptors. In addition, binding affinities have been shown for alpha-1 adrenergic, histamine H1, and cholinergic muscarinic receptors.

PHARMACOKINETICS
Olanzapine is well absorbed after oral administration
(bioavailability of approximately 80%). Peak plasma concentrations after oral dosing occur within 5 to 8 hours. Olanzapine is
metabolized in the liver by conjugative and oxidative pathways.
The major circulating metabolite is the 10-N-glucuronide. Oxidative metabolism leads to the formation of N-desmethyl and 2hydroxymethyl metabolites, both exhibiting minimal in vivo phar-

macological activity compared to the parent compound. The plasma
protein binding of olanzapine is about 93%, predominantly to albumin and alpha-1-acid-glycoprotein.
The median half-life of olanzapine was 31 hours in both healthy
volunteer and patient studies, ranging from 14.5 to 79.5 hours.
Half-life tends to be prolonged in elderly compared to non-elderly
subjects and in females vs. males. Urinary clearance is the major
route of excretion for olanzapine metabolites. Steady-state plasma
concentrations of olanzapine are achieved within 7 to 12 days.

REVIEW OF CLINICAL STUDIES
Seven reports were identified, one of which was randomized
control trial comparing olanzapine to clozapine (Level-I study).
Of the 6 uncontrolled trials, 5 were excluded from final evaluation
(see Bibliography), and only one32 met all inclusion criteria for
final evaluation.

Level-I Studies
Goetz et al. (2000)18: There is one randomized, controlled trial
assessing the efficacy and safety of olanzapine in DIP in PD. In
this trial, patients were randomized to clozapine or olanzapine (see
section on Clozapine). This trial was originally planned to include
28 patients but was prematurely stopped when safety stopping rules
were invoked because of exacerbated parkinsonism in the
olanzapine-treated subjects (7 patients treated in this group). Mean
peak doses for olanzapine were 11.4 mg/d. Their UPDRS motor
scores declined significantly over baseline (from 21.4 ± 12.2 at
baseline to 33.7 ± 10.6 at study end, p = 0.016), their UPDRS ADL
scores showed a statistical trend for deterioration over baseline
(UPDRS ADL “on” score: from 11.8 ± 10.4 at baseline to 15.7 ±
8.6 at study end, p = 0.063; UPDRS ADL “off” score: from 21.3 ±
10.9 at baseline to 23.9 ± 9.8 at study end, p = 0.063); clozapinetreated subjects reported slightly improved UPDRS motor and ADL
scores (see section on clozapine). The UPDRS changes were significantly different between the groups (see section on clozapine).
Analysis of UPDRS motor subscores showed that the olanzapineassociated decline in motor function was primarily related to deterioration of gait and bradykinesia. At doses used in this trial
olanzapine, failed to induce statistically significant improvement
in the primary outcome measure (SAPS). Although this trial was
not powered to detect statistically significant differences in antipsychotic efficacy between olanzapine and clozapine, clozapine
significantly improved psychotic behavior. In combination with
the significant negative effect of olanzapine on motor function,
the results from this study favor clozapine over olanzapine for treatment of DIP in patients in PD. This study had an overall quality
rating score of 85%.

Level-II Studies
No qualified studies were identified.

Level-III Studies
Aarsland and colleagues (1999)32 performed an open-label, uncontrolled study of olanzapine in 21 patients with PD and psychosis. Antiparkinsonian medication was kept constant for 1 month
prior and the first 4 weeks of the 8 week trial. Three subscales of
the neuropsychiatric inventory (NPI) for Delusions, Hallucinations,
and Agitation were used as primary efficacy parameters together
with a clinical global impression rating of psychotic symptoms.
Motor symptoms were rated according to the UPDRS Part III. Six
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of 21 patients withdrew prematurely (most of them within the first
week) due to drowsiness, which led the investigators to decrease
the starting dose from initially 5 mg/d to 2.5 mg/d, given as a single
evening dose. Maximum doses given were 10 mg/d with a “flexible” non-standardized dose increment schedule. Four weeks into
the trial, upward adjustments of dopaminergic treatment were possible and finally performed in 4 of 15 patients remaining in the
study. All were on levodopa, and 14 patients received additional
antiparkinsonian agents, which were not further detailed in the
report. Therefore, it is not clear which drugs were changed in those
patients receiving increased dopaminergic therapy after 4 weeks.
The sum-score of the NPI items Delusions, Hallucinations, and
Agitation decreased by 85% in a statistically significant manner
after 8 weeks of olanzapine treatment. By this time, 5 subjects
were on 2.5 mg/d, 9 on 5 mg/d, and 1 on 10 mg/d. The mean UPDRS
III motor scores were not significantly different between baseline
and after 8 weeks of olanzapine treatment. Sedation was the major
adverse reaction leading to premature withdrawal from this trial;
additional common adverse reactions included concentration and
memory impairment, and dry mouth. The results of this study differ from the Level-I study reviewed. The absence of motor deterioration may have been due to increases in antiparkinsonian drugs
that were permitted during the trial.

REVIEW OF SAFETY
In addition to the randomized, controlled trial by Goetz and colleagues18, several of the uncontrolled reports on olanzapine treatment of DIP support olanzapine’s possible negative impact on
parkinsonian motor symptoms.33-35 A substantial number of patients
mentioned in reports by Graham et al.33 and Friedman et al.34,35
seemed to have experienced mild to marked worsening of parkinsonism while receiving olanzapine. Similarly, Molho and Factor36
recently reported worsened motor function in 9 of 12 patients with
PD who received olanzapine for DIP; 6 patients experience marked
exacerbations of parkinsonism. Increases in levodopa or dopaminergic dose may have masked motor deterioration in other trials.37
Olanzapine has not been associated with hematological adverse
reaction in large controlled clinical trials and schizophrenic patients, and there are no reported cases of leukopenia in any of the
clinical studies done to date in patients with PD. However, there
are two recent case reports where olanzapine exposure in schizophrenic patients was associated with non-fatal agranulocytosis. In
one of these cases, olanzapine-induced neutropenia occurred 5 days
after resolution of previous clozapine-induced neutropenia.38,39
Furthermore, Meissner and colleagues40 recently reported two parkinsonian patients who developed reversible leucopenia while
being treated with olanzapine, both had a history of clozapineinduced leucopenia.

SAFETY
Based on Level-I data, olanzapine at low conventional doses
carries an UNACCEPTABLE RISK of motor deterioration.

IMPLICATIONS FOR CLINICAL PRACTICE
Given the paucity of efficacy data, established safety concerns,
and available alternative treatments, olanzapine is considered NOT
USEFUL for the routine management of psychosis in patients with
PD.

IMPLICATIONS FOR CLINICAL RESEARCH
• Very low doses of olanzapine have not been tested. Because of
the problems with conventional low doses, well-designed, controlled trials in sufficient numbers of patients with predetermined
stopping rules would be needed to assess the efficacy, safety and
clinical usefulness of olanzapine for the treatment of DIP in PD.

QUETIAPINE

BASIC PHARMACOLOGY
MECHANISM OF ACTION
Quetiapine is an atypical dibenzothiazepine structurally similar
to clozapine. It is a potent serotonin 5-HT2 receptor antagonist
and moderate dopamine D2 receptor antagonist. The mechanism
of Quetiapine’s antipsychotic action is thought to be related to its
combined serotonin 5-HT2 and dopamine D2 receptor antagonism.
In addition, quetiapine is an antagonist of serotonin 5-HT1A,
dopamine D1, histamine H1, and alpha1 and alpha2 adrenergic
receptors.41
From clinical studies, the effect of quetiapine on positive and
negative symptoms of schizophrenia appears to be similar to that
of haloperidol without causation of significant extrapyramidal
symptoms.

PHARMACOKINETICS
Quetiapine is rapidly absorbed after oral administration with
peak plasma concentrations occurring in about 1.5 hours. About
83% of the drug is bound to plasma proteins. Quetiapine is extensively metabolized by the liver and major metabolites including
an inactive sulfoxide metabolite and an acid metabolite. The mean
half-life of quetiapine is about 6 hours in patients with normal hepatic function.41

REVIEW OF CLINICAL STUDIES
Level-I Studies
No qualified studies were identified.

Level-II Studies
No such studies were identified.

CONCLUSIONS

Level-III Studies

EFFICACY

Of eight uncontrolled study reports, only one met the inclusion
criteria for this review.42
Fernandez et al. (1999)42: In this trial, 35 patients with idiopathic
PD, 20 of whom were demented, received add-on treatment with
quetiapine over 4 weeks. Only 24 had not received neuroleptic
pre-treatment, 8 were switched over from previous clozapine treatment, and 3 switched over from previous olanzapine treatment.
Only 10 of the previously untreated patients had both baseline assessments and follow-up evaluations of antipsychotic scales

Reported to date, there is information on 91 patients with PD
who have been treated olanzapine, only 28 of which have been
treated under clinical study situations meeting study quality criteria for inclusion in this review. The only Level-I study had to be
prematurely stopped preventing full evaluation of antipsychotic
efficacy. Therefore, there is INSUFFICIENT EVIDENCE to demonstrate efficacy of olanzapine in the treatment of DIP in patients
with PD.
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(BPRS; mean BPRS score at baseline 32.6, at follow-up 22.8 at
follow-up, p = 0.024) and motor symptoms (UPDRS motor section; UPDRS motor score at baseline 42.2, at follow-up 44.9, p =
0.599). The mean final quetiapine dose was 40.6 mg/day. Twenty
of 24 previously untreated patients improved (pre- versus posttreatment BPRS scores were available for 10 patients and showed
significant improvement). The mean post-treatment UPDRS motor score was not statistically significant from baseline. Patients
pre-treated with the atypical neuroleptics, clozapine and
olanzapine, were “successfully switched” to quetiapine in 5 of 11
cases. Six patients were withdrawn from quetiapine because of
confusion, erratic behavior, and increased hallucinations (five previously receiving clozapine, one previously on olanzapine). Twenty
of 24 previously untreated patients experienced no worsening of
motor symptoms while 1 of 11 patients switched from clozapine
or olanzapine experienced increased tremor on quetiapine.

REVIEW OF SAFETY
In large controlled clinical trials of schizophrenic patients, associations of quetiapine with hematological side-effects have not
been observed and there was no leukopenia in any of the reported
clinical studies in PD disease so far.
Information on the motor effects of quetiapine is contradictory
but it has been associated with worsening of parkinsonism in a report by Fernandez et al.43 extending the data on the original 35 patients to a total of 69 patients with Parkinson’s disease (44 neuroleptic naive and 25 switch-over patients). Eighteen percent of the patients treated with quetiapine for drug-induced psychosis experienced mild to moderate worsened parkinsonism. By contrast, other
reports on quetiapine treatment of drug-induced psychosis in
Parkinson’s disease that were identified but did not fulfil all inclusion criteria indicate that this drug is effective in controlling druginduced psychosis in PD without worsening motor symptoms.44-48

CONCLUSIONS
EFFICACY
There is INSUFFICIENT EVIDENCE to conclude on the efficacy of quetiapine in treating DIP in patients with PD.

SAFETY
Currently there is INSUFFICIENT EVIDENCE to conclude on
short- and long-term safety of quetiapine.

IMPLICATIONS FOR CLINICAL PRACTICE
Based on the available evidence, treatment of DIP in PD with
quetiapine is considered INVESTIGATIONAL.

IMPLICATIONS FOR CLINICAL RESEARCH
• Placebo-controlled and clozapine-controlled trials are needed
to assess the efficacy, clinical usefulness, and safety of quetiapine
treatment of DIP in PD.
• In consideration of the impact of psychoses on nursing home
placement, the pharmacoeconomic impact of quetiapine and all
antipsychotics should be assessed in appropriate long-term clinical studies.

RISPERIDONE, ZOTEPINE, MIANSERIN
AND ONDANSETRON

however, none of these reports met inclusion and exclusion criteria for this review. Six reports were identified in the use of
risperidone in DIP of PD. All reports were uncontrolled trials, most
often in a form of case reports, and the maximum number of patients was 10.49 The use of zotepine was reported in two letters
reviewing results from 4 patients with PD, while a single report
assessed the efficacy of the 5-HT2 receptor antagonist mianserin
in 12 patients with PD and DIP. Five reports, of whom three were
on the same patient group50-52, were identified in the use of
ondansetron for DIP in PD. Only one of these studies53 included
more than 20 patients; however, this was a study, assessing the
validity, reliability, and stability of a newly developed Parkinson’s
Psychosis Rating Scale (PPRS), and did not primarily test efficacy and safety of ondansetron.

CONCLUSIONS
There is INSUFFICIENT DATA for any conclusion about the
efficacy/safety for risperidone, zotepine, mianserin and
ondansetron in the treatment of drug-induced psychosis in PD.
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Surgical Treatment for Parkinson’s Disease: Deep Brain Surgery

INTRODUCTION
BACKGROUND
The degeneration of dopaminergic and other transmitter systems in Parkinson’s disease (PD) leads to profound disturbances
in basal ganglia, thalamic, cortical and brainstem physiology, producing striking abnormalities in motor function. For the first time,
the cellular pathophysiology of the motor dysfunction is beginning to be better understood, thereby providing a stronger scientific rationale for surgical interventions. Yet, to date, there are no
treatments that prevent, halt, or cure PD. At best these treatments,
including surgical strategies, offer only symptomatic relief or control of motor complications associated with drug treatment.
Both pallidotomy and thalamotomy were extensively used in
the treatment of PD in the1950’s and 1960’s. With the introduction
of levodopa (L-dopa) in the1960’s and the realization of its striking benefits, surgery was almost abandoned and used only for patients with severe tremor. Surgical therapy is now being used earlier and more often due to several factors. First, medications have
shortcomings, and a large number of patients continue to be disabled despite the best available drug therapy. Second, technical
improvements in brain imaging, in neurosurgical techniques and
devices, and in intraoperative electrophysiology have made procedures safer and more accurate. These advances allow for a better understanding of the basis for intervention at specific targets,
and initial reports of improvements with surgery have spearheaded
a re-evaluation of surgery in patients with PD.
With the rediscovery of functional neurosurgical procedures for
the treatment of PD, there have been a large number of reports
testing a variety of surgical approaches to treat PD. These surgical
procedures are complex, and published reports often are from the
early stages in the acquisition of technical skills and experience
related to these operations. Due to the novelty of these surgical
approaches, there are few studies documenting their efficacy and
safety.

RATIONALE
There are currently three brain regions being considered as targets for functional neurosurgery for PD (other than transplantation). They are (1) the ventral intermediate nucleus of the thalamus (Vim), (2) the internal segment of the Globus Pallidus (GPi),
and (3) the subthalamic nucleus (STN). Either CNS lesions (thalamotomy, pallidotomy or subthalamic nucleus lesions) or implants
of chronic stimulating electrodes at these sites (deep brain stimulation [DBS]) are being used. In general, the Vim target is used to
treat tremor, while the pallidal and subthalamic targets are used to
treat akinesia, rigidity, gait and postural disturbances, and druginduced dyskinesias, in addition to tremor. Given the advances in
surgical expertise and in understanding the neurodegenerative
changes associated with PD, clinical reports are published in the
literature reporting on safety and efficacy of these procedures.

Consequently, an evidenced-based review of these reports is warranted in order to establish treatment recommendations on the
safety and efficacy of surgery for treatment of PD.

METHODS
KEY SEARCH TERMS
Parkinson’s disease and surgery with pallidotomy, thalamotomy,
subthalamotomy, or pallidal, thalamic or subthalamic stimulation.

MECHANISM OF ACTION
Based on current anatomical and physiological concepts of the
basal ganglia, a scheme has been developed to integrate the functional organization of the cortical-basal ganglia-thalamic-cortical
circuitry as it relates to motor function. The motor circuit originates in the precentral motor and postcentral somatosensory areas
and projects to motor areas of the basal ganglia and thalamus, returning thereafter to the cortex. Cortical inputs to the basal ganglia
project through the putamen, and the output travels to the major
motor output routes, globus pallidus internus (Gpi) and the pars
reticulata of the substantia nigra by two distinct paths, called “direct” and “indirect.” With the exception of the subthalamic nucleus,
all intrinsic and output projections from the basal ganglia (putamen, globus pallidum interna and externa, and the pars reticulata)
are mediated by gamma-aminobutyric acid and are inhibitory systems. Projections from the cortex to the putamen and from the
thalamus to the cortex are excitatory.
The known loss of dopaminergic cells in the pars compacta of
the substantia nigra that is the hallmark of PD has differential effects on the activities of the striatal cells in the direct and indirect
pathways. In the direct pathway, loss of dopamine leads to a decrease in inhibitory activity from the putamen to the globus pallidus
internus, whereas in the indirect pathway, loss of putaminal excitation reduces activity in the globus pallidus externus. Excessive
excitation from the subthalamic nucleus and internal segment of
the globus pallidus results as well in secondary enhanced inhibition of thalamo-cortical pathways leading presumably to the parkinsonian signs of akinesia and rigidity.
Based on this understanding, treatment of PD through lesions
or electric stimulation-induced presumed inactivation of nuclei has
focused on three primary structures that are functionally overactive as part of the basic pathophysiology of PD: the internal segment of the globus pallidus (pallidotomy and deep brain pallidal
stimulation); thalamus (thalamotomy and thalamic stimulation);
and subthalamic nucleus (deep brain stimulation). These procedures are critiqued in this review.

SPECIAL EXCEPTIONS TO THE INCLUSION/
EXCLUSION CRITERIA
Due to the paucity of large randomized trials, no sample size
restriction was applied for Level-I studies. However, the standard
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minimum of 20 patients was required for Level-II and Level-III
studies. Additionally, a minimum period of 3 months after surgery
was required to allow for postoperative recovery, drug modifications, and stimulation parameter adjustments. Studies were excluded if L-dopa therapy was initiated de novo during the followup period.

REVIEW OF CLINICAL STUDIES
The number of studies identified were 533, 231 on pallidotomy
and 30 on pallidal stimulation; 218 on thalamotomy and 115 on
thalamic stimulation;15 on subthalamotomy and 42 on subthalamic
stimulation. Collectively, only 26 efficacy studies were included
in this analysis: Level-I (n=3), Level-II (n=2) and Level-III data
(n=21). Two studies are listed in the table twice because they compared two surgical interventions, pallidal stimulation vs. subthalamic stimulation1 and thalamotomy vs. thalamic deep brain stimulation.2 A few other studies of importance to safety concerns are
listed in the table as well, although they did not meet inclusion
criteria for efficacy critique.

PALLIDOTOMY
The search identified 231 published efficacy reports on
pallidotomy, of which fifteen met inclusion and exclusion criteria:
one study was Level-I, two studies were Level-II and the remaining were Level III. A few other studies focusing on safety issues
are also critiqued.

PREVENTION OF DISEASE PROGRESSION
No qualified studies were identified.

SYMPTOMATIC CONTROL OF
PARKINSONISM
Level-I Studies
De Bie and colleagues (1999)3 conducted a prospective, single
blind, multicenter, study of 37 patients that were randomized to
either (1) unilateral pallidotomy, or (2) the best medical treatment.
Patients assigned to surgery underwent macroelectrode stimulation guided pallidotomy. Lesion location and size were not verified with microelectrode guidance or postoperative imaging. Patient ages ranged from 44 to 73 years with a mean disease duration
of approximately 16 years. Patients were followed for 6 months
after surgical treatment. The mean Hoehn and Yahr stages were
4.0 in the “off phase” and 2.5 in the “on phase”. The dose of Ldopa ranged between 86 to 925 mg/day “dopa equivalents.” The
primary outcome measure was improvement in the “off” motor
exam of the UPDRS. In the pallidotomy group, the mean UPDRS
motor score improved from a mean baseline rating of 47.0 to 32.5,
whereas the control subjects had a mean baseline score of 52.5
and deteriorated to 56.6. Other assessments included the UPDRS
2 (activities of daily living ADL section), and Schwab and England scales of daily living all showing a significant positive effect of surgery compared to the controls. Nine of the nineteen patients had adverse reactions, two with events that were considered
by the author as major, and seven that were considered as minor.
The major events in the perioperative period were dysarthria and
depressed level of consciousness in one patient and psychosis in
another. Four of the seven patients with mild adverse effects still
had them at six-month follow-up, and, of the two with major events,
one continued with dysphasia, drooling and postural instability
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and the second with intermittent hallucinations and psychotic behavior. This study had an overall quality rating score of 72%.

Level-II Studies
Perrine et al. (1998)4 studied 28 patients over one year who underwent pallidotomy and compared them to 10 control patients,
who qualified for surgery but did not desire it immediately. This
study assessed neuropsychological morbidity as its primary focus
but also collected motor data in the form of the UPDRS motor and
ADL data in the two groups. The pallidotomy group showed a
change in the mean motor scale from 33.2 at baseline to 10.0 at
one year. The control group however deteriorated from a mean
score of 27.1 to 31.6. For the ADL scores, the pallidotomy group
improved from mean values of 17.4 to 6.6, whereas the control
patients deteriorated from a mean score of 17.8 to 20.6. There was
no distinction in ON and OFF scores in this report.
Young et al. (1998)5 studied 51 patients with medically refractory PD underwent stereotactic posteromedial pallidotomy for treatment of bradykinesia, rigidity, and L-DOPA-induced dyskinesias.
Two comparison groups were examined: 29 patients whose
pallidotomies were performed with the Leksell Gamma Knife; and
22 whose surgery involved the standard radiofrequency (RF)
method. Clinical assessment as well as blinded ratings of Unified
Parkinson’s Disease Rating Scale (UPDRS) scores were carried
out pre- and postoperatively. Mean follow-up time was 20.6 months
(range 6-48) and all except 4 patients were followed more than
one year. Eighty-five percent of patients with dyskinesias were
relieved of symptoms, regardless of whether the pallidotomies were
performed with the Gamma Knife or radiofrequency methods.
About 2/3 of the patients in both Gamma Knife and radiofrequency
groups showed improvements in bradykinesia and rigidity, although when considered as a group neither the Gamma Knife nor
the radiofrequency group showed statistically significant improvements in UPDRS scores. One patient in the Gamma Knife group
(3.4%) developed a homonymous hemianopsia 9 months following treatment and 5 patients (27.7%) in the radiofrequency group
became transiently confused postoperatively. This study is limited
because raw data were not reported, but only percent changes and
p values. Because of the similarity of outcomes with the two procedures, the authors suggested however that Gamma Knife
pallidotomy may be as effective as radiofrequency pallidotomy in
controlling certain symptoms of PD.

Level-III Studies
Kondziolka et al. (1999)6 conducted an open label prospective
analysis of a consecutive series of 58 patients who underwent
pallidotomy and were followed for up to 1 year. The mean age
was 67 years with a disease duration of 13.3 years. The UPDRS in
“on” and “off” periods was evaluated, and this study showed a
significant improvement in the total OFF UPDRS score (mean 95.8
to 77.6). The predominant component responsible for the improvement was the motor section of the UPDRS, showing a mean change
from 58.3 at baseline to 44.7 after surgery. Significant improvements were also noted for tremor, rigidity, bradykinesia, and contralateral dyskinesia. In the 21 patients who were evaluated after 1
year, improvements in dyskinesia and tremor were maintained.
Adverse events were mild and occurred in 9% of the patients including dysarthria (4) and transient confusion (1).
Giller and colleagues (1998) 7 reported experience with
pallidotomy and in a combined article on thalamotomies and
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pallidotomies. The only pallidotomy procedure with at least 20
subjects was unilateral and in this group there were 49 subjects, of
which 47 received extensive testing. Mean off UPDRS motor
scores improved from 42.0 preoperatively to 29.4 at six months
(N=27) and to 24.9 at 12 months (N=12). Three patients suffered
hemiparesis and one patient had cognitive deficits, infection or
confusion. The authors reported that the speech complications were
higher in patients undergoing bilateral procedures. Eight patients
out of the original 55 patients developed speech problems postoperatively. All but one had had bilateral surgery and in these seven,
four had serious speech problems. In the one unilateral pallidotomy
subject with speech problems, the severity of deficit was mild.
Shannon et al. (1998) 8 studied 26 patients undergoing
pallidotomy, of which 22 patients had outcome measures reported
6 months post-treatment. The primary outcome measure was
UPDRS “off phase” scores which improved at 6 months from mean
49.0 at baseline to 41.7. Contralateral parkinsonian signs improved
when the investigators analyzed the collapsed components that
referred to that side (mean 16.3 at baseline vs. 12.1 at six months).
“On” ratings did not change. Significant complications included
one death, three superficial frontal lobe hemorrhages, two significant cognitive and personality changes, one with subfluent aphasia, three with signs of frontal lobe dysfunction, and one report of
hemiparesis.
Samuel et al. (1998)9 reported the results from 26 patients who
underwent unilateral pallidotomy. Twenty-two subjects were assessed for UPDRS motor score improvement (two patients died
and two patients were unable to carry out the UPDRS assessment).
Following the CAPIT-recommended protocol for examining
patients “on/off”over 3 months after sugery, the investigators found
that the UPDRS total Off motor score improved from a baseline
median score of 53.5 to 42.5. Most effects concerned the contralateral side with improvements in rigidity, tremor and bradykinesia.
Contralateral dyskinesia also improved. Two patients had fatal
complications, one cerebral hemorrhage and one hemorrhagic infarction. Of the remaining subjects, 15% experienced major complications including contralateral facial weakness, contralateral
motor hemineglect, severe dysarthria and dysphagia and minor
complications including visual field defect in 8%, dysarthria in
27%, dysphagia in 19%, and hypophonia in 15%.
Kishore et al. (1997)10 reported on 23 patients who underwent
unilateral pallidotomy; twenty had six-month follow-up and 11
were evaluated after 1 year. Using the CAPIT protocol recommendations for patient evaluation, they studied patients in ON and OFF
states, and found that OFF UPDRS total score significantly improved from a mean score of 47.3 at baseline to 30.0 (N=20) and
25.5 (N=11). The OFF ADL scores likewise showed progressive
improvement from mean baseline function of 23.6 to 17.7 at six
months and 17.2 at one year. The results were most prominent for
the contralateral side. Adverse effects included a delayed intracerebral hemorrhage and death 4%, transient hemiparesis and visual field deficit 12.5% and facial paresis in 1 patient.
Krauss et al. (1997)11 reported six-month data on 36 patients
with advanced PD undergoing unilateral pallidotomy and focused
on correlations between lesion size and clinical outcome. They
documented significant improvements in motor UPDRS OFF
scores (mean 58.1 vs. 33.0), and OFF ADL scores (mean 31.4 vs.
18.2). There was no clear association with lesion size and clinical
outcome. Six patients had transient adverse effects from the surgery and two infarctions were documented on MR.
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Lang et al. (1997)12 described unilateral pallidotomy in 40 patients followed for 1 to 2 years. Thirty-nine were examined at six
months, 27 at one year and 11 at two years. The primary outcome
measure was UPDRS total score with secondary outcome measures, Schwab & England, ADL and UPDRS subscores for tremor,
rigidity, bradykinesia, postural instability, gait disorders, and
dyskinesias. There was a significant improvement in “off” period
UPDRS from mean 68.8 to 47.9 at six months and “on” UPDRS
from mean 27.6 to 23.6. The Schwab and England scores improved
from a mean OFF rating of 39% to 65% and a mean ON rating
from 78.2 to 85.2 at six months. All “off” features of parkinsonism
improved significantly on the side contralateral to surgery. Ipsilateral tremor and rigidity were not changed, but ipsilateral bradykinesia improved. Twenty-five patients had adverse effects; most of
these were mild, but many of them persisted. These included weakness in two subjects, dysarthria in three, dysphagia in two and
impaired memory or concentration faculties in three. There was
one intracerebral hemorrhage.
Kazumata et al. (1997)13 correlated clinical motor outcome measures with functional brain imaging using 18F-fluorodeoxyglucose
(FDG) and positron emission tomography (PET) in 22 patients
with advanced PD receiving stereotaxic unilateral pallidotomy. The
clinical outcome following pallidotomy was assessed at three
months after surgery and also correlated with intraoperative measures of spontaneous pallidal single-unit activity as well as postoperative MRI measurements of lesion volume and location. They
found that unilateral pallidotomy produced clinical improvement
in off-state CAPIT scores for the contralateral limbs (mean preoperative OFF UPDRS 75.3 vs. mean 52.8 after surgery). On the
ipsilateral side to surgery, scores also improved from mean OFF
UPDRS preoperatively of 59.8 to mean 49.9 after surgery. Clinical outcome following surgery correlated significantly with preoperative measures of CAPIT score, change with L-dopa administration and with preoperative FDG/PET measurements of lentiform glucose metabolism. Operative outcome did not correlate with
intraoperative measures of spontaneous pallidal neuronal firing
rate. The authors concluded that preoperative measurements of
lentiform glucose metabolism and L-dopa responsiveness may be
useful indicators of motor improvement following pallidotomy.
Melnick et al. (1996)14 investigated the effects of pallidotomy
on postural reactions and other motor parkinsonian deficits. They
compared performance by 29 PD patients before and after
pallidotomy on tests of balance and function. They assessed the
UPDRS, activities of daily living and motor subscales (parts II
and III) and posturography before and 3 to 6 months after surgery
with patients in the practically defined off state (medication withheld for at least 12 hours). They found a significant improvement
in UPDRS motor subscale score after pallidotomy (before surgery,
mean 52.4 vs. mean 43.9 after surgery ). There were no significant
changes in the UPDRS activities of daily living subscale or average stability scores when the group was examined as a whole.
Examination of individual data revealed that 9 (56%) of 16 patients who could stand independently before surgery showed improvement in either the number of falls or the average stability
score. No patient who was unable to stand independently before
surgery was able to stand independently after it. They concluded
that pallidotomy helped improve overall motor function in patients
with parkinsonism and, for some patients, also improved postural
stability.
Uitti et al. (1997)15 studied 20 consecutive patients with PD un-
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dergoing MRI/electrophysiologically-guided medial pallidotomy.
The mean age of patients was 65.5 years (median 66.5).
Pallidotomy significantly improved motor function in both “on”
and “off” states as measured by Unified Parkinson’s Disease Rating Scale (UPDRS) motor scores and timed tests (Purdue pegboard and counter tapping) in the arm contralateral to surgery 3
months postoperatively. The total UPDRS score improved from
mean 82.6 to 63.8. Patients also improved in the UPDRS activity
of daily living and complications of therapy scoring. There was
also a reduction in L-dopa-induced dyskinesias. Six of 11 patients
who could not walk in an “off” state prior to surgery could do so
postoperatively. The improvements occurred similarly in patients
greater than (n = 11) or less than 65 years (n = 9) at surgery. Neuropsychological measures indicated that although the majority of
cognitive function remained unchanged in right-handed PD patients following dominant (left) hemisphere pallidotomy, mild specific declines in word generation occurred in some patients. No
significant operative complications developed. The findings of this
study suggest that unilateral pallidotomy is safe and associated
with improved motor functioning in elderly as well as younger PD
patients experiencing significant disability despite optimal medical therapy.

PREVENTION OF MOTOR COMPLICATIONS
No qualified studies were identified.

CONTROL OF MOTOR COMPLICATIONS
Of all results related to pallidotomy, the most consistent and
clinically significant contribution has been the control of
dyskinesias, especially contralateral to the side of the lesion.
Kondziolka6 found contralateral dyskinesia dropped from mean
scores of 1.5 to 0.9 by nine months with persistence of effects at
18 months in the 21 patients followed for that duration. In Giller’s7
report using a 0-3 severity rating system, they found dyskinesia
dropped from a mean 5.5 preoperatively to 2.1 at two weeks and
remained improved. The scores were even more dramatic when
only the contralateral dyskinesia ratings were considered (2.5 to
0.2). Shannon found similar improvements using the UPDRS-based
dyskinesia ratings, finding significant improvements in both duration score (mean baseline 2.2 vs. 1.0 at six months) and severity
score (mean 1.5 vs. 0.5). Kishore10 found contralateral dyskinesia
significantly improved (mean score 7.5 before surgery vs. 3.8 at
six months and 4.3 at one year). Krauss11 assessed percent of the
waking day with dyskinesia and documented six-month improvement with a change score from baseline man 37.5 to 18.1. Uitti
and colleagues15 found the mean Goetz Dyskinesia score improved
from mean 1.4 to mean 1.2 and the Mayo Dyskinesia score from
mean 11.6 to mean 7.6 after surgery. “On” time, obtained in nine
patients only, improved from a mean 4.1 hours before surgery to
mean 8.8 hours after surgery.

CONTROL OF NON-MOTOR
COMPLICATIONS
Level-II Studies
Perrine et al. (1998)4 studied 28 patients who underwent
pallidotomy and compared them to 10 control patients, who qualified for surgery but did not desire it immediately. This study assessed neuropsychological morbidity and tests that included the
minimental test, Beck Depression Inventory, Stroop tests, and
Wisconsin Card Sorting Test were performed at baseline and be-
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tween 3 and 12 months later. There were no significant changes in
neuropsychological outcome between these two groups. The mean
minimental state examination scores were 28.3 at baseline in the
pallidotomy group and 27.5 at retesting; the two scores for the
control group were 26.7 at baseline and 28.4 at retesting. Across
all tests administered, only five of the surgery patients showed
significant decline, and of these, non-decline on more than one
test. The pallidotomy group showed a significant improvement in
motor function, although the actual numeric changes in the UPDRS
were not given.

Level-III Studies
Trépanier et al.(1998)16 studied changes in neuropsychological
function in patients with idiopathic PD after unilateral posteroventral
pallidotomy. The study included 42 PD patients (24 right and 18 left
hemisphere). All patients were evaluated in the “on state” before
the procedure (n = 42) and at intervals of 3 (n = 26), 6 (n = 27), and
12 or more (n = 24) months after surgery. At baseline, patients had
mild to moderate executive dysfunction. Modest improvement in
sustained attention occurred as measured by the Paced Auditory
Serial Addition Task, mean preoperative score 53.9 vs. 61.0 after
surgery. In contrast, there was a decline in working memory by 6
months after surgery as measured by the Digit Span-Backwards Test,
mean 6.7 preoperatively vs. 6.1 after surgery. Left hemisphere lesions led to a loss of verbal learning and verbal fluency in 60% of
patients at their first evaluation at 3 or 6 months. No patients returned to baseline on the verbal fluency task and most (71%) did not
recover verbal-learning ability by 12 months after surgery. Right
hemisphere lesions led to a loss of visuospatial constructional abilities, which fully resolved by 12 months for all but one patient. Evidence of further decline of frontal-executive functioning was noted
within other tasks but not on a “direct” test (i.e., Conditional Associative Learning). Behavioral changes of a “frontal nature” were
reported in 25% to 30% of patients. These cognitive and emotional
costs increased dependence and in some cases restricted their ability to function properly at work or in social settings. Although patients and caregivers were generally pleased with the clinical neurological outcome of the procedure, the authors concluded that neurological benefits of unilateral pallidotomy must be weighed against
modest cognitive and behavioral risks.
Honey and colleagues (1997)17 studied 50 patients undergoing
pallidotomy for the presence of pre-operative pain related to PD.
Of these, 21 qualified with PD-related pain syndromes. These patients (age, disease severity and demographics not specified) were
interviewed with an ordinal 0-10 pain scale and their pain type
was categorized based on a modification of the Goetz classification scheme. After pallidotomy, the pain score improved significantly from a mean of 6 to 2 (data taken from table, no numbers
given in text) at six weeks and mean 3 at one year. Most patients
had musculoskeletal pain at baseline, but the most marked improvements occurred in dystonic pain (four patients at baseline,
100% improved at 6 weeks and 50% improved at one year).

REVIEW OF SAFETY
Adverse reactions are common with pallidotomy. The majority
is minor and well tolerated, but there is a risk of serious adverse
reactions including of intracerebral hemorrhage (common to all
stereotactic operations), speech impairment, especially with bilateral surgery, and visual adverse reactions.
Biousse et al. (1998)18 described the incidence and types of vi-
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sual field defects after microelectrode-guided posterior GPi
pallidotomy in 40 patients with PD. Sixteen of these patients formed
the basis of a report on motor efficacy, but these data did not meet
the entry criteria of at least 20 patients, so they are not critiqued in
this report (see Baron et al. bibliography of excluded references). In
the visual field study, Goldmann visual field testing was performed
in all patients post-operatively after two different surgical techniques:
the first 18 subjects had a lesion threshold of 5 mA and the remaining had an increased threshold of 1.0 mA with the lesion placed
more distant from the optic tract. Three patients (7.5%) had visual
field defects likely related to the pallidotomy. These were contralateral homonymous superior quadrantanopsia, associated in two patients with small paracentral scotomas. The incidence of visual field
defects with the early technique was 11% (2/18) and decreased to
4.5% (1/22) with modification of their surgical technique.
Hariz and De Salles (1997) 19 studied complications of
posteroventral pallidotomy in 138 consecutive patients who underwent 152 pallidotomies. Transient adverse reactions, lasting less than
three months, appeared in 18% of the patients (16.5% of the surgical procedures). Long-term complications, lasting more than 6
months, were noted in 10% of the patients (9.2% of the surgical
procedures). Sixteen complications occurred alone or in various
combinations in 14 patients and included fatigue and sleepiness (2),
worsening of memory (4), depression (1), aphonia (1), dysarthria
(3), scotoma (1), slight facial and leg paresis (2) and delayed stroke
(2). Complications such as dysarthria and paresis were attributed to
MR- or CT-verified pallidal lesions encroaching on the internal capsule. Two of the patients with post-operative deterioration in memory
had some memory impairment before surgery, and the aphonic patient had dysphonia preoperatively. The authors suggested that stereotactic MRI and careful impedance monitoring and macro-stimulation of the posteroventral pallidum area should be sufficient for
minimizing the risk of complications, concluding that pallidotomy
is a safe procedure if performed on cognitively alert patients.
Post-operative cognitive deficits have been documented in the
non-motor outcomes section above, although the study by Perrine
did not document a systematic pattern of decline from pallidotomy.
The Trépanier16 study focused on verbal language deficits and
“frontal lobe” behaviors, the latter occurring post-operatively in
approximately 25% of subjects. The study by Krauss and colleagues focused primarily on MR data and they found evidence of
three infarctions, two ischemic and one venous. One ischemic infarction was associated with subfluent aphasia, and the others were
asymptomatic.

CONCLUSIONS
EFFICACY
Pallidotomy has only been studied in patients with advanced
disease and motor complications with inadequate response to
medical management.

PREVENTION OF DISEASE PROGRESSION
There is INSUFFICIENT EVIDENCE to conclude on the efficacy of pallidotomy in the prevention of disease progression in
patients with PD.

SYMPTOMATIC CONTROL OF PARKINSON’S
DISEASE

Monotherapy
There is INSUFFICIENT EVIDENCE to conclude on the effi-
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cacy of pallidotomy in the symptomatic control of Parkinson’s disease as a sole therapy.

Adjunct therapy
Based on one Level-I study, two Level-II studies, and several
Level-III studies, unilateral Pallidotomy improves contralateral
rigidity, tremor and akinesia. Although gait disturbances of PD
also improve, the magnitude and duration of the response is limited. Therefore, unilateral pallidotomy is considered LIKELY EFFICACIOUS for symptomatic control of PD.

PREVENTION OF MOTOR COMPLICATIONS
There is INSUFFICIENT EVIDENCE to conclude on the efficacy of pallidotomy regarding prevention of motor complications
in patients with PD.

CONTROL OF MOTOR COMPLICATIONS OR
OTHER COMPLICATIONS
There are no controlled studies on the effects of pallidotomy on
motor complications. There is a consistent body of Level-III data
suggesting efficacy specifically on contralateral drug-induced
dyskinesias. There is INSUFFICIENT EVIDENCE to conclude
on the efficacy of pallidotomy in this indication.
There is INSUFFICIENT EVIDENCE to judge efficacy of bilateral pallidotomy in all indications.

SAFETY
Unilateral pallidotomy carries an ACCEPTABLE RISK, WITH
SPECIALIZED MONITORING that includes choosing appropriate patients and adequate surgical expertise. Studies reveal that
serious adverse events occur infrequently but that minor adverse
events are common. There is INSUFFICIENT EVIDENCE to assess the safety of bilateral pallidotomy, but serious concerns have
been voiced on the risk of speech, balance, gait, and cognitive
problems consequent to bilateral surgery.

IMPLICATIONS FOR CLINICAL PRACTICE
Unilateral pallidotomy is POSSIBLY USEFUL in patients who,
despite best available medical treatment, suffer with “on” period
dyskinesias and “off” period parkinsonian motor disability. Because the positive effects in Level III Studies are consistently seen
for dyskinesia, patients without dyskinesia are generally considered less suitable candidates for surgery of this type. Although the
procedure has been performed at many medical centers, even those
without movement disorder neurological expertise, the number of
cerebrovascular accidents consequent to this surgery still should
make this procedure a serious consideration only after medication
trials to control motor fluctuations and dyskinesia have failed. Bilateral pallidotomy remains INVESTIGATIONAL because it has
not been extensively studied.

IMPLICATIONS FOR CLINICAL RESEARCH
There are very limited data on the duration of benefit after unilateral pallidotomy and longitudinal follow-up studies are required.
The definition of the optimal patient, the size and location of the
pallidotomy lesion, and an explanation of the mechanism through
which pallidotomy improves motor function are all areas open to
research. The safety and efficacy of bilateral procedures is unknown, and modifications that are not associated with risk of speech
deficits would be important surgical advances.

Surgical Treatment for Parkinson’s Disease: Deep Brain Surgery
PALLIDAL STIMULATION
Whereas most studies related to pallidal surgery have involved
destructive lesions, the advent of deep brain stimulation techniques
has provided the option to induce physiological “lesions” through
selective electrical stimulation of the internal segment of the globus pallidus. Although stimulation procedures involve special surgical techniques, leave a foreign body (wire and electrodes) within
the central nervous system, and require costly equipment, the lesions are theoretically reversible, because the stimulator can be
turned on and off as well as re-programmed.

REVIEW OF CLINICAL STUDIES
Of the articles reviewed, two Level-I studies were identified.
Neither had a non-surgical control arm, but rather compared outcome from stimulator on vs. off or compared two deep brain stimulation procedures, bilateral pallidal stimulation and bilateral subthalamic nucleus stimulation. One of these studies also included
open-label follow-up information and therefore is discussed under Level III data along with one additional open observation trial.

PREVENTION OF DISEASE PROGRESSION
No qualified studies were identified.

SYMPTOMATIC CONTROL OF
PARKINSONISM
Level-I Studies
Burchiel and colleagues (1999)1 conducted a small, randomized study of ten patients who were assigned to either bilateral
pallidal stimulation or bilateral subthalamic stimulation. All patients had severe Parkinson’s disease-related motor impairment
with motor fluctuations and peak-dose dyskinesias. The data presentation is not always clear in this manuscript because one patient randomized to subthalamic stimulation was not included in
the 12-month analysis, so that baseline values for several important measures are not given for the analyzed group. Mean baseline
UPDRS motor scores off L-dopa were 67 in the pallidal stimulation group and 49 in the subthalamic nucleus group. Assessments
were made by an investigator blinded to the patient assignment,
and baseline function was compared with scores obtained after
surgery (10 days, 3, 6, and 12 months). Complete follow-up data
were available for four patients with pallidal stimulation and five
patients with subthalamic nucleus stimulation and comparisons
were made on these patients. Almost all data analysis concerns
comparison between the outcomes in the two groups, rather than
comparisons with baseline. The UPDRS motor score without Ldopa at 12 months improved in both groups compared to baseline
(39% improvement with pallidal stimulation vs. 44% with subthalamic stimulation, specific numbers not given). No statistically significant differences between the two surgeries were identified for
measures obtained off L-dopa. At peak L-dopa effect (“on”) with
the stimulator turned on, patients showed improvement over
baseline function, but for almost all measures, the two surgeries
improved patients similarly. Only bradykinesia changes were significantly more improved with pallidal stimulation. Daily medication dosage of L-dopa was significantly decreased in the subthalamic nucleus stimulation group (mean change from mean 735 to
360 mg/d) whereas it remained unchanged (doses not given) in
the pallidal stimulation patients. When clinical function at peak
dose effect of medication (“on”) with the stimulator turned on was
assessed at 12 months, patients with pallidal stimulation showed
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significant improvement in bradykinesia compared to baseline
(mean 17.5 vs. 11.0 at 12 months) whereas no statistically significant objective motor changes occurred in the subthalamic stimulation group. This study had an overall quality rating score of 64%.
The Deep Brain Stimulation for Parkinson’s Disease Study
Group20 conducted a ten-center, 41 patient study with Level I data
on randomized double-blind crossover assessments of the acute
effects of pars interna pallidal stimulation three months after bilateral electrode placement. Open-label Level III data on long-term
effects were included in the report as well (see Level III). The
pulse generators were programmed individually for maximal patient benefit in the first three months after surgery with four electrode contacts, monopolar or bipolar activation, frequencies up to
185 Hz, voltage up to 10.5 V, and pulse widths up to 450 microseconds. Six enrolled patients were not assessed: three did not receive bilateral surgery because of operative complications during
the first surgery, one died before the three-month assessment, and
the others withdrew participation for this acute trial.
The study design tested acute changes in early morning function without medication when the stimulator was turned on for
two hours compared to when the stimulator was turned off for two
hours. Subjects and investigators were blind to the stimulator setting and in all patients, both conditions were tested in random order (first, stimulator on; then, stimulator off or first, stimulator off;
then, stimulator on). The primary outcome measure was the
UPDRS motor score.
When the stimulator was turned on for two hours, UPDRS motor scores were significantly better than when the stimulator was
off (mean score off 44 ± 16 changing to 28 ±13 with the stimulator
on, p<0.001, and, when the reverse order was used, mean scores
changed from 34 ±16 with the stimulator turned on, changing to
48 ±17 with the stimulator off, p>0.001). There was no carryover
effect or period effect. Median improvement greater than 25% was
observed in nine of the ten centers participating in the study. This
study had an overall quality rating score of 84%.

Level- III Studies
The Deep Brain Stimulation for Parkinson’s Disease Study
Group20 extended the Level I acute study to include open-label
longitudinal assessments of motor function and dyskinesias. In this
portion of their study, they used the UPDRS motor, UPDRS activities of daily living, and a dyskinesia rating scale. They monitored patients at baseline, one month, three months, and six months
after electrode placement. At the evaluations, four conditions were
assessed: off medication and off stimulation; off medication and
with the stimulator turned on, usually for thirty minutes; on medication and with the stimulator turned off; on medication and on
stimulation. Of the 38 subjects with presurgical scores, 36 completed the four evaluations in the four conditions. Comparing the
baseline to six month scores, without medication and with the
stimulator turned off, scores did not change (mean baseline UPDRS
motor score 50.8 ± 11.6 vs. 49.7 ± 14.0 at six months). In the off
medication/stimulator on condition, significant improvement occurred compared to baseline (33.9 ± 12.3 at six months vs. 50.8 ±
11.6 at baseline, 33% change, p<0.001). On medication scores
without the stimulator remained stable over the trial (24.1 ± 14.6
at baseline vs. 19.4 ± 10.0 at six months). When the stimulator
was turned on and patients had taken their mediciations, patients
improved significantly (mean 16.5 ± 9.5 at six months compared
to the on medication baseline score of 24.1 ± 14.6, 27% improve-
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ment, p=0.003. The Activities of Daily Living UPDRS scores significantly improved, as well as scores for tremor and postural stability (all p<0.001).

PREVENTION OF MOTOR COMPLICATIONS
No qualified studies were identified.

CONTROL OF MOTOR COMPLICATIONS
Level-I Studies
The Burchiel1 study examined effects of pallidal stimulation and
subthalamic nucleus stimulation on dyskinesias. The analysis was
confounded by significant reduction in daily L-dopa doses in the
subthalamic surgery group. At 12 months, the two groups were
not different from one another, although both had improved in
comparison to their baseline. In the pallidal stimulation group, the
mean baseline dyskinesia score was 9.5 and at 12 months was 5.0
(not statistically significant) whereas the group receiving subthalamic stimulation changed significantly from a mean baseline score
of 11.6 to 3.8 at 12 months.

Level-III Studies

CONCLUSIONS
EFFICACY
In spite of wide clinical perceptions of efficacy for treating parkinsonism and motor complications, the evidence supporting this
remains limited. Similar to pallidotomy pallidal deep brain stimulation has only been studied in patients with advanced disease and
motor complications with inadequate response to medical management.

PREVENTION OF DISEASE PROGRESSION
There is INSUFFICIENT EVIDENCE to conclude on the efficacy of pallidal stimulation in the prevention of disease progression in patients with PD.

SYMPTOMATIC CONTROL OF PARKINSON’S
DISEASE

Monotherapy
There is INSUFFICIENT EVIDENCE to conclude on the efficacy of pallidal stimulation in the symptomatic control of
Parkinson’s disease as a sole therapy.

The Deep Brain Stimulation for Parkinson’s disease Study
Group20 trial assessed motor complications using diaries to capture “on without dyskinesia” and “off” function during the waking hours. These were completed two days prior to the office visits. They also used a dyskinesia rating scale at the time of the office assessments. Between baseline and six months, the percentage of time with good mobility and without dyskinesias during the
waking day increased from 28% to 64% (p<0.001). The dyskinesia rating score improved from mean 2.1 ± 1.5 at baseline to 0.7 ±
0.8 at six months (p<0.01). The mean daily dose of levodopa
equivalents (100 mg levodopa=10 mg bromocriptine=1 mg
pergolide) did not change.

Neither of the Level-I studies had a medical control group though
randomization and blinding of evaluations was performed, in the
first, the pre- vs. post-surgery assessments were clearly known by
the raters, and in the second, the assessments evaluated acute effects of two hours of pallidal stimulation only. The long-term evidence of improvement is based on Level-III data. Because these
results are consistent and positive, the evidence is sufficient to
conclude that pallidal stimulation is LIKELY EFFICACIOUS for
the treatment of parkinsonism.

CONTROL OF NON-MOTOR
COMPLICATIONS LEVEL-I STUDIES

There is INSUFFICIENT EVIDENCE to conclude on the efficacy of pallidal stimulation regarding prevention of motor complications in patients with PD.

The Burchiel1 study also examined cognitive and affective
changes consequent to bilateral pallidal stimulation and compared
results with those obtained with bilateral subthalamic stimulation.
Memory, attention, and visuomotor processing were unchanged
from baseline 12 months after either surgery. Depression improved
from baseline when the entire study group was considered (mean
Beck Depression Inventory score 14.3 at baseline compared to
mean 7.3 at 12 months), but no breakdown by pallidal and subthalamic surgery was provided.

REVIEW OF SAFETY
In the Burchiel1 report, there were no serious intraoperative complications, but misplaced electrodes occurred. Post-operative complications include paresthesias, balance impairment and speech
deficits when the stimulator is turned on. Inadvertent switching
off of the stimulators by external electromagnetic fields and interference with pulse generator output by theft detectors, high-power
transmitters and other appliances has occurred with these devices
(Ghika, 1999).21 Among the group in the Deep Brain Stimulation
Study Group,20 intracranial hemorrhages occurred in 4 of 41 subjects, three experiencing hemiparesis and one developing seizures.
Migration of the electrode occurred in two subjects, infection in
one, and lead break in one. Enhanced dyskinesias occurred in three
and dystonia in two.
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Adjunct therapy

PREVENTION OF MOTOR COMPLICATIONS

CONTROL OF MOTOR COMPLICATIONS OR
OTHER COMPLICATIONS
There are no controlled studies on the effects of pallidal stimulation on motor complications. There is INSUFFICIENT EVIDENCE to conclude on the efficacy of pallidal stimulation in this
indication.

SAFETY
From the evidence cited, numerous adverse effects can occur
but are limited to relatively small numbers of patients. However,
because the study follow-up periods are short, the likelihood that
technical problems like further migration of electrodes or lead
breaks will become more frequently reported. These risks are no
different than those for any other deep brain stimulation procedure. For these reasons, pallidal stimulation carries an
ACCEPTIBLE RISK WITH SPECIALIZED MONITORING that
includes the choice of appropriate patients, adequate surgical expertise, and careful medical and neurological follow-up.

IMPLICATIONS FOR CLINICAL PRACTICE
Based on the consistent, but limited, data on improved function
after pallidal stimulation, pallidal stimulation is POSSIBLY USEFUL. The potential advantages of this procedure over pallidotomy

Surgical Treatment for Parkinson’s Disease: Deep Brain Surgery
are several and include reversibility (the stimulation can be turned
off) and the surgery can be performed bilaterally. The Burchiel
study did not show any pattern of improvement that favored pallidal stimulation over subthalamic nucleus stimulation, other than
L-dopa reduction in the subthalamic surgery group. So, until a larger
body of data is collected on pallidal stimulation, the practicing
clinician will more likely turn to centers offering subthalamic stimulation as an option for treating advanced PD and its complications.

IMPLICATIONS FOR CLINICAL RESEARCH
The very small body of clinical research published on pallidal
stimulation underscores the need for larger studies. No randomized blinded study with a medical (no surgical intervention) arm
as comparison has been conducted and this program would define
what features of PD respond better to pallidal surgery than best
medical management. Long-term follow-up of the patients receiving this surgery is essential to defining the chronic sequelae of
stimulation. Basic science and animal work must be performed to
understand if there are positive or negative long-term results on
neuronal membrane structure and function in fields of high frequency electrical exposure.

THALAMOTOMY
The thalamic nuclei have been the target of studies related to
stereotaxic surgery for several decades. Whereas the nucleus ventralis intermedius (Vim) is the primary target, the nucleus ventralis
lateralis, including ventro-oral-thalamic (Voa and Vop) as well as
the reticular thalamic nucleus have also been studied.

REVIEW OF CLINICAL STUDIES
Of the 218 references to thalamotomy, five studies met the review criteria, one Level I and the remaining Level III, all focusing
on the treatment of motor signs of parkinsonism.

PREVENTION OF DISEASE PROGRESSION
No qualified studies were identified.

SYMPTOMATIC CONTROL OF
PARKINSONISM
Level-I Studies
Schuurman and colleagues (2000)2 compared the efficacy of
thalamotomy and thalamic DBS for treatment of drug-resistant
tremor in 45 patients with PD. Patients were randomized to treatment, and the primary outcome measure was the change in functional abilities measured by Frenchay Activities Index scores 6
months after surgery. As a secondary outcome, they measured the
tremor score from the UPDRS motor section. In both groups, the
target nucleus was the nucleus ventralis intermedius (Vim). Functional status improved in both groups, and were significantly greater
in stimulation group. On the Frenchay scale, the mean score
changed from 32.0 to 32.5 in the thalamotomy group and from
31.4 to 36.3 in the stimulator group. The difference between groups
for change scores was 4.7 (95% CI 1.2, 8.0) in favor of DBS. Tremor
was more improved with stimulation as well, but the differences
between this treatment and thalamotomy was not not statistically
significant. Electrical stimulation was favored additionally because
of safety issues with 11 patients having persistent adverse effects
at six months after surgery in the thalamotomy group compared to
only 2 in the stimulation group. Among the persisting effects in
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the thalamotomy subjects, cognitive deterioration, dysarthria,
hyperasthesia, gait and balance disturbance and arm ataxia occurred. In the stimulator group, dysarthria was the only persisting
effect and in both cases was considered mild. One patient in the
stimulation group, however, died perioperatively after a cerebral
hemorrhage. This study had a quality score of 70%.

Level-III Studies
Duma et al. (1998)22 reported on the efficacy of gamma-knife
thalamotomy delivered to 34 elderly PD patients (mean age 73
years). In 30 subjects, the lesions were unilateral and in 4 they
were bilateral. The target was the nucleus ventralis intermedius
and the median radiation dose was 130 Gy. They assessed subjective patient reports and UPDRS tremor scores, but did not specifically analyze the unilateral surgery in contrast to the bilateral procedures. The intervention produced no change in tremor in 10.5%
of patients, mild improvement in 10.5%, good results in 29% and
excellent results in 26%. Tremor was eliminated completely in 24%.
The follow-up period was a median of 28 months, and medication
usage before or after surgery was not stated. No specific tremor
scores were given, but there was a high correlation between patient reports and tremor change scores (Pearson correlation coefficient 0.89) There were no reported neurological complications.
Jankovic et al. (1995)23 evaluated 43 PD patients undergoing
stereotaxic thalamotomy of the ventralis intermedius nucleus using a global tremor rating and the tremor score from the UPDRS.
L-dopa doses were also monitored. Thirty-nine patients had one
lesion and three had repeated operations on the same side. Two
had bilateral surgery. All these operations were considered together
for the analysis of patient outcome. In 72%, abolition of tremor
occurred and 14% showed significant improvement. One patient
died in the first week after surgery, so the data were based on 42
subjects. In addition, several permanent and transient adverse effects were reported, but their frequency in PD cannot be determined because the report included other diagnoses like essential
tremor, post-traumatic tremor, and cerebellar tremor. In the entire
series of 61 subjects, 23% had permanent and 58% had transient
complications. The permanent adverse effects included contralateral weakness in nine subjects, dysarthria in 6, increased ipsilateral tremor in one, blepharospasm in one.
Wester and Hauglie-Hanssen (1990)24 reported the results of
thalamotomy aimed at the ventro-oral thalamic nucleus and the
reticular thalamic nucleus in 33 patients with PD. Their outcome
measure was a 5 point scale based on a questionnaire completed
by the referring physician (good, moderate, small, no improvement, worse function). At follow-up, (median time 24 months),
they reported good benefit to contralateral tremor in 64% of cases
and moderate benefit in 15%. Nine percent each showed small or
no improvement. No patient showed worse tremor than baseline.
Three patients (10%), however, had permanent serious complications including mental changes in three, dysphasia in one and dysarthria in two. There was a 36% occurrence of mild adverse effects not associated with serious disability including mental
changes in four subjects, hemiparesis in three, dysphasia in 4 and
dysarthria in one. The report included the results of patients with
other diagnoses than PD and in one patient with multiple sclerosis, a subdural hematoma occurred.
Giller et al.(1998)7 reported experience with thalamotomies aimed
at the ventral intermedius nucleus on 31 patients using a scoring
method that included four options, complete resolution, near-com-

Movement Disorders, Vol. 17, Suppl. 4, 2002

S136

Surgical Treatment for Parkinson’s Disease: Deep Brain Surgery

plete resolution, partial resolution or failure. Thirty-five thalamotomies were performed on 31 subjects resulting in 27 unilateral procedures and 4 bilateral operations. Results were reported together.
At follow-up (mean 21 weeks), 65% experienced complete or near
complete resolution, 23% had partial resolution, and 13% were considered treatment failures. Six patients experienced temporary neurological deficits such as hemiparesis and dysarthria (numbers not
given), balance instability in one and superficial infection in one.
No deaths occurred and no permanent residua.

PREVENTION OF MOTOR
COMPLICATIONS
No qualified studies were identified.

CONTROL OF MOTOR COMPLICATIONS
No qualified studies were identified.

REVIEW OF SAFETY
Transient adverse reactions are common and some patients experience permanent complications most commonly pertaining to
speech (e.g., low volume, dysarthria, dysphasia) and cognition
(e.g., confusion, mental status changes). Hemiparesis also has been
reported, but usually is transient. Rare deaths have also occurred
in PD patients during the perioperative period. Post-operative sympathetic nervous system defects have been reported in patients
after thalamotomy, but the series of patients reported was not reviewed because it did not specifically focus on PD subjects and
included numerous other disorders with dyskinesias (see bibliography of excluded references, Carmel 1968).

CONCLUSIONS
EFFICACY
All studies of thalamotomy have been performed in patients
with tremor insufficiently controlled by oral medications.

PREVENTION OF DISEASE PROGRESSION:
There is INSUFFICIENT EVIDENCE to conclude on the efficacy of thalamotomy in the prevention of disease progression in
patients with PD.

SYMPTOMATIC CONTROL OF PARKINSON’S
DISEASE

Monotherapy
There is INSUFFICIENT EVIDENCE to conclude on the efficacy of thalamotomy in the symptomatic control of Parkinson’s
disease as a sole therapy.

Adjunct therapy
Data available comes only from Level-III studies that despite
being consistent are INSUFFICIENT EVIDENCE to conclude on
the efficacy of unilateral ventral intermediate nucleus thalamotomy.

PREVENTION OF MOTOR COMPLICATIONS
There is INSUFFICIENT EVIDENCE to conclude on the efficacy of thalamotomy regarding prevention of motor complications
in patients with PD.

CONTROL OF MOTOR COMPLICATIONS OR
OTHER COMPLICATIONS
There is INSUFFICIENCENT EVIDENCE to conclude on the
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efficacy of bilateral thalamotomy or on the effect of thalamotomy
on motor complications.

SAFETY
Unilateral thalamotomy has an ACCEPTABLE RISK, WITH
SPECIALIZED MONITORING. It is important to select appropriate patients, and surgical expertise is required. There is INSUFFICIENT EVIDENCE to make safety conclusion related to bilateral thalamotomy, but serious concern about high rates of speech
and cognitive complications have been voiced in selected series.

IMPLICATIONS FOR CLINICAL PRACTICE
Unilateral thalamotomy is POSSIBLY USEFUL for the control
of motor elements of PD impairment, most specifically contralateral control of upper extremity tremor. Because the procedure has
been available for many years, surgeons outside of a specialized
movement disorder center may have experience with this operation. Physicians with patients who have severe and unremitting
tremor that is unresponsive to available antiparkinsonian medications, may consider referral to a neurosurgeon for evaluation of
unilateral thalamotomy. Because there is insufficient data on the
safety and efficacy of destructive lesions placed into both thalami,
bilateral thalamotomy is considered INVESTIGATIONAL.

IMPLICATIONS FOR CLINICAL RESEARCH
More Level-I studies on the efficacy and safety of thalamotomy
are needed in order to place its role in the management of parkinsonism along side the other available surgical interventions. The
use of non-physiological guided gamma-knife thalamotomy is new
and there is insufficient data to judge its safety or efficacy. There
are small series of patients with L-dopa-induced dyskinesia who
experience reported improvement of dyskinesia after thalamotomy,
but this antidyskinetic effect has not been studied in well-controlled
trials. The cellular substrate of changes induced by thalamotomy
has not yet been delineated, and the best nucleus to lesion has not
yet been defined.

THALAMIC DEEP BRAIN STIMULATION
(DBS)
Of the 115 articles identified by the search methodology on thalamic stimulation, four met inclusion criteria. One (Schuurman2)
was discussed under thalamotomy, so this critique includes three
additional studies.

REVIEW OF CLINICAL STUDIES
PREVENTION OF DISEASE PROGRESSION
No qualified studies were identified.

SYMPTOMATIC CONTROL OF
PARKINSONISM
Level-I Studies
As reviewed above, (see full discussion in thalamotomy section) Schuurman and colleagues (2000)2 compared the efficacy of
thalamic DBS to thalamotomy for treatment of drug-resistant tremor
(45 patients had PD). The authors concluded that thalamic DBS
and thalamotomy are equally effective in suppressing drug-resistant tremor in patients with PD, but thalamic DBS is more effective than thalamotomy in restoring function. This study had a quality
score of 70%.

Surgical Treatment for Parkinson’s Disease: Deep Brain Surgery
In a study with mixed Level I and Level III results, Koller et al.
(1996)26 reported three month and one year results of unilateral
thalamic DBS of the ventral intermedius nucleus in 24 patients
with PD. Efficacy of the thalamic DBS was evaluated using UPDRS
tremor score as the primary outcome measure and functional ratings as secondary outcomes. Follow-up with a blinded assessment
of the effects of stimulation on tremor was done at 3 months (Level
I), and an open label assessment (Level III) at 12 months. At 3
months, the patient’s stimulator was left off overnight before a
blinded evaluation was conducted. Patients first were evaluated
with the stimulator in the “off” state and then randomly assigned
to stimulators “on or off.” Lastly, they also were assessed when
stimulators were appropriately set. Because certain patients felt
transient paresthesias associated with turning on the stimulators,
the effectiveness of patient blinding was uncertain. At three months,
mean tremor score for the contralateral body changed from 3.0
with the stimulator off to 0.5 with the stimulator on (numbers taken
from the figure and not specifically provided in text). This same
pattern was maintained at 12 months. One patient did not improve.
There was no effect on tremor on the side ipsilateral to the stimulator placement. There was no functional improvement in the PD
patients despite the improvements in tremor. Adverse effects could
not be determined precisely because of the mixing of ET and PD
patients, however, 6 patients or 10% did not go on to implantation
due to intraoperative events including failure to suppress tremor,
hemorrhage in two subjects, microthalamotomy effects in two, and
intraoperative consent withdrawal in one.

Level-III Studies
Limousin et al. (1999)25 reported 73 PD patients undergoing
thalamic DBS in the ventral intermedius nucleus for treatment of
drug-resistant tremor. The OFF UPDRS tremor score taken 12
hours after the last dose of parkinsonian medication was used as
the primary outcome measure and other measures of the motor
and ADL sections of the UPDRS were secondary outcomes. Implantation of the electrodes without turning the stimulator on had
no effect on tremor. With the stimulator turned on, the total tremor
item score (items 20 and 21) for the side contralateral to the stimulation changed from mean 7.46 to 1.73 at three months and at 12
months from 8.12 to 2.04. The side that was not stimulated also
improved at 3 months. Rigidity and akinesia on the side opposite
the stimulation significantly improved. Adverse effects were tabulated for the larger series in the report that included PD patients
and other tremorous subjects (total 111 evaluated patients). One
patient had breathing difficulties during surgery and was not implanted. Four patients had major adverse effects considered unrelated to surgery, three dying from other causes and one with a stroke
on the unoperated hemisphere three months after surgery. Two
patients had subdural hematomas that resolved without intervention and two developed subcutaneous hematomas. The electrode
needed to be replaced in five patients because of unsatisfactory
results. Dysarthria (seven), disequilibrium (three patients, all bilateral), dystonia (one patient) developed only while the stimulator was on).
Benabid et al. (1996)27 reported the results of thalamic stimulation in 80 patients with PD: 38 had bilateral implantation, and eight
additional patients had had previous thalamotomy on the side that
did not receive stimulation. They used a qualitative tremor score
as well as UPDRS scores. Fifty patients were evaluated at 12
months. Of all parkinsonian signs, only tremor was helped. At three
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months, with the stimulator on, 92% of patients showed complete
or near complete tremor resolution. At 12 months, 89% had these
major improvements in tremor with thalamic DBS. L-dopa doses
decreased by more than 30%. There was a higher incidence of
complications with bilateral procedures including dysarthria, disequilibrium, dystonia, dysesthesias and perceptions of weakness.
These stimulation-induced complications were reversible when the
stimulator was turned off, but could recur, often immediately, when
the stimulator was switched on. Dysarthria was particularly frequent (40%) in the group of patients receiving stimulation on one
side after having received a prior thalamotomy on the contralateral side.

PREVENTION OF MOTOR COMPLICATIONS
No qualified studies were identified.

CONTROL OF MOTOR COMPLICATIONS
No qualified studies were identified.

REVIEW OF SAFETY
Three types of adverse reactions are observed with thalamic
DBS:
• Events directly related to the surgical procedure (e.g., intraoperative confusion, intracerebral hematoma),
• Effects from stimulation (e.g., dysarthria, paresthesia, ataxia,
motor contraction), or
• Events related to the actual device (e.g., hardware erosion
through the skin, infection, breakage, battery failure, lead migration). The stimulation-induced adverse events are reversible but
may limit the therapeutic efficacy.
Based on the comparison of findings from the Level-I study of
thalamic stimulation and thalamotomy by Shuurman and colleagues, DBS is considered safer than lesioning of the thalamus.

CONCLUSIONS
EFFICACY
All studies of thalamic deep brain stimulation have been performed in patients with tremor insufficiently controlled by medications.

PREVENTION OF DISEASE PROGRESSION
There is INSUFFICIENT EVIDENCE to conclude on the efficacy of thalamic deep brain stimulation in the prevention of disease progression in patients with PD.

SYMPTOMATIC CONTROL OF PARKINSON’S
DISEASE

Monotherapy
There is INSUFFICIENT EVIDENCE to conclude on the efficacy of thalamic deep brain stimulation in the symptomatic control of Parkinson’s disease as a sole therapy.

Adjunct therapy
Although there are consistent reports of efficacy specifically
improving contralateral arm tremor, in the absence of a Level-I
study that has a non-intervention control arm, and with only a small
number of level-III studies, there is INSUFFICIENT EVIDENCE
to conclude about the efficacy of thalamic deep brain stimulation
in the signs of PD.
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PREVENTION OF MOTOR COMPLICATIONS
There is INSUFFICIENT EVIDENCE to conclude on the efficacy of thalamic deep brain stimulation regarding prevention of
motor complications in patients with PD.

CONTROL OF MOTOR COMPLICATIONS OR
OTHER COMPLICATIONS
There is INSUFFICIENCENT EVIDENCE to conclude on the
efficacy of thalamic deep brain stimulation on motor complications.
Furthermore there is INSUFFICIENT EVIDENCE to judge the
efficacy of bilateral thalamic stimulation surgery in all indications.

SAFETY
Unilateral thalamic stimulation has an ACCEPTABLE RISK
WITH SPECIALIZED MONITORING. It is important to chose
appropriate patients, and surgical expertise is required.

IMPLICATIONS FOR CLINICAL PRACTICE
Although there is a paucity of Level-I data, the consistent reports of marked improvement in contralateral tremor make unilateral thalamic stimulation a POSSIBLY USEFUL option for clinicians faced with a tremor-predominant PD patient whose tremor
is medically refractory and predominantly on one side of the body.
The surgery requires special equipment and availability of staff to
adjust and monitor the electrode placement and clinical response,
so referral to specialized centers is essential. Community neurologists can refer their patients to such centers for special protocols
as well as clinical service. Insurance reimbursement practices vary
for this procedure. Because dysarthria and other side effects are
more prevalent in subjects receiving bilateral thalamic stimulation, this procedure is no longer regularly utilized for patients with
prominent tremor on both sides of the body, and other deep brain
stimulation procedures like subthalamic stimulation are usually
used.

IMPLICATIONS FOR CLINICAL RESEARCH
Unilateral thalamic stimulation requires additional studies on
the safety and efficacy in order to provide adequate Level-I and II
evidence on its precise role in PD therapeutics. Bilateral thalamic
stimulation is of unknown safety or usefulness. Studies that investigate the mechanism by which DBS improves tremor also are
needed to delineate the cellular basis of stimulation-associated clinical changes. The long-term duration of effects and the plasticity
response of the nervous system to chronic DBS has not been studied in depth and has direct implications to PD therapeutics.

SUBTHALAMIC NUCLEUS LESIONS
Although 16 articles were identified, none met inclusion criteria, and, hence this topic is not critiqued.

SUBTHALAMIC NUCLEUS STIMULATION
(STN DBS)

REVIEW OF CLINICAL STUDIES
There were 43 articles identified in the search; for efficacy assessments, two Level I, already cited under Pallidal Stimulation,
and two Level-III studies qualified for review. A few others are
discussed in relation to safety issues.
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PREVENTION OF DISEASE PROGRESSION
No qualified studies were identified.

SYMPTOMATIC CONTROL OF
PARKINSONISM
Level-I Studies
A blinded, randomized comparison of pallidal stimulation and
STN DBS by Burchiel and colleagues (1999)1 involved five patients who received stimulation to the subthalamic nucleus.
Whereas the emphasis of the trial was a comparison between two
different surgical procedures, the UPDRS motor scores improved
by 44% one year after surgery in the STN DBS group. This level
of improvement was statistically equivalent to the improvement
seen with stimulation of the globus pallidus. Most of the improvement seen was due to decreased rigidity (mean baseline score on
item 22 of the UPDRS motor scale 9.4 vs. 5.0 at 12 months). Medication was significantly reduced in the post-operative time and
two patients stopped L-dopa altogether. In contrast, the patients
who had received pallidal stimulation maintained their preoperative doses of L-dopa.
The Deep Brain Stimulation for Parkinson’s Disease Study
Group20 conducted a 16-center (there were 18 centers overall but
2 did not perform STN DBS), 96 patient study with Level I data on
randomized double-blind crossover assessments of the acute effects of subthalamic nucleus stimulation three months after bilateral electrode placement. Open-label Level III data on long-term
effects were included in the report as well (see Level III). The
pulse generators were programmed individually for maximal patient benefit in the first three months after surgery with four electrode contacts, monopolar or bipolar activation, frequencies up to
185 Hz, voltage up to 10.5 V, and pulse widths up to 450 microseconds.
The study design tested acute changes in early morning function without medication when the stimulator was turned on for
two hours compared to when the stimulator was turned off for two
hours. Subjects and investigators were blind to the stimulator setting and in all patients, both conditions were tested in random order (first, stimulator on; then, stimulator off or first, stimulator off;
then, stimulator on). The primary outcome measure was the
UPDRS motor score.
When the stimulator was turned on for two hours, UPDRS motor scores were significantly better than when the stimulator was
off (mean score off 50 ± 17 changing to 27 ± 14 with the stimulator on, p<0.001. Likewise, when the first score was taken with the
stimulator on, the mean score was 31 ± 17, changing to 52 ± 17
with the stimulator was turned off, p>0.001). There was no
carryover effect or period effect. Median improvement greater than
25% was observed in 15 of the 16 centers participating in the study.

Level-III Studies
The Deep Brain Stimulation for Parkinson’s Disease Study
Group20 extended the Level I acute study to include open-label
longitudinal assessments of motor function and dyskinesias. In this
portion of their study, they used the UPDRS motor, UPDRS activities of daily living, and a dyskinesia rating scale. They monitored patients at baseline, one month, three months, and six months
after electrode placement. At the evaluations, four conditions were
assessed: off medication and off stimulation; off medication and
with the stimulator turned on, usually for thirty minutes; on medication and with the stimulator turned off; on medication and on

Surgical Treatment for Parkinson’s Disease: Deep Brain Surgery
stimulation. Of the 96 subjects who received bilateral subthalamic
nucleus stimulation, 91 were available for the six month evaluation and completed the UPDRS motor evaluation in the four conditions. Comparing the baseline to six month scores, without medication and with the stimulator turned off, scores did not change
(mean baseline UPDRS motor score 54.0 ± 15.0 vs. 53.1 ± 17.1 at
six months). In the off medication/stimulator on condition, significant improvement occurred compared to baseline (25.7 ± 14.1 at
six months vs. 54.0 ± 15.1 at baseline, p<0.001). On medication
scores without the stimulator remained stable over the trial (23.6 ±
10.2 at baseline vs. 31.2 ± 18.8 at six months). When the stimulator was turned on, patients improved significantly (mean 17.8 ±
12.2 at six months compared to the on medication baseline score
of 23.6 ± 10.2, improvement, p<0.001). Off medications but with
the stimulator turned on, the Activities of Daily Living UPDRS
scores significantly improved, as well as scores for tremor and
postural stability (all p<0.001).
Limousin et al. (1998)28 reported on 24 patients undergoing bilateral STN DBS for the treatment of advanced PD. Twenty patients completed the assessment at 12 months and were the basis
of the analysis of efficacy. Patients were assessed on medication
and off medication before surgery and after surgery, evaluations
were repeated with the stimulator off in both conditions and then
on in both conditions. STN DBS significantly improved UPDRS
scores in both the on-medication and off-medication conditions.
The mean off-medication UPDRS motor score before surgery was
55 and, at one year, with the stimulator turned on without medication, the mean score was 25 (numbers derived from figure and not
given in text). The mean UPDRS on-medication before surgery
was 18 vs. 14 on-medication and stimulator-on at one year. When
the stimulator was turned off, UPDRS scores were better at one
year than before surgery in both the off-medication and on-medication conditions as well. Ten patients were followed for 24 months
and their UPDRS scores both on medication and off medication
with the stimulator turned on remained improved. L-dopa was reduced from a mean dose of 1224 mg/day to 615 mg/day with one
patient stopping the drug.
Four of the 24 subjects who received surgery were not included
in the efficacy analysis. Two of these had serious adverse effects
related to surgery, one with an intracerebral hematoma with persistent paralysis and aphasia and one developed an infection at the
implantation site that required removal of the implant. One died of
unrelated causes at 11 months after surgery and one could not travel
for the evaluations. In eight of the 20 studied subjects, transient
mental confusion, hallucinations or abulia occurred. In 18, dyskinesia could be induced by increasing the stimulation voltage. Five
patients developed eyelid dyspraxia.

PREVENTION OF MOTOR COMPLICATIONS
No qualified studies were identified.

CONTROL OF MOTOR COMPLICATIONS
1

In the Burchiel study, dyskinesias significantly improved from
a baseline mean score of 11.6 to a mean 12 month score of 3.8.
This observation occurred in the context of significantly lower
doses of L-dopa after surgery.
In the Deep Brain Stimulation Study Group report20, based on
patient diaries covering the two days before the office evaluations,
“on” time without dyskinesias increased from 27% at baseline to
74% at six months (p<.001). The mean dyskinesia scores improved
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from 1.9 ± 1.1 at baseline to 0.8 ± 0.8 at six months (p<0.001).
Daily medication doses also significantly declined after surgery
from a baseline mean of 1218.8 ± 575 mg/day to 764.0 ± 507
(p<0.001) [levodopa equivalents: 100 mg levodopa=10 mg
bromocriptine=1 mg pergolide]
The Limousin30 study monitored three motor complications of
PD, painful dystonia, dyskinesias, and motor fluctuations. Among
the 16 patients with painful off-dystonia before surgery, all improved and 12 experienced full resolution. L-dopa-induced
dyskinesias decreased, but the improvements did not reach statistical significance. The motor fluctuation assessment (item 39 from
Part IV of the UPDRS) improved, changing from a mean score
before surgery of 2.2 to 0.6 at one year.

CONTROL OF NON-MOTOR
COMPLICATIONS
Level-I Studies
The Burchiel1 study also examined cognitive and affective
changes consequent to bilateral pallidal stimulation and compared
results with those obtained with bilateral subthalamic stimulation.
Memory, attention, and visuomotor processing were unchanged
from baseline 12 months after either surgery. Depression improved
from baseline when the entire study group was considered (mean
Beck Depression Inventory score 14.3 at baseline compared to
mean 7.3 at 12 months), but no breakdown by pallidal and subthalamic surgery was provided.

Level-II Studies
Ardouin et al. (1999)29 conducted a study assessing the neuropsychological effects of bilateral GPi DBS or STN DBS. Overall,
49 patients received STN DBS and 13 in GPi DBS. Some of the
data reported combine the groups and therefore are difficult to interpret for STN alone. The mean age of participants in the STN
group was 54.7 yrs with a disease duration of 15 years of PD. The
neuropsychological measures included the Mattis Dementia rating, Wisconsin Card Sorting, lexical fluency, graphic, and Beck
Depression Inventory, evaluated before surgery, and 3 to 6 months
after surgery with the stimulator turned on. Most measures did not
change. Stimulation improved the Trail-Making Test. Trail A scores
improved from mean 56.8 before surgery to mean 49.6 and Trail B
improved from mean 14.2 to 10.1. Depression scores improved,
but literal and total lexical fluency declined. No additional safety
data were documented specifically for the STN group, but of the
entire 62, including the GPI stimulation group, had ten patients
with intracerebral hemorrhages that resolved without long-term
deficits. The authors concluded that overall cognitive performance
was not greatly affected by STN stimulation surgery. In no instance
did patients, family or staff perceive any change in language,
memory, or cognition after surgery.

REVIEW OF SAFETY
Three types of adverse reactions are described with deep brain
stimulation of the subthalamic nucleus including those relating to:
• The surgical procedure (e.g. intraoperative confusion, intracerebral hematoma, hemorrhage), with possible long-term residua
like hemiparesis or seizures.
• The effects of stimulation (e.g. increased or new dyskinesias,
dysarthria, paresthesias) which are generally considered reversible but may limit therapeutic efficacy. These effects can be reduced by lowering the stimulation and in the case of dyskinesias,
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by reducing the levodopa daily dose.28
• The device (e.g. hardware erosion through the skin, infection,
breakage, battery failure, lead migration).
The frequencies of these problems are usually less than 5% each,
although with long-term follow-up, more technical problems may
well arise with lead migration or breaks.

CONCLUSIONS
EFFICACY
All studies of STN DBS have been performed in patients with
advanced disease and motor complications with inadequate response to medical management.

PREVENTION OF DISEASE PROGRESSION
There is INSUFFICIENT EVIDENCE to conclude on the efficacy of STN DBS in the prevention of disease progression in patients with PD.

SYMPTOMATIC CONTROL OF PARKINSON’S
DISEASE

Monotherapy
There is INSUFFICIENT EVIDENCE to conclude on the efficacy STN DBS in the symptomatic control of Parkinson’s disease
as a sole therapy.

Adjunct therapy
In spite of wide clinical perceptions of efficacy for treating parkinsonism and motor complications the evidence supporting this
remains limited. The Level-I studies are without a non-intervention arm as a control group. Based on the one Level-I comparison
between pallidal stimulation and STN DBS, the acute changes
documented with Level I methods and Level-III studies with one
of them showing a large effect for to one year, STN DBS is LIKELY
EFFICACIOUS for treatment of motor symptoms of PD.

PREVENTION OF MOTOR COMPLICATIONS
There is INSUFFICIENT EVIDENCE to conclude on the efficacy of STN deep brain stimulation regarding prevention of motor
complications in patients with PD.

CONTROL OF MOTOR COMPLICATIONS OR
OTHER COMPLICATIONS
The Level I and III data are consistent in showing that
dyskinesias and motor fluctuations improve with subthalamic
nucleus stimulation, but the observations on dyskinesias are confounded by reductions in medication. Only 3 studies of STN stimulation met inclusion criteria for this review and only two of these
examined both dyskinesias and motor fluctuations. Therefore, in
specific regards to the effects of the surgery, there is INSUFFICIENT EVIDENCE to conclude on the efficacy of STN DBS on
motor and non-motor complications of PD.

SAFETY
The reports suggest that bilateral STN DBS presents ACCEPTABLE RISKS WITH SPECIALIZED MONITORING. Because
the procedure is bilateral and the subthalamic nuclei are located
near to vital neuroanatomic structures, surgical expertise is required.

IMPLICATIONS FOR CLINICAL PRACTICE
Based on the limited evidence published to date, the bilateral
STN DBS is POSSIBLY USEFUL for the symptomatic control of
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PD. Clinicians considering this procedure can view its major advantages to include the reversible nature of stimulation surgery
and the fact that bilateral surgery is possible. Whereas tremor has
been helped, the most substantial change in the Burchiel study
was on rigidity. The use of STN stimulation to control motor complications remains INVESTIGATIONAL, but it may allow
levodopa doses to be lowered and consequently drug-induced
dyskinesias to diminish. As such, the clinician facing a patient who
is progressively disabled on both sides of the body by PD with or
without tremor predominance and whose medications cannot be
increased because of dyskinesias should consider referring this
patient to a specialty center performing this procedure. Because
extensive expertise, special physiological testing machines and
careful follow-up to adjust the two separate stimulators (left and
right), the number of centers where this surgery is currently performed worldwide is small.

IMPLICATIONS FOR CLINICAL RESEARCH
Level-I and Level-II studies are needed on the efficacy and safety
of STN DBS. The mechanism of action of bilateral STN DBS also
needs to be better understood. Patient selection, target selection
within the STN region, and optimization of stimulation parameters
require further study. An assessment of which parkinsonian features respond or are resistant to STN DBS also needs to be further
investigated clinically.
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INTRODUCTION
BACKGROUND
Current treatment for Parkinson’s disease (PD) is primarily based
on a dopamine replacement strategy using levodopa with a peripheral decarboxylase inhibitor and dopaminergic agents.1 These
therapies provide clinical benefit to virtually all PD patients, but
long-term treatment is complicated by motor fluctuations and dyskinesia in the majority of patients.2 Further, disease progression is
associated with the development of clinical features that do not
respond to levodopa such as freezing, postural instability, autonomic dysfunction, and dementia. Thus, many PD patients eventually experience disability that cannot be satisfactorily controlled
with medical therapy. This dilemma has led to a search for new
therapies to complement traditional pharmacological treatment. In
the surgical arena, there are two strategies: (1) lesional or inhibitory, and (2) constructive or restorative in the form of
neurotransplantation.

RATIONALE
Neural and other cellular transplantation therapies are based on
several considerations. First, PD is associated with a relatively specific degeneration of dopamine neurons in the select brain region of
the substantia nigra pars compacta. Second, dopaminergic replacement therapy provides dramatic clinical benefit in PD. Third, under
physiological conditions, dopamine neurons provide tonic stimulation of target receptors. Fourth, there is a well-defined and relatively
large target area for implantation. Finally, grafts of dopaminergic
neurons have been shown to be capable of ameliorating the features
of experimental parkinsonism in animal models.3
Given the dopaminergic cell depletion in PD, cells that have
been used in transplantation studies are known to synthesize
dopamine, either as their primary metabolic product or as an intermediary. To date, clinical interventions in PD have involved two
primary cell types, human adult cells (either adrenal medullary or
cervical sympathetic ganglion cells) from the patient, with and
without additional peripheral nerve fragments, and fetal mesencephalic cells, derived from human or animal (porcine) tissue. As
indicated below (see Special Exceptions to Inclusion/Exclusion
Criteria below), only human and porcine fetal mesencephalic transplants are critiqued herein.

METHODS
KEY SEARCH TERMS
Parkinson’s disease, neurotransplantation, fetal surgery, adrenal medulla, dopamine cells, neurosurgery, clinical trials.

SPECIAL EXCEPTIONS TO THE INCLUSION/
EXCLUSION CRITERIA
The studies critiqued in this report are restricted to those that

concern surgical procedures that are being studied in 1999-2000,
document the specific transplant variables used, and describe clinical outcome using statistical methods. Whereas, most studies reviewed in this Movement Disorder Society effort require 20 subjects for inclusion, this limitation would exclude nearly all currently published studies, and therefore this criterion has been
waived. As a result of these Inclusion/Exclusion criteria, some procedures are not critiqued for the following reasons: adrenal medullary transplants with or without addition of peripheral nerve fragments (no longer being performed) 4,5, autotransplants of cervical
sympathetic ganglion cells (very limited data and no statistical
analysis).6,7

HUMAN FETAL MESENCEPHALIC CELL
TRANSPLANTS
MECHANISM OF ACTION
Behavioral improvement following transplantation of human
fetal nigral cells is thought to relate primarily to survival of grafted
nigral neurons, neuritic outgrowth with synaptic connection to host
neurons, and graft-derived dopamine production.3 Clinical benefits in open-label studies have been associated with a progressive
increase in striatal [18F]fluorodopa uptake8-11 and postmortem studies have demonstrated robust survival of implanted cells with
organotypic innervation of the striatum.12,13 It is possible that benefit following a transplantation procedure relates to host-derived
sprouting, although host-derived sprouting has not been seen with
fetal nigral transplant even in cases with clinical benefits.12,13 Because of the extensive surgery and emotional involvement in this
area of research by patients, investigators, and families, researchers have been concerned that placebo effects can play a role in
post operative benefits observed with this surgery.14

REVIEW OF CLINICAL STUDIES
Several hundred transplant procedures have now been performed
across the world, demonstrating the feasibility of performing fetal
nigral transplantation in PD patients. However, many reports are
descriptively imprecise and very difficult to compare among one
another because of the absence of statistical analysis and variations in patient selection, transplant variables, rating systems employed, and clinical expertise.3
One hundred and twenty-one studies were identified through
the search process, but only 23 met the review criteria as clinical
trials for inclusion in this review. Because of the scientific interest
in this area of treatment, often several publications concern the
same patients reported on multiple occasions. For this review, reports from such cohorts are collapsed, summarized and critiqued
as a single series. All included studies treated patients with advanced PD in need of enhanced symptomatic control of parkinsonism and improved treatment of motor complications. None has
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focused on prevention of disease progression. In all cases, fetal
transplant surgery was performed on patients already on levodopa,
sometimes with other dopaminergic agents.

PREVENTION OF DISEASE PROGRESSION
No qualified studies were identified.

SYMPTOMATIC CONTROL OF
PARKINSONISM
Level-I Studies
Spencer et al. (1992)15 conducted a randomized, open-label comparison trial of fetal transplant in four patients with clinically diagnosed PD. They compared treatment outcome at one year to three
patients who were treated medically over the same period and then
offered surgery. Patients received stereotactically implanted
cryopreserved fragments of mesencephalic tissue into the right
caudate nucleus. Clinical evaluations including UPDRS “on and
off” medication, Hoehn and Yahr (HY) stage, and Schwab and
England evaluations. After transplantation, no improvement in
transplanted patients occurred in comparison to medical controls.
There were isolated statistically significant improvements in some
motor function measures compared to baseline in the implanted
patients. Mean UPDRS ADL score before surgery 29.0 vs. 12.67
(18 months after surgery). One patient died and at autopsy did not
have PD. There was evidence of extremely limited survival of
implanted tissue.16 This study had an overall quality rating score
of 58%.
Kopyov et al. (1997)17 conducted a randomized controlled and
blinded trial comparing low dose implantation (one to two fetal
donors) vs. high dose implantation (three or more donors). Human
fetal tissues was placed bilaterally into both putamens in 13 patients. Preoperatively, these patients were staged using the HY scale
and stages were 1 to 3 “on” and 3 to 5 “off”. They received solid
grafts of 6 to 9 week gestational material by stereotaxic implantation. The randomization was determined by the availability of tissue on the day of surgery, and the patient and evaluating team
were unaware of the dosage assignment. Post-operatively, patients
were evaluated at three-month intervals for 6 months. At 6 months,
there were significantly improved effects on UPDRS (“on” and
“off”), levodopa reduction, dyskinesias, hours “off”, and some
timed motor tasks. High dose was significantly better than low
dose for: (a) reducing hours “off” (mean 3.0 vs. 8.7), (b) dyskinesia intensity (mean 1.5 vs. 2.6) , and (c) dyskinesia duration (mean
1.0 vs. 2.9). The NIH is currently funding two prospective, doubleblind, randomized studies. This study had an overall quality rating
score of 68%.
Freed et al.18 performed a randomized double-blind sham-surgery controlled study of fetal transplantation. They chose 40 subjects, aged 34-75, with advanced Parkinson’s disease and motor
fluctuations. Half received cultured mesencephalic tissue from four
human embryos, seven to eight weeks post conception, transplanted
into the putamen bilaterally. The placebo group received a shamsurgery that involved the placement of burr holes in the skull without penetration of the dura. No patient received immunosuppressive therapy. Subjects were followed for one year, and the primary
outcome was a subjective clinical global assessment by the patient assessing change from baseline. One year after surgery, patients compared their current state in comparison to pre-operative
function and chose phrases with corresponding anchor numbers
ranging from “parkinsonism markedly worse” (-3) through “no
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change” (0), to “parkinsonism markedly improved” (+3). Secondary clinical outcomes included the Schwab and England scale and
the total and motor UPDRS scores taken in the early morning off
medication (“off scores”).
There was no difference in the global change score between the
transplantation group and the subjects who received sham-surgery
(0.0 ± 2.1 vs. -0.4 ± 1.7). The Schwab and England scale of independent living was however significantly better after transplant
surgery (specific numbers not given in text, but, based on Figure
1, approximately 60 vs. 48 in the controls, p=0.008). Likewise,
The UPDRS motor score off medication significantly improved in
the transplantation group (pre- vs. post-surgery improvement of
18%, p=0.04). The total UPDRS score off medication improved
as well with transplant surgery, but the difference between transplantation and control groups did not reach statistical significance.
When the group was divided by age at the time of surgery, the
young patients (= 60 years) showed significant improvement in
both Schwab and England (p=0.006), off-medication total UPDRS
(p=0.01) and UPDRS motor ratings (p=0.005). The older patients
showed the same pattern of improvement, but the changes did not
reach statistical significance.
Fluorodopa PET scans one year after surgery showed a significant increase in uptake in the putamen in the group receiving implants compared to the placebo surgery patients.19 Increases in
uptake were similar in both the younger and older transplant recipients. Correlations between PET changes and clinical outcome
were significant for the younger patients. Significant declines in
putamen uptake occurred in the younger placebo-operated subjects over one year. These findings suggest that transplantation
induces enhanced and viable dopaminergic cell function in the
first year after surgery that is not influenced by recipient age. The
behavioral outcome of this viable change, however, appears to
differ according to patient age with only the younger patients showing significant clinical improvement in this time frame.
Two subjects died, one during the study from a motor vehicle
accident, and the other three years after surgery from a myocardial
infarction. At autopsy, both showed the histological findings of
Parkinson’s disease. Additionally, there were abundant dopaminergic neurons in the transplant sites with extensive outgrowth into
the host tissue.
In the open-label follow-up period covering up to three years
after surgery, 15% of the transplanted patients (three from the original transplant group and two original sham-surgery patients who
subsequently received transplants after the study completed) developed dystonia and dyskinesia that persisted after a substantial
reduction or elimination of dopaminergic therapy (see paragraph
on “motor complications”).

Level-II Studies
No qualified studies were identified.

Level-III Studies
Swedish investigators have examined fetal implantation in a
number of reports that cover ten patients, some of them examined
and reported in multiple studies.
Lindvall et al. (1989)20 were the first to report on the results of
fetal nigral grafting in PD patients. They performed a unilateral
transplantation procedure into the caudate nucleus and anterior
putamen in two PD patients using donors aged 7 to 9 weeks postconception. Patients exhibited a small but clinically significant
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improvement in motor performance during “off” periods (mean
time to perform 20 pronation/supination movements was approximately 29 seconds before surgery vs. 18 after surgery). There was
no change in striatal of [18F]fluorodopa uptake on PET. Followup studies did not substantiate significant clinical improvement.
At 18 months follow-up, one patient continued to show statistically significant improvement in timed motor tasks (mean time to
perform 20 pronation/supination movements was approximately
29 seconds before surgery vs. 17 seconds after surgery.21 Subsequently, the same investigators treated two PD patients with fetal
tissue derived from donor aged 6 to 7 weeks post-conception implanted exclusively into the putamen using a smaller gauge
needle.9,22-24 These patients were followed for 3 years. They experienced significant clinical improvement in motor performance
during “off” episodes and a reduction in percent “off” time and in
the number of daily “off” periods. One patient changed from 40%
“off” time preoperatively to 20% after 3 years and the other changed
from 60% “off” time before surgery to 0% by the third year. Striatal FD uptake on PET demonstrated a progressive increase in
tracer uptake within the grafted putamen consistent with survival
of grafted neurons coupled with a decline in tracer uptake on the
non-operated side consistent with disease progression.24 In a later
summary report that included a total of six patients including three
of those reported above, benefits persisted for as long as 6 years
and levodopa had been discontinued in two patients.8 Enhanced
benefits were attributed to implanting larger amounts of donor tissue in the correct donor age window and reduced tissue trauma
due to the use of a smaller transplant needle.
Remy et al. (1995)10; Defer et al. (1996)25: This pattern of improvement in clinical function and in striatal [18F]fluorodopa uptake was also observed by French researchers using a similar protocol of implanting fetal mesencephalic cells into the putamen or
caudate and putamen.10,25 In five patients studied clinically and
with PET at 12 and 24 months, they found significant improvement in timed motor tasks. For a standardized pronation/supination task during “off” time changed from mean 30.5 seconds to
mean 22.7 seconds, and during “on” time, the change mean was
13.7 seconds to 12.1 seconds. These clinical benefits correlated
closely with striatal [18F]fluorodopa uptake on PET. Medical and
post-surgical complications were not discussed. Peschanski
(1994)26 examined two patients and both showed statistically significant bilateral improvement in timed motor tasks in “on” and
“off” state after long-term follow up at 10 and 17 months. On a
timed finger dexterity task, the preoperative scores during “off”
were 19 seconds (patient 1) and 36 seconds (patient 2) and at follow-up were 12 seconds (seventeen months) and 21 seconds (10
months; approximate numbers from numerical data taken from figures]).
Freeman et al. (1995)11 and Hauser et al. (1998)27 conducted a
prospective, open-label study in 6 patients who were followed for
a mean duration of 20.5 months after fetal cell implantation. All
patients received bilateral transplants into the post-commissural
putamen using fetal cells (aged 6.5 to 9 weeks post conception).
Four donors were implanted per side. Six to 8 needle tracts per
side were employed to ensure that graft deposits were separated
by no more than 5 mm throughout the three dimensional configuration of the target. Benefits were seen in each patient. Total UPDRS
score in the “off” state (mean 80.3 vs. 58.0), Schwab-England disability “off” score (mean 51.3 vs. 72.5) , percent “on” time (66%
vs. 88%) and percent “on” time without dyskinesia (mean 56% vs.
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96%) were all significantly improved 6 months after surgery.11
Several variables remained improved through 2 years of followup including mean total UPDRS score in “off” state (mean 56.4),
and percent “on” time without dyskinesia.27 Clinical changes were
associated with a progressive and significant increase in striatal
[18F]fluorodopa uptake on PET. Changes in striatal
[18F]fluorodopa uptake were strongly correlated with clinical improvement on UPDRS scale and with the number of surviving fetal nigral neurons at subsequent post-mortem studies in two individuals. These subjects died 18 months after surgery from unrelated causes, and autopsy studies demonstrated healthy appearing
grafts with survival of approximately 82,000 to 138,000 dopaminergic neurons per side.12,13 Extensive striatal innervation with patchmatrix distribution occurred along with normal staining for markers of dopamine terminals and metabolic activity.26 In situ hybridization studies demonstrated extensive TH mRNA formation in
the striatum suggesting that implanted neurons were functional.
Ultrastructure studies demonstrated normal appearing graft-host
and host-graft synaptic connections. No evidence of host-derived
sprouting was detected.28 In addition, within this series of patient
there was one asymptomatic cortical hemorrhage and one patient
with an elevated creatinine on cyclosporin treatment, leading to
cessation of cyclosporin.
Freed et al. (1990, 1992, 1992)29-31: Seven patients from the
University of Colorado received nigral grafts from a single fetus
(gestational age 7-8 weeks) and were followed for up to 46
months.29-31 Embryonic tissue was implanted unilaterally into the
caudate and putamen on the side opposite the maximal deficit in
two patients and bilaterally into the putamen in the remainder. At
12 months, there was a modest but statistically significant improvement in activities of daily living in both “on” and “off” states. Improvement was noted in postural control, gait, and bradykinesia,
but the UPDRS motor “on” scores did not change significantly.
Levodopa dose was reduced by an average of 39%. The mean HY
stage changed from mean 3.7 to 2.5. Four of seven subjects had
immunosuppression and both groups improved. Safety was not
extensively discussed.
Lopez-Lozano et al. (1995, 1997)32,33 provided the longest published follow-up (5 years) on a relatively large sample of ten subjects with advanced PD who received fetal implantation.32,33 At
study entry, all had advanced disease (HY stages 4 and 5) and
efficacy was monitored with the UPDRS, “on-off” assessments,
and the Northwestern University Disability Scale. Significant improvements occurred in the UPDRS scores “on” (mean baseline
56 vs. 30 at 5 years), UPDRS “off” (mean 90 vs. 66), amount of
time “on” (mean baseline 40% vs. 70% post-operatively) and
amount of time “on” without dyskinesias (32% vs. 66%). The improvements occurred between 5 and 7 months after surgery with a
second phase of improvement at approximately 15 months. At 5
years, seven of ten patients remained better than baseline.
Levodopa was reduced, and in some instances, stopped.
Kopyov et al. (1996)34 studied patients who received unilateral
or bilateral fetal transplants to putamen or putamen and caudate.
Follow-up ranged from 6 to 24 months (mean 13.1 months). Although the report did not give numerical scores, the authors reported statistically significant improvements in UPDRS and HY
scores in both the “on” and “off” states, as well as dyskinesia intensity and duration measures. Hours spent “on” also significantly
improved as well as some timed motor tasks. Surgical morbidity
was not discussed.
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Molina et al. (1993)35 performed fetal transplants in five patients
with advanced PD and documented significant improvements in
“on” UPDRS (baseline mean “on” 50 vs. 40 [numbers derived
from figure] and “off” (mean 110 vs. 60) and magnitude of response to a standard dose of levodopa. The daily requirement of
levodopa was significantly reduced 3 months after surgery and
the mean number of “off” periods decreased from 4.4 to 1.5.

CONTROL OF MOTOR COMPLICATIONS
Level-I Studies
Spencer et al. (1992)15 and Freed (2000)18 did not assess “onoff” times and therefore are not reviewed.
Kopyov et al. (1997)17 The high dose vs. low-dose comparison
conducted by Kopyov17 monitored intensity and duration of dyskinesia (using their own scale) and noted that the high-dose implantation group had significantly less severe (mean high-dose
score 1.5 vs. 2.6 for low-dose transplant) and shorter duration dyskinesia (mean high-dose score 1.0 vs. 2.0 for the low-dose transplant). Likewise, the number of hours spent “off” was significantly
less in the high-dose group compared to the low-dose group (mean
3.0 vs. 8.7). Because all patients received some form of surgical
implant, the 6 months vs. baseline results are Level-III results, and
they likewise demonstrated significant improvement, although the
numerical data were not published.

Level-II Studies
No qualified studies were identified.

Level-III Studies
Wenning et al. (1997)8; Lindvall et al. (1994)9; Hoffer et al.
(1992)21; Lindvall et al. (1990)23: In the Swedish studies8,9,21,23, significant improvement occurred in reduced “off” time and enhanced
“on” time over the time periods studied. The analyses varied among
the reports, sometimes expressed as 95% confidence intervals. In
the French study, percent “on” time correlated with enhanced
[18F]fluorodopa uptake.10 In the Freeman et al. (1995)11 and Hauser
et al. (1999)27 studies, significant improvement occurred in percent “off” time and percent “on” time without dyskinesia. The
percent “on” time improved from baseline 66% to 88% by 6 months
and still persisted to be significantly higher (80%) after one year.
Using an all-day computer assessment of “on-off” fluctuations,
Freed27 showed significantly improved “on” time at one year after
surgery (86% of the waking day vs. 69% before surgery). Kopyov
found significantly reduced “off” time at 6, 12, 18 and 24 months,
although no numerical data were given in his report.34 Likewise
Lopez-Lozano showed that even at 5 years after fetal implants,
the amount of time “on” and amount of time “on” without
dyskinesias remained significantly better than baseline: mean “on”
time at 5 years 70% vs. 40% at baseline; mean “on” time without
dyskinsia 66% vs. 32%.32,33

CONTROL OF NON-MOTOR
COMPLICATIONS
Level-III Studies
Yale study population (1992)15, and Sass (1995)36 examined the
surgically treated patients for cognitive changes over 36 months.
After surgery, verbal memory significantly improved compared to
baseline, but declined again by 26 months. At baseline, mean immediate verbal memory scores were 12.7, improved to 17.1 at one
years but declined to 9.1 at 3 years; in parallel, delayed verbal
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memory scores showed a mean of 9.8 at baseline, with improvement to 13.3 at one and 2 years, but a decline to a mean 4.1 by 36
months. Other measures of verbal and non-verbal cognitive abilities did not change. Price37 studied these same patients, along with
the original control group and two other patients who eventually
received surgery (nine patients total, no control group), for psychiatric changes. There was a mild increase in depression and nonspecific emotional problems, but no significant changes. Specifically, there was no increase in hallucinations or psychotic behavior.

REVIEW OF SAFETY
Fetal nigral transplantation has been well tolerated in most studies. There have been hemorrhages that are usually asymptomatic11,17,27,33, subdural hematoma18, transient confusion11,17,27 and
enhanced psychiatric problems.18,32,33 Cyclosporin can be associated with renal impairment11,27 or infection from immunosuppression.32,33 Fractures, motor vehicle accidents, myocardial infarctions
and a late-occurring stroke occurred in one series, but these events
were not considered likely to have been related to surgery.18 There
have been a total of 14 deaths in fetal graft recipients of which two
are thought to have been related to the transplant procedure: one
from a perioperative complication30 and one from obstructive hydrocephalus due to migration of the graft into the fourth ventricle
with brain stem compression.38,39 Postmortem study in the latter
case revealed that the tissue was derived from multiple germ layers and contained bone, cartilage, hair, and squamous epithelium.38
This case illustrates the dangers of inexperienced investigators
employing improper dissection and transplant techniques, and
underscores the importance of adequate training prior to performing a transplant procedure.39 On the other hand, other series have
documented abundant dopaminergic neurons in the transplant sites
with extensive outgrowth into the host tissue.18
In the Freed study, increased dyskinesia occurred more frequently in the sham-operated patients than in the transplanted subjects.18 In the open-label follow-up period covering up to three
years after surgery, 15% of the transplanted patients (three from
the original transplant group and two original sham-surgery patients who subsequently received transplants after the study completed) developed dystonia and dyskinesia that persisted after a
substantial reduction or elimination of dopaminergic therapy. All
were in the younger patient group, transplanted at age 60 or less.
This type of “off medicine” dyskinesia is unusual in advanced
Parkinson’s disease, but does occur without transplantation.40 Concerns that this form of dyskinesia may relate to aberrant reinnervation in the striatum remains to be studied in more detail.

TRANSPLANTATION WITH ALTERNATE
SOURCES OF DOPAMINERGIC CELLS
In an effort to avoid the use of human fetal nigral cells, a limited
number of trials of transplantation with other sources of dopaminergic cells have been performed. Adrenal medullary transplant trials with or without additional peripheral nerve fragments aimed to
deliver nerve growth factors, have been largely abandoned and
are not reviewed here.4,5 Autologous sympathetic ganglion cells
have been performed but data have not been analyzed statistically.6,7
Other cells sources remain restricted to laboratory settings and have
not been tested in humans. Among these alternate, non-human
sources, porcine fetal mesencephalon transplants have been a focus of scientific study. One clinical trial has been reported.
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PORCINE FETAL MESENCEPHALON
SYMPTOMATIC TREATMENT OF
PARKINSONISM
Schumacher et al. (2000)41: Twelve patients with PD received
unilateral implants of embryonic porcine mesencephalic tissue into
the caudate and putamen. Six received cyclosporin treatment for
immunosuppression and six received fetal tissue treated with a
monoclonal antibody directed against major histocompatibility
Class I.41 The groups were considered together. At one year, there
was significant improvement in “off” total UPDRS scores with a
mean improvement of 19% over baseline (mean 66.8 vs. 83.7).
Off UPDRS ADL score was also improved from mean 27.1 before
surgery to mean 20.4 one year after surgery. Only two patients,
both in the cyclosporin group, individually showed significant
improvements. [18F]fluorodopa PET scans failed to show changes
on the implanted side. In two patients who died, small numbers of
implanted cells that included dopaminergic neurons and other porcine neural and glial cells were detected.42 A multicenter, prospective, randomized, double-blind, placebo-controlled study, is presently underway to evaluate this therapy further.

CONTROL OF MOTOR COMPLICATIONS
No qualified studies were identified.

INSUFFICIENT EVIDENCE to conclude on the efficacy of fetal
transplantation to improve symptomatic control (or motor complications).
Another study with a sham operation control group is ongoing
(CW Olanow, principle investigator). The techniques and outcomes
are suitably different to prevent solid conclusions on efficacy. In
open-label Level-III studies, results are encouraging, but inconclusive in regards to clinical-derived and PET-derived outcomes.
Postmortem studies suggest, however, that following some protocols, fetal transplant tissue can survive in the brain

PREVENTION OF MOTOR COMPLICATIONS
There is INSUFFICIENT EVIDENCE to conclude on the efficacy of fetal transplantation regarding prevention of motor complications in patients with PD.

CONTROL OF MOTOR COMPLICATIONS OR
OTHER COMPLICATIONS
There is INSUFFICIENT EVIDENCE to conclude on the efficacy of fetal transplantation on motor and non-motor complications of PD.

SAFETY

Only one study has been reported using porcine fetal material.41
One patient had a small subdural hematoma, one patient fell and
fractured a leg 12 months after surgery, one patient had confusion
that required adjustment of medications, one patient had body shaking contralateral to the surgery, and one patient died of pulmonary
emboli. There was no evidence of endogenous retrovirus DNA.42

Based on the multiple studies reported with monitoring safety,
fetal transplantation is considered to have ACCEPTABLE RISK
WITH SPECIALIZED MONITORING. This monitoring involves
the restriction of this work to specialized teams of experts involved
in the acquisition, dissection, and implanting of tissue and use of
cyclosporine. Specialized tests are required for screening the tissue to assure that it is maximally free of contaminants and infectious potential. Specialized teams that can monitor clinical efficacy in the form of standardized rating scales and PET technology
are also essential to the evaluation of this experimental area of
research. Particular attention to dyskinesias before surgery and after
surgery are essential to define whether dyskinesia occurs, especially in the “off-medication” state.

CONCLUSIONS

IMPLICATIONS FOR CLINICAL PRACTICE

The scientific rationale for undertaking fetal nigral transplantation
studies in PD patients is compelling and is founded on a strong base of
laboratory information. Indeed, the prospect of restoring physiologic
dopaminergic innervation to the striatum by non-ablative procedures
is particularly appealing. However, clinical information to establish
the value of the procedure in PD patients is lacking.

Current studies are not sufficient to permit a clear determination of the magnitude or duration of benefit or the long-term side
effects associated with fetal nigral transplantation. From a practical point of view, fetal transplantation is not recommended within
the context of routine clinical practice. Tissue transplantation is
considered INVESTIGATIONAL and should be restricted to research centers performing studies under high-quality surveillance.

CONTROL OF NON-MOTOR
COMPLICATIONS
No qualified studies were identified.

REVIEW OF SAFETY

EFFICACY
PREVENTION OF DISEASE PROGRESSION
There is INSUFFICIENT EVIDENCE to conclude on the efficacy of fetal transplantation in the prevention of disease progression in patients with PD.

SYMPTOMATIC CONTROL OF PARKINSON’S
DISEASE

Monotherapy
There is INSUFFICIENT EVIDENCE to conclude on the efficacy fetal transplantation in the symptomatic control of Parkinson’s
disease as a sole therapy.

Adjunct therapy
In view of inconsistent results in three Level-I trials there is
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IMPLICATIONS FOR CLINICAL RESEARCH
Further studies are warranted in the area of transplantation for
treatment of PD because:
• Open-label trials have shown substantial benefits with minimal
adversity following fetal nigral transplantation in patients with
advanced PD who could not otherwise be improved with available medical therapies, and
• Clinical benefits have been confirmed by more objective measures such as an increase in striatal [18F]fluorodopa uptake on
PET and robust survival of implanted nigral neurons at postmortem.
This arena of neuroscience opens several horizons for research
including:
• An evaluation of the benefits of transplantation with larger number of donor cells,
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• Delineation of the benefits of concomitant use of antioxidant
and/or antiapoptotic drugs,
• The role of immunosuppression, and
• Determination of clinical benefits or risks associated with transplantation into alternate targets such as the substantia nigra pars
compacta.
Proof of concept studies demonstrating meaningful clinical benefit with fetal nigral transplantation will undoubtedly catalyze research efforts aimed at developing alternate sources of dopaminergic cells that do not necessitate using human embryonic cells for
transplantation. Finally, there is considerable research interest in
the potential of extending transplant effects with stem cells and
gene therapies that over-express or upregulate dopamine, dopamine decarboxylase, trophic factors, and other molecules that enhance survival of dopaminergic nerve cells.
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Physical and Occupational Therapy in Parkinson’s Disease

INTRODUCTION

MECHANISM OF ACTION

BACKGROUND

Physical and occupational therapies aim to strengthen muscles
involved with axial and appendicular motor function in both volitional activities as well as more automatic movements like walking. Conscious retraining for techniques of standing, sitting, and
turning are included, as well as the proper usage of apparatus-like
canes, walkers, and specialized utensils such as writing and eating
implements. There are no large studies that examine issues of central neurotransmitter changes or anatomical-functional correlates
of improved motor function after these interventions in Parkinson’s
disease.

The pronounced motor deficits associated with Parkinson’s disease has led to the long-standing empiric emphasis dating from
the nineteenth century, which includes gait and fine motor therapy
in various forms.1 The early appreciation of weakness from disuse
of muscles and arthropathies associated with Parkinson’s disease
led physicians to advocate rehabilitation efforts focused on large
and small muscle groups.2

RATIONALE
Interventions that emphasize enhanced muscle strength and
coordination may seem rational, emotionally positive, and proactive, but few controlled clinical trials studies have actually tested
the impact of physical or occupational therapies for treatment in
Parkinson’s disease. The cost of such therapy is substantial, and
medical insurance does not necessarily cover all expenses, especially if the therapy is frequent (more than once weekly) and prolonged (more than six weeks).3 For these reasons, solid information on the short-term and long-term benefits of physical rehabilitation are necessary. In this report, physical therapy (which concentrates primarily on large muscle groups and gait training) and
occupational therapy (which focuses on fine motor skills) are considered together.
A critique of these therapies is limited by the multiplicity of
different exercise programs all considered under the rubric “physical or occupational therapy”. Exercise programs may emphasize
spinal flexibility, enhanced strength, motor coordination and timing, or balance. No two studies cited have tested the exact same
therapy program. The factor that links them, however, is a programmatic effort to involve Parkinson’s disease subjects in some
form of regular exercise, for a prescribed period of time. Consequently, motor function should be tested immediately and, in some
cases, several weeks or months thereafter.

REVIEW OF CLINICAL STUDIES
The design of physical and occupational therapies is on empiric
observations of the motoric deficits of Parkinson’s disease subjects rather than on specific physiological hypotheses. No studies
have examined the anatomical or central physiological changes
that may occur after such rehabilitation interventions. Allied to
physical therapy protocols, but not reviewed in this report, are several studies documenting the utility of various cuing devices, such
as walking canes, metronomes or other auditory stimuli, and visual lines to enhance stride length and pace walking rhythm. These
fall outside physical or occupational therapies and are often considered as behavior modification therapies. Furthermore, none of
these modalities has been tested in large, randomized (and blinded),
controlled clinical trials.
Eight studies are included in this critique, dating from 1981 to
1998, five were considered as Level-I evidence and three were
Level-II evidence. All were designed as interventions to treat symptomatic control of parkinsonism.

PREVENTION OF DISEASE PROGRESSION
No qualified studies were identified.

SYMPTOMATIC CONTROL OF
PARKINSONISM
Level-I Studies

METHODS
KEY SEARCH TERM
Parkinson’s disease, physical therapy, and occupational therapy.

SPECIAL EXCEPTION TO INCLUSIONS AND
EXCLUSION CRITERIA
Most studies reviewed in this Movement Disorder Society effort require 20 subjects for inclusion, but there are very few studies of this size in the physical/occupational therapy arena. Because
the methodology of smaller studies includes both randomization
and control groups, these studies provide a basis for review in
Parkinson’s disease therapy, and therefore, this critique includes
studies with a minimum of ten enrolled subjects.

Palmer et al. (1986)4: Palmer and colleagues compared two types
of physical therapy, either stretching exercises as described in the
published United Parkinson Foundation exercise brochure or active upper body karate training; each type of therapy was given
for 12 weeks. The two groups, composed of patients being treated
with antiparkinsonian medications, were matched for age, Hoehn
and Yahr (HY) stage, and gender. There was significant improvement in tremor, pronator/supinator speed, and grip strength with
both forms of therapy. Timed walking speed also improved in both
groups, although the improvement was statistically significant only
with karate therapy. Rigidity did not change with either form of
therapy. Assessments ended at the completion of therapy and no
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long-term follow-up evaluations occurred. The comparable findings in both therapies suggest that activity per se may be more
important to clinical improvement than any one set of muscle toning or muscle development exercises. This study had an overall
quality rating score of 40%.
Gauthier et al. (1987)5: These authors designed a study to examine patients during a five-week session of occupational therapy
given twice weekly with follow-up assessment at six months and
one year thereafter. The study enrolled 59 subjects: 30 received
therapy and 29 received no physical therapy. The outcome measures were the Barthel Index of Activities of Daily Living, the
Purdue pegboard test for dexterity, and items from the Extrapyramidal Symptom Rating Scale for the evaluation of motor signs.
Evaluators were blinded to treatment group. At the end of the
therapy period, the active therapy group showed significant improvement in bradykinesia, tremor, gait and posture ratings. Over
the subsequent six months after therapy ended, the control group
deteriorated, but the therapy group maintained the improved function over baseline. By the one-year follow-up period, the only significant item that remained improved over baseline function was
bradykinesia. This unique study with long-term follow-up showed
that objective motor gains from therapy could be maintained for
six months as compared to the level of deterioration seen in the
control group that received no therapy. It was not specifically stated
in the report whether the patients continued to follow the exercises during the one year after the formal therapy course. This study
had an overall quality rating score of 46%.
Comella et al. (1994)6: Comella and coworkers conducted a randomized, single-blind, crossover study of four weeks of outpatient physical therapy aimed at enhancing balance and flexibility
in large muscle groups compared to no specific therapy. The physical therapy program was designed to be comparable to regularly
prescribed treatment programs in the community and involved onehour sessions given three times weekly. Sixteen patients received
both phases in randomized order, and then were all re-evaluated
six months later. The primary outcome measure was the total Unified Parkinson Disease Rating Scale (UPDRS). At the end of four
weeks, the therapy group showed significant improvement in the
UPDRS, with improvement occurring in both the Motor section
and the Activities of Daily Living section. Within the motor scale,
bradykinesia and rigidity specifically improved. There were no
improvements during the control phase. Like the Gautier study,
improvements were demonstrated after the active therapy, but unlike the first study, Comella found that improvements did not persist. Six months after the study program finished, during which
time no specific therapy had been continued, all gains were lost.
In combination, the data from these two studies argue strongly for
short-term gains from physical therapy. They do not precisely
clarify the expected duration of benefit of these types of physical
therapy. This study had an overall quality rating score of 57%.
Katsikitis and Pilowsky (1996)7: An unusual form of therapy
involved a study that focused on exercises of facial muscles. In
this randomized evaluation of 16 patients, one half received four
weeks of one-hour sessions of orofacial physiotherapy given twice
weekly, and one half received no treatment. Isolated indices of
increased facial mobility improved in the treatment group, but there
were many measures and the investigators did not statistically correct for multiple comparisons. Nonetheless, the improvements
persisted four weeks after the therapy stopped. This study had an
overall quality rating score of 43%.
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Schenkman et al. (1998)8: Schenkman performed a randomized,
controlled evaluation of physical therapy with attempted blinded
evaluations, although some patients revealed their therapies accidentally. Forty-six patients with Parkinson’s disease were randomly
assigned to active physical therapy or no therapy for 10 weeks.
The exercises specifically focused on spinal flexibility and improved physical performance as measured by a functional reaching task and a timed supine-to-standing test. The group was mixed
in terms of their medication requirements (14 on no medications,
32 on levodopa), and ranged from HY stage 2 to 3. Significant
improvement occurred in functional axial rotation and function
reaching. Because no long-term follow-up evaluations were performed, the duration of these benefits was not determined. This
study had an overall quality rating score of 45%.

Level-II Studies
Gibberd et al. (1981)9: Gibberd and colleagues performed a
crossover study to compare four weeks of active physical therapy
with the same period of normal activity without therapy. Although
no single primary outcome measure was described, they rated
speech, gait, balance, tremor, rigidity and timed motor tasks and
found no improvement with physical therapy. The report was
sketchy in terms of descriptions of the therapy sessions and the
statistical methods used for analysis. Evaluations were made immediately after therapy was completed, and there were no followup evaluations. Medications were not specified in this study, but
the authors indicated that the medications were not changed during the trial.
Formisano et al. (1992)10: A second Level-II study10 examined
physical therapy compared to no therapy and focused primarily
on subjective assessments using components of the Northwestern
University Disability Scale for primary outcomes. Formisano and
colleagues (1992)10 studied two groups of Parkinson’s disease
patients, balanced for age, disease duration, and disease severity.
They compared active/passive physical therapy given as an outpatient program over four months versus no specific therapy but
equal staff attention time and encouragement. Whereas most measures did not improve, walking speed was significantly better in
the therapy group. Because most therapy programs in the community do not last for four months, the data from this study are not
easily extrapolated to usual medical practice in Parkinson’s disease management.
Dam et al. (1996) 11: This study gathered two groups of
Parkinson’s disease subjects balanced for HY stage, gender, disease duration, and current age, and compared two types of physical therapy interventions: conventional exercises versus the same
exercises with additional sensory enhancement. This enhancement
included performing physical therapy in front of a mirror, using
special colored blocks and other visual cues during the exercises
and listening to audio-cued tapes. The advantage of this study is
that it was long-term and involved patients receiving therapy for
one month, then a rest period for 3 months, then a repeat of the
therapy with rest, and a third one-month treatment followed by
rest for three months. This design closely mimics outpatient treatment available for many patients with Parkinson’s disease, whose
insurance does not permit continual therapy, but does permit treatment for short periods after a hiatus of interruption. Raters, blinded
to treatment assignment, evaluated subjects. After one month of
therapy, both groups improved, and there was no significant benefit of the specially cued therapy program. One month after the
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second and third therapy sessions, the conventional therapy groups
were no better than baseline. The sensory-enhanced group continued to function with subjectively derived gait and motor scores
from the Northwestern University Disability Scale at a higher level
than baseline. Because this form of physical therapy is unusual
and not readily available, it is difficult to extrapolate these findings to an average clinical setting.

PREVENTION OF MOTOR COMPLICATIONS
No qualified studies were identified.

CONTROL OF MOTOR COMPLICATIONS
AND NON-MOTOR COMPLICATIONS
No qualified studies were identified.

REVIEW OF SAFETY
The interventions discussed are exercises that were conducted
under supervision. Conceivably, during the therapy, patients could
have fallen and injured themselves or sprained muscles that were
not actively used prior to the intervention. In all the studies cited,
no morbidity was reported, but the absence of morbidity was not
specifically documented.

CONCLUSIONS
EFFICACY
PREVENTION OF DISEASE PROGRESSION
There is INSUFFICIENT EVIDENCE to conclude on the efficacy of physical or occupational therapy in the prevention of disease progression in patients with PD.

SYMPTOMATIC CONTROL OF PARKINSON’S
DISEASE

Monotherapy
There is no single study assessing physiotherapy as monotherapy
- thus there is INSUFFICIENT EVIDENCE to conclude on its
potential efficacy as sole treatment in any indication in Parkinson’s
disease.

Adjunct therapy
Low quality Level-I and Level-II data suggest a positive effect
of physical/occupational therapy, as a class of treatment for improving motor impairments in Parkinson’s disease when administered as adjunct to pharmacotherapy. It is not established if there is
any long-term benefit after physical/occupational therapy concludes.
The number of studies on any single intervention is limited, and
the studies do not include all groups of Parkinson’s disease patients examined (e.g., medication-free versus on medication, young
versus elderly, severely affected versus mildly affected), and only
one study used the “gold standard” of the UPDRS. Furthermore,
the interventions are varied as to specific exercises and muscle
therapies. Therefore, conclusions regarding any single intervention therapy are not possible at this time. There is INSUFFICIENT
EVIDENCE to conclude on the efficacy of physical/occupation
therapy as adjunct treatment.

PREVENTION OF MOTOR COMPLICATIONS
There is INSUFFICIENT EVIDENCE to conclude on the efficacy of physical/occupation therapy regarding prevention of motor complications in patients with PD.
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CONTROL OF MOTOR COMPLICATIONS OR
OTHER COMPLICATIONS
There is INSUFFICIENT EVIDENCE to conclude on the efficacy physical/occupation therapy on motor and non-motor complications of PD.

SAFETY
Although none of the reports focused on safety, the consistent
absence of any mention of problems related to the interventions
suggests that physical and occupational therapy has an ACCEPTABLE RISK, WITHOUT SPECIALIZED MONITORING.

IMPLICATIONS FOR CLINICAL PRACTICE
In the practical therapeutic setting, physical/occupational therapy
is POSSIBLY USEFUL. To date, it has been primarily studied in
patients with mild-to-moderate severity of disability (HY stages 2
and 3) that are already on antiparkinsonian medications. Most treatments are approximately one to three months and involve combined active and passive exercises. No single type of physical/
occupational therapy program has been shown to be superior to
another. Motor gains can be expected in patients at the end of the
therapy session, but patients and physicians should not assume
that gains will be maintained after the therapy sessions end.

IMPLICATIONS FOR CLINICAL RESEARCH
Because physical/occupational therapy studies have been positive but have been relatively few and without large numbers of
patients, larger, randomized, prospective controlled trials with
longer follow-up are needed. Further, because the reports published
to date sometimes involved therapy that extends beyond the typical treatments that patients receive in the community, trials of physical/occupational therapy protocols that are closer to typically available therapy would define the overall clinical usefulness of physical therapy to patients with Parkinson’s disease.
There are different forms of occupational/physical therapy and
several have been reported to be beneficial to Parkinson’s disease
patients, therefore, comparative trials must be conducted to establish if one can be recommended over another. Additional areas of
research include development of validated research tools, and overcoming the difficulties of adequate blinding, and placebo effects.
Neuroimaging studies examining patients before and after physical/occupational therapy will help define the anatomical basis of
physical impairments in Parkinson’s disease that respond to physical/occupational therapy.
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Psychosocial Counseling in Parkinson’s Disease

INTRODUCTION
BACKGROUND
Parkinson’s disease (PD) is a neurodegenerative disorder that
poses a burden to the patient, family, and society.1,2 James Parkinson
described patients as “unhappy”, “dejected”, and “melancholic”.3
Once diagnosed with PD, the affected individuals and family
are confronted with numerous psychosocial issues that may benefit from intervention. PD is an evolving disease, and the relevant
psychosocial issues change in content and often intensity over time,
requiring numerous readjustments in coping skills for patient,
spouse, family and caregivers.

RATIONALE
Medical and surgical therapies have a clear and visible effect
on the motor signs of disease. However, psychosocial functioning
also may have an impact on the physical functioning of patients
with neurodegenerative disorders. This critique will review the
reports in which psychosocial intervention is used as a therapeutic
treatment in the management of the PD patient.

METHODS
KEY SEARCH TERMS
Parkinson or Parkinson’s disease and: coping or psychosocial
or psychosocial support or behavior therapy or support group. All
citations with a title suggesting information on the psychosocial
status of PD patients, either with or without an abstract, were reviewed. Studies of depression in PD were specifically excluded
from this review and are detailed in the chapter on Depression.

REVIEW OF CLINICAL STUDIES
The results from the literature search identified 279 reports; of
these, 44 were related to the psychosocial aspects of PD. Fortytwo involved description of psychosocial problems, the development of rating scales to measure such problems, or empiric suggestions on coping strategies. Only two reports specifically addressed psychosocial techniques as a therapeutic intervention in
PD, and these two studies are the focus of this critique.

PREVENTION OF DISEASE PROGRESSION
No qualified studies were identified.

SYMPTOMATIC CONTROL OF
PARKINSONISM
MONOTHERAPY AND ADJUNCT THERAPY
(COMBINED)

Level-I Studies
Montgomery et al. (1994)4: This study reported the results from
a randomized, controlled trial that evaluated the effectiveness of
patient education as a part of the PROPATH health promotion pro-

gram (N=298). This educational program, which was targeted to
patients taking bromocriptine, was delivered by mail and focused
on disease-specific questions completed by the patient or caregiver
at 0, 2, 4, and 6 months. The questions gathered information derived primarily from the ADL section (Part II) of the UPDRS as
well as patient estimates of amount of time off and medication
doses. One group of patients received the questionnaires followed
by computer-generated reports and personalized letters sent to the
patients and their physicians after each assessment (intervention
group), and the control group received only the questionnaires. At
6 months, both groups received the original questionnaire. The
intervention group remained stable in ADL function whereas the
control group had progression of impairment. The mean “on” ADL
score in the intervention group changed from 21.7 to 22.1 whereas
the control group significantly declined from a mean score of 21.6
to 24.6. Likewise, the mean “off” ADL score in the intervention
group changed from 31.1 to 30.6, whereas the control group significantly declined from a mean score of 32.0 to 35.2 (misprinted
as 64.0 in Table 2) Additionally, the mean required levodopa significantly increased by 66.1 mg/day in the control group over the
six-month study whereas the interventional group mean dose decreased by a mean 1 mg/day. A total “Self Efficacy” assessment
that combined impressions of symptoms, motor fluctuations and
management at the six-month evaluation favored the intervention
group with statistically significant differences in the scores (mean
904 vs 795). These data suggest that an intervention program, administered by mail to patients and their physicians may be an effective stabilizing intervention in PD. Although it is included here
as a psychosocial study, in fact, the program provided general
medical information on disease management to patients and physicians, and therefore, the observed changes cannot be solely ascribed to the psychosocial benefits of interactive communication.
This study had an overall quality rating score of 38%.
Muller et al. (1997)5: This study examined the impact of specific behavioral therapy on movement initiation and postural control in PD subjects. Their randomized controlled-study examined
29 PD subjects, 15 patients assigned to behavioral interventions
posited to improve gait and 14 subjects receiving non-specific psychological and physical treatment as a control group. Neither patient nor evaluating raters were aware of the group assignment.
Treatments lasted ten weeks with two 90-minute sessions each
week. Subjects were tested with clinical rating scales and an electronic movement analysis system before and after the treatments.
The specific psychosocial behavioral intervention tested was a
behavioral modification technique with muscle relaxation exercises, “chaining” or sequential breakdown of complex movements
into simple movements with positive reinforcement, and encouragement to use such skills in social situations outside the specific
training sessions. After treatment, the group with behavioral intervention significantly improved in Hoehn and Yahr stage, improv-
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ing from mean 2.13 at baseline to 1.93 at follow-up. The UPDRS
motor and ADL scores improved significantly as well, although
the numbers printed in the text may not be correct (mean UPDRS
motor 1.37 at baseline vs 1.18, and mean UPDRS ADL 1.06 at
baseline vs 0.89). No motor elements of the UPDRS changed in
the control group. For the movement analysis data, no significant
improvements occurred with the behavioral intervention, although
there were trends towards improved gait initiation and movement
coordination. This study had an overall quality rating score of 54%.

Level-III Studies
Ellgring (1993)6: Ellgring conducted a non-randomized cohort
study of the impact on overall patient and caregiver function of a
series of five two-hour group seminars over a 2 to 3 month interval. There was no control group. These seminars addressed the
development of skills for coping in difficult social situations, education about stress and disease, methods for increasing activity,
initiative and independence, and ways to change attitudes about
the disease. This study included stress management, cognitive restructuring, social skills training, modeling and role-playing, relaxation training, and transfer of contents into daily activity. An
independent assessor evaluated the transfer of techniques to everyday life as an index of outcome of therapy one month after the
last session. The results from 34 patients who completed five seminars assessment demonstrated effective use of newly learned skills
in 74% of patients. The actual measurement scales were not given.
The authors also reported on the impact of three sessions of individual psychological counseling on 12 PD patients. Of the specific problems addressed during therapy, 64% improved with
therapy, and, even among the problems not specifically addressed
during therapy 50% improved. In terms of safety, 23% of the problems being actively addressed during therapy actually worsened
with therapy and 23% of problems not being addressed during
therapy likewise worsened. This report favors psychological interventions for dealing with numerous issues of stress and social
dysfunction in PD, but the paucity of numbers, absence of a control group, and lack of statistical analysis precludes solid conclusions.

PREVENTION OF MOTOR COMPLICATIONS
No qualified studies were identified.

CONTROL OF MOTOR COMPLICATIONS
No qualified studies were identified.

REVIEW OF SAFETY
The studies reviewed did not specifically address safety issues
that might be associated with psychosocial intervention.

CONCLUSIONS
EFFICACY
PREVENTION OF DISEASE PROGRESSION
There is INSUFFICIENT EVIDENCE to conclude on the efficacy of psychosocial intervention in the prevention of disease progression in patients with PD.

SYMPTOMATIC CONTROL OF PARKINSON’S
DISEASE
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cacy of psychosocial intervention as sole treatment in any indication in Parkinson’s disease.

Adjunct therapy
There is INSUFFICIENT EVIDENCE to conclude on the efficacy of psychosocial intervention as adjunct treatment to medications in the symptomatic control of Parkinson’s disease.

PREVENTION OF MOTOR COMPLICATIONS
There is INSUFFICIENT EVIDENCE to conclude on the efficacy of psychosocial intervention regarding prevention of motor
complications in patients with PD.

CONTROL OF MOTOR COMPLICATIONS OR
OTHER COMPLICATIONS
There is INSUFFICIENT EVIDENCE to conclude on the efficacy of psychosocial intervention on motor and non-motor complications of PD.

SAFETY
Similarly, there is INSUFFICIENT EVIDENCE to conclude on
the safety of psychosocial counseling in the treatment of PD.

IMPLICATIONS FOR CLINICAL PRACTICE
In the practical therapeutic setting, psychosocial therapy is INVESTIGATIONAL. A wide variety of patient support groups and
special-interest gatherings currently exists locally throughout the
world and are especially frequent in the United States. On the one
hand, such gatherings may provide patients and families with a
ready outlet for the expression of their psychosocial stresses and
concerns. On the other hand, such gatherings frequently cluster
subjects with very advanced disease and desperate social situations that may frighten or exasperate patients with less disability
or shorter disease duration. The clinician is therefore called to understand the psychosocial needs of individual patients and to know
the available psychosocial therapeutic options available in the
community and medical system before recommending such an
intervention. Because psychosocial treatments can be short or long
term, a clear definition of the goals of recommended interventions
is particularly important to the evaluation of efficacy and safety in
a clinical practice setting.

IMPLICATIONS FOR CLINICAL RESEARCH
The impact of psychosocial intervention in either individual or
group counseling has not been adequately studied. In particular,
there is a lack of clinical trials, and basic methodological aspects
have not been defined. Although there are reports of patient perspectives of beneficial effects7 and recommendations, resources,
and guidelines have been empirically provided3,8-11, new studies
are needed that will include the impact of psychosocial intervention on the (a) patient, (b) caregiver, (c) utilization of health care
services, and (d) the economic impact on the patient and family.
Studies identifying which individuals are most likely to benefit
from psychosocial intervention also are needed. It is also important to define which psychosocial interventions will provide the
most benefit for patients with PD. These clinical trials will be difficult to conduct because standardized tools to assess outcomes in
this area are lacking.

Monotherapy
There is INSUFFICIENT EVIDENCE to conclude on the effi-
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Speech Therapy in Parkinson’s Disease

INTRODUCTION

MECHANISM OF ACTION

BACKGROUND

Speech therapy aims to strengthen muscles involved with volume production and articulation. Conscious retraining of timing
for speech production and attention to clarity are also included in
some therapies. There are no large studies that examine issues of
central neurotransmitter changes or anatomical-functional correlates of improved speech in PD

Seventy-five percent of patients with Parkinson’s disease (PD)
have speech impairment during some part of their disease and for
many, this deficit limits their effective integration into society.1-3
The characteristics of speech impairment include reduced volume,
monotonous pitch and loudness, imprecise articulation, and disordered speech rate.4,5 Impaired speech has been variably reported
to improve with levodopa therapy, and in such cases, especially in
subjects with motor fluctuations, speech improves during? “ON”
medication effects and deficits reappear during “OFF” episodes.4,6,7
Speech can also be adversely affected by medication therapies
due to lingual facial buccal choreic movements or tongue or jaw
dystonia.

RATIONALE
Speech therapies are highly variable in technique, and exercises
specializing in addressing the various enumerated features of
speech impairment in PD have been developed.8 Many reports exist
that laud the benefits of speech therapy. But, because they have
included only very small numbers of patients and contain serious
study design problems, these articles must be considered as observational reports rather than clinical trials. Over the last decade,
agreed-upon outcome measures have been developed in the speech
pathology literature, so that testing the efficacy of specified speech
programs can now be performed with accepted primary outcome
variables. Using such methods, a few relatively rigorous studies
have recently been reported.
A critique of these therapies is limited by the multiplicity of
different therapy programs all considered under the rubric “speech
therapy”. Programs may emphasize prosody, intelligibility, volume, or timing rates. No two studies cited have tested the exact
same therapy program. The factor that links them, however, is a
programmatic effort to involve PD subjects in some form of regular speech rehabilitation for a prescribed period of time and then
test their speaking function immediately and in some cases several weeks or months thereafter.

METHODS
KEY SEARCH TERMS
Parkinson’s disease, speech, speech therapy, and dysphasia.

SPECIAL EXCEPTIONS TO INCLUSION/
EXCLUSION CRITERIA
Whereas most studies reviewed in this Movement Disorder Society effort require 20 subjects for inclusion, the overall number of
speech therapy studies that fit the above criteria are so few and
generally very short-term that the minimal criteria for numbers of
patients and study duration were waived.

REVIEW OF CLINICAL STUDIES
All English language articles were examined along with their
bibliographies. The referenced studies that are critiqued in this report are restricted to randomized controlled studies with a duration of at least two weeks of therapy, a study population of idiopathic PD patients, and at least 10 enrolled subjects. All cited studies
report objective assessments of speech with comparisons before
and after speech therapy intervention. Book chapters and abstracts
have not been included.
The selected studies for discussion are organized as four reports, although one combines multiple reports that used the same
or overlapping groups of patients.9-11 All reports focused on the
utility of speech therapies for symptomatic control of parkinsonism,
and none studied the use of this intervention for prevention of disease progression, prevention of motor complications, or control of
motor or other treatment complications of PD. The design of speech
therapies has been based on empiric observations of clinical deficits of PD subjects rather than on specific physiological hypotheses. No studies have examined the central anatomical or physiological changes that are associated with speech aberrations or
changes that may occur after such rehabilitation interventions.
Preference has been given to those with randomization and a control PD group not receiving any speech therapy, but followed for
the same period. Likewise, more emphasis has been placed on a
study if the evaluations were performed by blinded observers and
if there was a long follow-up period to assess the duration of benefit.

SYMPTOMATIC CONTROL OF
PARKINSONISM
There are four Level-I studies that will be critiqued, two comparing speech therapy to no specific intervention and two comparing two different types of therapies.
Robertson and Thomson (1984)12: These authors studied 18 PD
subjects, 12 assigned to speech therapy and six randomized to no
treatment. The speech therapy involved two weeks of daily exercises focusing on respiratory, coordination and voice control training that emphasized prosody, each lasting 3.5 to 4.0 hours daily.
The disability level of the patients was not specified although all
subjects were on antiparkinsonian medications. The control group
was originally larger (ten subjects) but four dropped out and were
not available for follow-up comparison studies. The primary out-
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come measure was the Dysarthria Profile that showed a significant improvement in the subjects after speech therapy, an improvement that was still demonstrable three months after the speech program. The control subjects showed no change from baseline. In
spite of the positive and long-lasting benefit, the study was weakened by a serious methodological flaw in that different evaluators
studied the two groups of patients. Whereas the study group receiving speech therapy was evaluated by raters unfamiliar with
the hypothesis, the control subjects were scored by the investigators themselves, introducing a serious concern of bias. This study
had an overall quality rating score of 24%.
Johnson and Prang (1990)13: A similar set of exercises was studied in a four-week speech program.13 Twelve PD patients, six receiving prosody-focused therapy for four weeks, and six receiving no therapy, were evaluated at baseline and at five weeks, one
week after the speech therapy group finished their program. The
group assignments were randomized to create two similar patient
groups in terms of age and gender. To correct the prior concerns of
bias, this study was completely blinded and raters evaluated tapes
of speech. The primary outcome variable in this study was the
Frenchay Dysarthria Scale, and other variables included Loudest
Volume, Fundamental Frequency, and Pitch Range. After four
weeks of therapy, the speech therapy group showed significant
improvement in the primary and several other secondary speech
measures. The control group showed decline. There was no longterm follow-up in either group. Together these studies demonstrate
that exercises focusing on prosody benefit patients immediately
after the therapy and for at least one week. They are intensive therapies in terms of time commitment (more than twice weekly in both
instances). This study had an overall quality rating score of 43%.
Scott and Cairn (1983)5: The two other studies did not use a
control group receiving no therapy, but rather compared two different types of treatments. Scott and Cairn5 randomized patients to
either regular speech therapy or to the same therapy with the addition of a Vocalite apparatus that was used as a vocal reinforcement
tool. Prior to either intervention, they followed the patients for two
weeks without any intervention and speech scores were stable.
The evaluation tools were the Prosodic Abnormality Score and
the Intelligibility Score, two measures regularly used in the speech
literature. Ratings were performed by two specialists, one blinded
to treatment assignment and the other aware of treatment group
with the final data being the mean of these two raters. Treatment
sessions were identical in timing, occurring 2-3 times weekly for
approximately three weeks. Patients were assigned in random order with 13 subjects in each group. With both therapies, there was
significant improvement in both outcome measures; no additional
benefit occurred with the vocal reinforcement. This study also included a second post-treatment evaluation three months after
completion of therapy. At this follow-up visit, the primary outcome
measures were still significantly better over baseline in the sensory-enhanced treatment group, but the improvement had not been
maintained in the regular speech therapy group. This study had an
overall quality rating score of 28%.
Ramig et al. (1996)10: Ramig also did not use a control group,
but tested two therapies, respiratory exercises and respiratory training along with voice therapy. The former was termed placebo in
this report, but another report by this author considered both to be
active interventions.9 The combined respiratory and speech therapy
was termed the Lee Silverman Voice Therapy program (LSVT).
Thirty-five PD subjects were randomly assigned to the two thera-
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pies and treatment of each lasted one month and involved 16 sessions.10 LSVT was aimed to increase vocal cord adduction and
loudness. The total study lasted 13 months, because follow-up
evaluations occurred at 6 and 12 months after completion of the
two comparative therapy arms. The groups were matched for PD
duration, age and HY disability, and no medication changes occurred during the one-month speech therapies. Vocal intensity significantly improved with the combined vocal/respiratory therapy
after one month of treatment and this improvement over baseline
persisted at 6 and 12 months. The most significant changes occurred in sustained phonation with less substantial improvements
in speech volume. The group that received respiratory therapy alone
showed no improvement at one month and actual speech deterioration at 12 months. Whereas these data are published in the neurological literature, a study by the same authors (possibly with significant subject overlap) from the speech pathology literature and
with larger patient numbers used somewhat different analytic techniques and concluded that both forms of therapy induced significant short-term improvement.9 Both of these studies had an overall quality rating score of 48%.
Smith et al. (1995) 11 : Another publication reported on
laryngostroboscopic findings in PD patients receiving these therapies, and after four weeks of combined vocal/respiratory treatment,
patients showed improved glottal competence. Although there were
gains in other areas, no change in voice intensity occurred in the
group receiving respiratory therapy alone. The mean vocal intensity increase with vocal/respiratory treatment was 12.5 dB compared to only 1.9 dB in the respiratory therapy group. In all reports
by this group, the combined vocal/respiratory therapy group benefited more than the group receiving respiratory training alone. A
NIH-funded multicenter clinical trial of the Ramig method of voice
therapy is currently organized by the American Speech-LanguageHearing Association.

REVIEW OF SAFETY
The interventions discussed are exercises that have no implicit
risk. No specific data on morbidity of speech therapy were provided in these studies.

CONCLUSIONS
EFFICACY
PREVENTION OF DISEASE PROGRESSION
There is INSUFFICIENT EVIDENCE to conclude on the efficacy of speech therapy in the prevention of disease progression in
patients with PD.

SYMPTOMATIC CONTROL OF PARKINSON’S
DISEASE

Monotherapy
Very few well-controlled studies of speech therapy have been
performed. None of them assessed speech therapy administered
as monotherapy. There is INSUFFICIENT EVIDENCE to conclude on the efficacy of speech therapy as sole treatment in any
indication in Parkinson’s disease.

Adjunct therapy
Randomized, controlled (Level I) clinical evidence of low quality suggests that speech therapy emphasizes prosody and perhaps
speech loudness given as adjunct to antiparkinsonian drug treatment. There are not enough data at the present time to comment
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on the duration of benefit nor on the type of patient (stable vs.
fluctuating disease) most amenable to this type of intervention. In
all studies cited, the speech therapy involved frequent therapy sessions (at least three times weekly) during the treatment phase. There
is INSUFFICIENT EVIDENCE for speech improvement.

PREVENTION OF MOTOR COMPLICATIONS
There is INSUFFICIENT EVIDENCE to conclude on the efficacy of speech therapy regarding prevention of motor complications in patients with PD.

CONTROL OF MOTOR COMPLICATIONS AND
NON-MOTOR COMPLICATIONS
There is INSUFFICIENT EVIDENCE to conclude on the efficacy of speech therapy on motor and non-motor complications of
PD.

SAFETY
Based on the Level-I evidence and the absence of morbidity
associated with the reports of speech therapy in PD, speech therapy
is SAFE and has an ACCEPTABLE RISK, WITHOUT SPECIALIZED MONITORING.

IMPLICATIONS FOR CLINICAL PRACTICE
In the practical therapeutic setting, because most reported speech
therapy has been very intensive and outside the range of sessions
usually prescribed in the community, speech therapy is considered INVESTIGATIONAL. For patients seeking improved shortterm speech function, speech therapy should therefore be intensive and emphasize prosody and speech loudness. After 2 to 4
weeks, testing should be repeated to document objective changes.
There are insufficient data to recommend continuation of therapy
after four weeks.

IMPLICATIONS FOR CLINICAL RESEARCH
Although speech therapy reports have been positive, there have
been so few studies done. Studies that are larger (more patient
numbers), expanded, randomized, prospective and controlled with
longer follow-up periods are essential. Further, because the reports
published to date involved intensive speech therapy that extends
beyond the treatments that patients often receive in the community, trials of speech therapy protocols that more closely mimic
typically available therapy would define the overall clinical usefulness of speech therapy to patients with PD. Functional
neuroimaging studies examining patients before and after speech
therapy may help define the anatomical basis of speech impairment in PD and changes related to speech therapy.
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