


Introduction and user guide

This Parkinson’s Disease Desktop Flipchart has been The information cards to be shown to patients are
written to assist communication between healthcare simply illustrated. Additional supporting information
professionals and patients with Parkinson’s disease and suggestions on how to use each of the cards
and their caregivers. It provides background are also provided for the physician and/or nurse
information on many key issues affecting patient care conducting the consultation.

at different disease stages, offers accessible

information to the patient and encourages dialogue.

The first section is designed to be used with patients
who have recently been diagnosed with Parkinson’s
disease, and whose information needs may include
prognosis of symptom progression, advice to best
maintain an active lifestyle, and a basic understanding
of treatment options. Section two has been written to
help draw attention to the importance of medication
compliance, the underlying evolution of and reasons
for motor complications, and the need to be vigilant to
the emergence of motor complications such as
wearing-off and dyskinesia. Brief information for
patients considering surgery is provided in the final

section.



A guide to Parkinson’s disease



What is Parkinson’s disease?

@® Parkinson’s disease is an illness that mainly affects movement and
mobility

@ It can affect people of all ages, but is more common in older individuals

than in young adults
@ It is caused by the loss of nerve cells deep in the brain
® These cells normally produce a chemical messenger called dopamine

® Without enough dopamine, normal movement becomes affected and

dopamine replacement with drug therapy is required

Card 1 (patient)



What is Parkinson’s disease?

This card will help you to explain the pathogenesis of Parkinson’s disease (PD), focusing on

the dopaminergic dysfunction as the primary cause of PD symptoms. It will also help you to

introduce and explain how PD treatments work later in the consultation.

Key points to note:

e PD is the most common movement disorder in
the world, affecting about 1% of adults over the
age of 60 years

e People of all ethnic origins can be affected, and
men are slightly more prone to the disorder than
women

¢ The mean age of onset is early to mid 60s

e |n people with young-onset PD, the initial
symptoms can arise between 21 and 40 years of

age. Young-onset PD affects 5-10% of PD patients

Card 1 (doctor/nurse)

e The underlying pathological finding in PD is

degeneration of dopaminergic neurons projecting
from the pars compacta region of the substantia
nigra to the caudate nucleus and putamen regions
of the striatum

Clinical signs of PD arise when about 80% of
striatal dopamine and 50% of nigral neurons are

lost

What is Parkinson’s disease?

® Parkinson's disease is an illness that mainly affects movement and
mobility

® It can affect people of all ages, but is more common in older individuals
than in young adults

@ Itis caused by the loss of nerve cells deep in the brain
® These cells normally produce a chemical messenger called dopamine

® Without enough dopamine, normal movement becomes affected and
dopamine replacement with drug therapy is required




How Parkinson’s disease might affect you
@® Parkinson’s disease symptoms vary between patients

® Common symptoms observed at diagnosis are:
e Tremor
e Stiff muscles
¢ Slow and laboured movement

e Postural instability

® Some people also experience: —

e Aches and pains

¢ Problems sleeping
e Memory problems
¢ Problems with dribbling, sweating and constipation

¢ Feelings of anxiety or depression

@® Parkinson’s disease usually progresses gradually, but is rarely

life-threatening

Card 2 (patient)



How Parkinson’s disease might affect you

This card outlines the cardinal signs and symptoms of PD. When showing this card, it is
important to emphasize to the patient that symptoms and disease progression are highly

variable between patients, and that both motor and non-motor symptoms are commonly

encountered. Physicians and nurses are encouraged to seek out non-motor symptoms of PD,

since these may not be volunteered by the patient, are often overlooked in clinical practice and
are a major cause of morbidity in PD.

Key points to note:

The four cardinal features of PD are resting tremor,
rigidity, bradykinesia or akinesia, and postural
instability

Resting tremor, which classically resembles pill
rolling, is the first symptom in 70% of PD patients
Bradykinesia is often the most disabling symptom
of early PD, and usually manifests as difficulties with
fine motor tasks such as doing up buttons or
handwriting

Postural instability (poor balance) — another motor
feature of PD — generally appears later in the

disease course, and tends to affect older individuals

Card 2 (doctor/nurse)

e Non-motor symptoms of PD include muscle pain,

cognitive and mood disorders, hallucinations, sleep
disorders, sexual dysfunction, sweating, facial
flushing, bowel problems (especially constipation),
and dribbling. A specific questionnaire for the
assessment of non-motor symptoms is now
available

Sleep disorders and night-time urinary problems are
common and can be effectively managed
Depression is common and disabling, and affects

nearly 50% of all patients with PD

How Parkinson’s disease might affect you
® Parkinson's disease symptoms vary between patients

® Common symptoms observed at diagnosis are:
* Tremor
* Stiff muscles

* Slow and laboured movement

« Postural instabity / =
= N

® Some people also experience:
« Aches and pains
« Problems sieeping
« Memory problems
« Problems with dribbling, sweating and constipation
« Feelings of anxiety or depression

® Parkinson’s disease usually progresses gradually, but is rarely
life-threatening

[




Importance of healthy eating A =1 serving

@® Eating well is an important part of staying healthy with

Parkinson’s disease

Others

@® The right diet can help to reduce weight loss and constipation, both of sparingly

which are commonly encountered in this illness 2A
Meat,
@® Aim to eat a good balance of: fish and
lternati
e Fruit and vegetables allernatives
e High protein foods (e.g. nuts, lean meat, fish, eggs) 3a
e Dairy products Milk,
e Cereals and other high fibre foods cheese and yoghurt
@ Drink plenty of water (8-10 cups a day) as people with oA
Parkinson’s disease can often suffer from dehydration Fruit and
vegetables
6+A
Cereals,
Food pyramid: recommended bread and potatoes

daily servings of food groups

Card 3 (patient)



Importance of healthy eating

This card covers some of the basics of maintaining a healthy and balanced diet in Parkinson’s

disease (PD) and offers an opportunity for the physician or nurse to question the patient about

any dietary difficulties they may have, or to address problems with weight loss or bowel

function. You may wish to consider referring the patient to a dietitian for specific advice on diet
planning and coping with any eating or digestion difficulties.

Key points to note:

e Constipation and weight loss are the two most
common food-related problems that may arise in
PD

e Constipation usually arises as a result of diminished
peristaltic activity and/or as a side-effect of PD
medications. For patients who suffer from
constipation a high-fibre diet, containing plenty of
wholemeal bread, cereals, vegetables (especially
peas and beans), and fresh and dried fruit should
be encouraged

e Weight loss usually arises due to malabsorption
of nutrients, loss of appetite, loss of taste/smell,
feelings of nausea, difficulty swallowing or increased

energy requirement

Card 3 (doctor/nurse)

e Eating a healthy diet with regular meals is important

for patients with PD because it helps digestion and
the absorption of medication. A normal, balanced
diet should therefore be encouraged

A balanced diet should contain:

— 2 portions of meat, fish or other protein

— 3 portions of milk, cheese or yoghurt

— 4+ portions of fruit and vegetables

— B+ portions of cereals, bread and potatoes
Vitamins , especially C and E, are thought to be
beneficial in PD. The best sources of these are fruit
and vegetables, fruit juices, nuts, eggs and some

cereals

Importance of healthy eating

® Eating well is an important part of staying healthy with
Parkinson's disease

4 =1sening
Others
sparingly
24

Meat,

® Aim to eat a good balance of: fish and
alternatives

3a
Milk,
cheese and yoghurt

4+4
Fruit and
vegetables

@ The right diet can help to reduce weight loss and constipation, both of

which are commonly encountered in this illness

« Fruit and vegetables
s (e.9. nuts, lean meat, fish, eggs)

« Cereals and other high fiore foods

® Drink plenty of water (8-10 cups a day) as people with
Parkinson's disease can often suffer from dehydration

Food pyramid: recommended
daily servings of food groups

e Proteins can interfere with the absorption of

levodopa, and controlling protein intake may help to
maximise the effect of levodopa. However, a
dietitian should advise on how protein intake should
be spread throughout the day. If a suitable pattern
of meals and drug administration is established,
variation in meal times and eating habits should be

avoided as this may reduce the efficacy of levodopa



Importance of keeping active

® Regular exercise will help to improve or maintain your health and

mobility

® Try and be active every day

® Good ways to be active include enjoyable activities that you feel can be
part of your regular lifestyle '
e \Walking s Elbow to prone
e Gardening
e Housekeeping
e Swimming
o o Head tilts
® Stretching is an excellent way to keep your flexibility

@® Exercise at your own pace - stop when you are tired

Card 4 (patient)



Importance of keeping active

This card covers some of the basics of the importance of exercise in maintaining mobility and

general health with PD, and provides an opportunity to assess the patient’s overall level of
mobility. All patients should be encouraged to increase their normal activity levels by

incorporating simple activities such as walking into their daily lives.You may wish to consider
referring the patient to a physiotherapist for specific advice on how to exercise safely with PD.

Key points to note:
e Daily exercise will help to improve or maintain
mobility and general health
— Exercise also promotes relaxation and can help
reduce levels of stress
e \Walking is an excellent activity for conditioning and
endurance. Since PD can cause changes in
walking patterns and loss of balance and falls, the
following advice may be beneficial for the patient:
— Maintain space between feet to promote better
balance
— Take longer strides, allowing the heel to strike
the floor with each step
— Allow arms to swing freely at sides. Avoid
putting hands in pockets
— Turn corners in a wide arc. Avoid crossing one

foot over the other

Card 4 (doctor/nurse)

— Try to make your first step a long one. If short,

shuffling steps occur, stop and start over with one

long step

— If you experience a freezing episode, try and

relax. Imagine stepping over something and try

to move forward
—  Wear supportive shoes
e Stretching is a great way to help your patient

maintain or improve flexibility

Importance of keeping active m Kﬁ
ise wil i maintain your health and - .

® Regular exercise will help to improve or

mobility
@ Try and be active every day § i
® Good ways to be active include enjoyable activities that you feel can
part of your regular lifestyle __ﬁ
—
-

* Walking
* Gardening
« Housekeeping
* Swimming

Elbow to prone

Head tilts
® Stretching is an excellent way to keep your flexibility

@ Exercise at your own pace - stop when you are tired




Coping with Parkinson’s disease

® Making small improvements in lifestyle can make big

differences to your health and well-being

® Helpful items for washing and grooming
e Soap on a rope, liquid soap, long-handled sponge
¢ | ong-handled hairbrush

e [Electric razor

@® Helpful tips for dressing
e Sit in chair with armrests

e Wear ‘easy’ clothes

® Helpful advice for eating
e Use both hands to lift glasses or cups
e Use your elbow as a pivot

e Consider adapted cutlery, plates and cups

Card 5 (patient)

® Helpful advice for writing
¢ Try a thick or padded pen
¢ Try a weighted cuff around your wrist to help dampen
the tremor
e Use a clip-board
¢ Take regular breaks between sentences — breathe and
stretch

e Use a computer




Coping with Parkinson’s disease

This card gives some simple tips on how patients can help themselves to cope with the
challenges they may face. Patients with PD frequently experience problems with washing,
dressing, eating and writing, which can affect their ability to work or function independently
and safely at home.

You may wish to use this card to gauge your patient’s functional abilities and to identify areas

in which they need additional help. An occupational therapist could offer broader advice to
patients on how to make necessary adaptations at work or at home.

Card 5 (doctor/nurse)

Coping with Parkinson’s disease

® Making small improvements in lifestyle can make big @ Helpful advice for writing

differences to your health and well-being

nd grooming
, long-handed sponge

* Electric razor

® Helpful tips for dressing
* Sit in chair with armrests

* Wear ‘easy’ clothes

® Helpful advice for eating
« Use both hands to it glasses or cups
« Use your eloow as a pivot
« Consider adapted cutlery, plates and cups

« Try a thick or padded pen
« Try a weighted cuff around your wrist to help dampen

the tremor

* Use a clip-board
* Take regular breaks between sentences - breathe and

stretch

 Use a computer




Coping with Parkinson’s disease

® Helpful tips for staying safe at home
e |nstall handrails

e Ensure good lighting

e Don’t leave things around that might trip you up

N
.

e Use rubber mats in bath or shower
e Don’t rush to answer the telephone
e Bend over as little as possible

¢ Avoid climbing

e Know where your pet is!

Card 6 (patient)



Coping with Parkinson’s disease

This card gives some simple tips on how patients can help themselves to stay safe in the
home. An occupational therapist could offer additional advice to patients on how to make
safety adaptations in the home.

Key points to note:

e Handrails that are easy to grip onto should be e Patients should be advised not to bend over or
installed on both sides of the stairs and near the climb to reach things as it increases the chances
toilet and bath. Patients should be advised to avoid of falling. Items that are regularly used in the home
climbing stairs if they do not feel safe should be placed within easy reach

e Good lighting is essential to avoid falls. Stairs and e Cats and dogs are easy to trip over, so patients
living areas should be well it with 100 watt bulbs. should know where their pets are at all times

A torch by the bed can help patients move around
safely at night

e Non-slip rubber mats in the bath or shower can
help to avoid falls

¢ Patients should be advised not to rush to answer
the telephone. They should warn friends that they
may take longer to reach the phone. A telephone

extension socket should be fitted upstairs

Card 6 (doctor/nurse)

Coping with Parkinson’s disease

® Helpful tips for staying safe at home
« Instal handrails

« Ensure good lighting

* Avoid climbing
« Know where your pet is!




Levodopa

Medications for Parkinson’s disease
@ Medications are the foundation of treatment in Parkinson’s disease

® All people with Parkinson’s disease will need medication to control their

symptoms during their illness

® Most drug treatments are designed to replace the chemical, dopamine,
which is gradually lost in the brain as the iliness progresses and is required for

normal movement

® Most medications for Parkinson’s disease are taken as tablets in regular
doses throughout the day. This is to ensure that there is enough drug

available in the body to replace the lost dopamine at all times

® It is now known that medications which deliver a more continuous Dopamine
replacement of dopamine can improve the long-term management of agonist

Parkinson’s disease

Levodopa replaces ost dopamine.
Dopamine agonists mimic the lost dopamine.

Card 7 (patient)



Medications for Parkinson’s disease

This card will help to introduce the subject of medication treatment for PD and give the
physician or nurse the opportunity to reassure the patient that treatment can be very effective
but will be required long-term. The following card outlines the specific drug treatments
currently available and the diagram is there for you to explain how different drugs work in PD.

Key points to note:

e [t has been shown that quality of life declines if PD
patients remain untreated. Recent scientific
evidence also suggests that providing more
continuous dopamine delivery in the brain may have
an effect on preventing/delaying the emergence of
motor complications later on

e Treatment should always be individualized and
patients’ preferences are crucial when making the
decision to initiate therapy

¢ The goal of treatment should be to obtain optimal
reduction of PD symptoms with a minimal risk of

long-term complications

Card 7 (doctor/nurse)

e Most of the currently available drug treatments for

PD are dopaminergic and either replace or mimic
the function of dopamine. The use of dopaminergic
drugs has been shown to improve motor function,
significantly reduce morbidity and mortality in PD,
and improve quality of life

Accumulating evidence suggests that the
development of motor complications is associated
with pulsatile stimulation of dopamine receptors by
short-acting therapies. It is therefore believed that
initiating medications which deliver a smoother
replacement of dopamine will reduce the risk of

developing motor complications later on

Medications for Parkinson’s disease
® Medications are the foundation of treatment in Parkinson's disease

@ Al people with Parkinson's disease will need medication to control their
symptoms during their iiness

® Most drug treatments are designed to replace the chemical, dopamine,

s taken as tablets in reguiar
doses throughout the da t there is enough drug

available in the body to r¢ at all times

@ Itis now known that medications which defiver a more continuous
replacement of dopamine can improve the long-term management of
Parkinson's disease

lost in the brain as the ilness progresses and is required for

Dopamine
* receiving nerve

Levodopa replaces the lost dopamine.
Dopamine agonists mimic the lost dopamine.




Medications for Parkinson’s disease

This table shows the main types of medication available to treat Parkinson’s disease (PD) symptoms

Drugs that replace dopamine

Levodopa e Majority of patients with PD need levodopa at some time during

Drugs that prolong dopamine availability (COMT inhibitors)

Entacapone e COMT inhibition ensures extended and smoother exposure of

(Sinemet their disease management to better control their PD symptoms Tolcapone levodopa to the brain, and improves and lengthens the response
Madopar Levodopa is converted to dopamine in the brain in a natural way. to each levodopa dose
Stalevo) If pure levodopa is administrated most of it is broken down by two The COMT inhibitor entacapone is always given simultaneously

enzymes, (dopa-decarboxylase and catechol-O-methyltransferase
[COMT])), before reaching the brain. To ensure enough levodopa
reaches the brain, it is always combined with at least a dopa-
decarboxylase inhibitor (either carbidopa or benserazide)

Stalevo is a modern levodopa which incorporates inhibitors of
both the enzymes involved in levodopa breakdown in the body.
This dual enzyme inhibition smoothes and extends the delivery of
levodopa to the brain resulting in better short- and long-term
symptom control vs traditional levodopa formulations

with each dose of levodopa

The COMT inhibitor tolcapone is also prescribed only with
levodopa, but it is not administered with every levodopa dose.
Frequent monitoring for liver toxicity is required with this drug. For
this reason, tolcapone may be used only if other medications,
including the COMT inhibitor entacapone, have been found to be
ineffective or not tolerated

Drugs that mimic the action of dopamine (dopamine agonists)

The adverse events sometimes seen with levodopa are a result of Lisuride In the long-term, dopamine agonists are less effective at treating
the increased levels of dopamine in the body, and are usually mild Bromocriptine the symptoms of PD than levodopa. This may be because they
and transient. Events include low blood pressure, nausea and Cabergoline mimic the action of natural dopamine rather than replace it in the
vomiting Pergolide way levodopa does
Piribedil Dopamine agonists can be prescribed alone or in combination
Drugs that enhance dopamine availability (MAO-B inhibitors) Pramipexole with levodopa
Selegiline Monoamine oxidase type B (MAO-B) is an enzyme that breaks Ropinirole Adverse events associated with dopamine agonists include
Rasagiline down dopamine in the brain, and inhibition of MAO-B thus Rotigotine nausea, vomiting, postural hypotension, and psychiatric

enhances the amount of dopamine in the brain

The MAO-B inhibitors; selegiline and rasagiline can be prescribed
alone or in combination with levodopa

MAO-B inhibitors are effective in the short-term, but other
additional therapies may be required as time goes on

Other types of medication may also be needed to control the range of

Card 8 (patient)

Apomorphine

Amantadine

symptoms. Hallucinations and psychosis are more common with
agonists than with levodopa and are particularly prone to occur in
elderly or patients with cognitive difficulties. Other adverse events
such as impulse control disorders, swelling and fibrosis have been
associated with dopamine agonist use, however these are
relatively rare

Drugs that inhibit the action of glutamate

Amantadine has traditionally been used early in the disease.
However, it is now often used in the later stages of Parkinson’s to
control involuntary movements or dyskinesias



symptoms associated with PD.

Medications for Parkinson’s disease
This card outlines the main treatment options for PD and can be used to discuss the pros and

cons of each treatment with your patient. It is important to establish at the outset what

perceptions your patient already has about current PD treatments, since many will have

undertaken their own research before their consultation, and they may have concerns or

misperceptions that need to be addressed during your discussions.

Key points to note:

e | evodopa, a dopamine precursor, is still considered
to be the most effective antiparkinsonian agent with
the greatest improvement in patient function. It is
converted to dopamine in a natural way and is the
backbone of treatment throughout much of the
disease course. It may be recommended as a first-
line therapy for PD

e | evodopa is routinely administered in combination
with a dopa-decarboxylase (DDC) inhibitor (e.g.
carbidopa or benserazide) to prevent the peripheral
break-down of levodopa

e Stalevo is a modern levodopa therapy able to
stabilize and extend plasma levodopa long term.
The active agents in Stalevo are levodopa, the
DDC inhibitor carbidopa and the catechol-O-

methyltransferase (COMT) inhibitor entacapone.

Card 8 (doctor/nurse)

Compared with traditional levodopa formulations,
Stalevo®, with the dual enzyme inhibition, has been
shown to improve patient functionality and allow
maintenance of levodopa dose for at least 5 years

e There are currently two commercially available
Monoamine oxidase type B (MAO-B) inhibitors —
selegiline and rasagaline — both are irreversible
selective MAO-B inhibitors when used at the doses
indicated for PD. When used in monotherapy, MAO-
B inhibitors are dependent on endogenous
dopamine stores and have been shown to be
effective in the short-term; however, most patients
will require supplemental levodopa therapy within
the first 9 months of therapy. Both MAO-B inhibitors
are also approved as adjuncts to levodopa therapy

e There are currently two commercially available

COMT inhibitors — entacapone and tolcapone.

Medications for Parkinson’s disease
T

nnnnnn

Other types of medication may also be needed to control the range of  Amantadine
‘symptoms associated with PD.

o e

Entacapone is the most widely used COMT inhibitor.
Tolcapone has recently been re-licensed in some
countries but requires careful monitoring for liver
hepatotoxicity and is only indicated when other
medications, including the COMT inhibitor
entacapone, have not had sufficient benefit for the
patient

Dopamine agonists can be used alone or in
combination with levodopa. Agonist monotherapy
has been shown to provide effective symptom
control in the short-term, however, most patients
require levodopa supplementation within 1-4 years.
Adverse events associated with dopamine agonists
include swelling, drowsiness and reports of addictive
behaviour such as hypersexuality and gambling.
Furthermore, some dopamine agonists have been

associated with cardiac valvular fibrosis




Importance of medication compliance [ w———

[unction oo counes rasrengl

@® Drug treatments for Parkinson’s disease work best if they are taken:

_ _ o g A .. f ——— ]
e Every day, at the right time of day g === e ===
¢ |n the right dose *:::, ====2 ? =
:: i
e According to the package leaflet provided by the manufacturer = =

@ If people don’t take their medication exactly as prescribed, they may: : g

e Experience new symptoms or their existing symptoms may get more severe

e Have more side-effects

e Feel far worse and be less able to cope f \\
e Find it difficult to describe their response to treatment and make it more

difficult for their doctor to treat them optimally ( _

® Taking your medication correctly from the beginning will also help { If :

you get the most from your therapy in the years to come

@® Keeping a diary can help you keep up with your medication and

help your doctor decide if your current medication is right for you

STOPPING YOUR MEDICATION WITHOUT TALKING TO YOUR
DOCTOR COULD BE DANGEROUS AND SHOULD NEVER BE ATTEMPTED

Card 9 (patient)



Importance of medication compliance

This card reinforces the importance of good medication compliance in the treatment of PD.

Key points to note:

e Data from studies suggest suboptimal compliance
and erratic medicine-taking is common in patients
with PD. In one small PD study, significant
non-adherence was seen in 54% of patients, while
only 10% of patients took their medication exactly
as prescribed

¢ Under-use of PD medication is common. In one
recent study (Grosset KA et al, 2005), one-fifth of
PD patients were under-using their medications

e FEarly discontinuation of therapy due to adverse
effects or perceived lack of efficacy is a problem in
PD, as in many other conditions. Informing patients
of potential adverse effects improves therapeutic
continuation. In addition, to improve compliance,
patients should receive guidance about the
expectations of PD therapy (including possible
side-effects and methods of reducing these without
medication discontinuation)

¢ Medication overuse is well-recognized in patients

with more advanced PD

Card 9 (doctor/nurse)

The immediate consequences of non-compliance in
PD are impaired functioning and quality of life.
Irregular medication intake may also be a factor in
day-to-day motor fluctuations

In the long-term, erratic medication-taking may also
worsen the impact that pulsatile delivery of
dopaminergic medication has on the development
of motor complications

Patients should be warned that rapid drug
withdrawal — especially levodopa — can trigger
neuroleptic malignant syndrome

Patients diaries can help to improve compliance

and assist you in controlling their disease

Importance of medication compliance

® Drug treatments for Parkinson’s disease work best if they are taken:
« Every day, at the right time of day
« In the right dose
« According to the package leaflet provided by the manufacturer

® If people don't take their medication exactly as prescribed, they may:

« Experience new symptoms or their existing symptoms may get more severe
« Have more side-effects

« Feel far worse and be less able to cope f \

« Find it difficult to describe their response to treatment and make it more
ifficult for their doctor to treat them optimally

® Taking your medication correctly from the beginning will also help

you get the most from your therapy in the years to come

® Keeping a diary can help you keep up with your medication and
help your doctor decide if your current medication is right for you
‘STOPPING YOUR MEDICATION WITHOUT TALKING TO YOUR

DOCTOR COULD BE DANGEROUS AND SHOULD NEVER BE ATTEMPTED
o e




What happens with levodopa therapy over time?

@ In the early years of levodopa treatment, symptom control is usually

smooth and sustained on an initial levodopa dose

@® But after a few years you may need to modify your levodopa dose for

optimum symptom control

@ It is important to keep your doctor informed of any changes in your

pattern of symptoms over time

Card 10 (patient)
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What happens with levodopa therapy over time?

This card should be used to alert patients that adjustments in levodopa dose and method of
administration are often required over time. It is important that patients should inform you if

they are experiencing any changes in the patterns of their symptoms.

Key points to note:

¢ |n the majority of patients, the initial symptom
control with levodopa in the early years of treatment
is excellent, and the benefits are sustained with 2—-3
doses a day

e However, as the disease progresses, most patients
who receive long-term traditional levodopa therapy
will require modifications to their levodopa regimen.
The patient’s dose may not be sufficient and/or
more efficacious treatments may be required. Or,
commonly, patients may be experiencing motor
complications such as ‘wearing-off’

e Motor complications occur in approximately 10% of
patients after 5-6 months of traditional levodopa
treatment, in approximately 40% after 2—3 years,
and in up to 80% after 5-10 years of treatment.
Recent scientific evidence suggests that the risk of
developing motor complications may be associated

with the short half-life of traditional levodopa

Card 10 (doctor/nurse)

formulations which leads to pulsatile stimulation of
dopamine receptors

Wearing-off is often the first motor complication to
emerge on long-term levodopa therapy. This occurs
because the benefits of each dose of levodopa last
for progressively shorter periods of time and the
patient begins to experience the return of
parkinsonian symptoms before the next dose of
medication is due

Since the available evidence suggests that the
pulsatile delivery of oral traditional levodopa may
contribute to wearing-off phenomena, novel
levodopa formulations that provide more
continuous dopaminergic stimulation may reduce

the risk of such complications

What happens with levodopa therapy over time?

® In the early years of levodopa treatment, symptom control is usually
smooth and sustained on an initial levodopa dose

® But after a few years you may need to modify your levodopa dose for

optimum symptom control

@ Itis important to keep your doctor informed of any changes in your
pattern of symptoms over time




Recognizing when your symptoms are not optimally controlled

@ It is important to recognize if you are experiencing ® Have you found a need to adjust your levodopa
‘wearing-off’ symptoms so your treatment can be recently without sharing the information with your
adjusted to improve your symptom control healthcare professional?

@® Do any of these symptoms emerge or worsen a few ® Do you feel that your current levodopa therapy is not
hours after each dose of levodopa? as effective or lasting as long?

e Shakiness or trembling

e Stiff muscles A typical day

\ecr Symptoms
e Slowed and difficult movement adequately

. . \ cfon:(r(?”ed @ S Wearing-off period
e Tingling sensations (el uiu) = P,
3O Yy S
e Aches and pains ol f%ji’b (O
) /( Medication Time
¢ Problems sleeping starts to work
Symptoms not
e Memory problems adequately
P controlled PDd' . PDd' ’ PDd_ ’
' . . . . . ‘off’ ti meaication medication medication

e Problems with dribbling, sweating and constipation (off" time)

¢ Feelings of anxiety or depression

Have you considered keeping a diary?

Card 11 (patient)



Recognizing when your symptoms are not optimally

controlled

This card should be used to describe the early signs of ‘wearing-off’ to patients who have

been stabilized on levodopa therapy. This will help to alert you to the fact that they are

experiencing this complication and allow you to make the necessary treatment adjustments.

Key points to note:
e ‘Wearing-off’ can be defined as a generally o
predictable recurrence of non-motor or motor
symptoms that precedes a scheduled dose and
usually improves with antiparkinsonian medication o
e [tis generally believed that early recognition and
treatment of wearing-off might allow better and
more consistent long-term control of PD
symptoms. Physicians and nurses should therefore o
monitor patients actively and carefully for early signs
of wearing-off
e Early non-motor symptoms such as anxiety,
tingling, coldness of limbs, sweating, facial flushing
and unclear thinking may frequently occur before
motor symptoms emerge, highlighting the
importance of early recognition. Because non-
motor symptoms are common, people with PD
might not recognize that these symptoms are part

of their condition

Card 11 (doctor/nurse)

The need of any new medications (i.e. for pain
management) may be an indication that the patient
has wearing-off symptoms that require attention

A structured questionnaire has been developed to
aid patient—physician discussion about the early re-
emergence of symptoms [Countries to include their
translated versions here]

Patient diaries are another excellent way to monitor
the effectiveness of treatment and identify early

wearing-off symptoms

Treatment options for wearing-off

There are various treatment options for wearing-off;
however, most of them do not address the main issue of
pulsatile dopaminergic stimulation of the brain

Fractionation of the levodopa dose: This involves increasing the
number of doses of traditional levodopa but keeping the total
daily dose the same. This option can be quite effective, but is
not a long-term solution to wearing-off.

Increasing the levodopa dose: This can be achieved by either
increasing the number of doses per day or prescribing more
levodopa per dose. This can result in an increased severity of
dyskinesia.

Changing the levodopa formulation: Options such as controlled-
release levodopa have been developed to make the delivery of
levodopa to the brain more continuous. However, they have not
proved as effective as first hoped, with erratic symptom control
reported in some patients.

Stalevo: A pharmacokinetically optimized levodopa, with dual
enzyme inhibition, which is able to improve the pulsatile delivery
and bioavailability of levodopa (by over 40%). This option
extends daily ‘on’ time by an average of 1-1.7 hours. Switching
to Stalevo before the introduction of one of an adjunct therapy
may allow patients to remain on the equivalent levodopa daily
dose for longer and may also avoid complicating the dosing
regimen.

Adjunct dopaminergic therapy with dopamine agonists and
MAO-B inhibitors: These options are employed to reduce ‘off’
time. MAO-B inhibitors such as selegiline and rasagiline reduce
dopamine degradation in the striatum, and a reduction in off-
time of 156-20% versus placebo has been reported with these
agents.



What happens with levodopa therapy over time?

@® As well as problems with ‘wearing-off’, about 8-10% of people taking

levodopa also begin to develop involuntary movements soon after they
have taken their medication

® These movements present themselves differently in different people.
They may be more subtle, like simple rocking movements, or more

severe like twisting, turning or dance-like movements

@ This is due to the temporary excess of dopamine from your

Parkinson’s disease medication and may be managed by adjusting
the dose

THIS IS KNOWN AS ‘PEAK-DOSE DYSKINESIA’

Card 12 (patient)



What happens with levodopa therapy over time?
(Dyskinesias)

This card should be used to alert patients who have been stabilized on levodopa therapy to
the possibility of dyskinesias in order that they can inform you if they are experiencing this
complication and allow you to make the necessary treatment agjustments.

Key points to note:

¢ The management of dyskinesia can be divided into: e |t is best to avoid controlled-release formulations of

— prevention of the development of dyskinesia

—reduction of the severity of established dyskinesia

¢ Accumulating evidence suggests that the

development of dyskinesia may be associated with
intermittent (pulsatile) stimulation of dopamine
receptors by short-acting therapies such as

traditional levodopa. It is therefore believed that

levodopa in dyskinetic patients because they can

be associated with prolonged bouts of dyskinesia

e Amantadine, given as an adjuvant to levodopa, has

been shown to improve dyskinesia and motor

fluctuations, but its effect seems to be short-lasting

e [f dyskinesia is medically intractable, surgical

treatment may be considered

What happens with levodopa therapy over time?

® As well as problems with ‘wearing-off’, about 8-10% of people taking

lop involuntary movements soon after they
have taken their medication

® These movements present themselves differently in different people.
They may be more subtle, like simple rocking movements, or more

severe like twisting, tuming or dance-like movements

@ This is due to the temporary excess of dopamine from your
Parkinson’s disease medication and may be managed by adjusting
the dose

THIS IS KNOWN AS ‘PEAK-DOSE DYSKINESIA'

medications which deliver a smoother replacement
of dopamine will reduce the risk of developing
motor complications

¢ |n the earlier stages, dyskinesias are not usually
troublesome to the patient and can be readily
controlled by small reductions in levodopa dosage

¢ In general, it is difficult to determine a levodopa
dose that provides motor benefit but does not

induce dyskinesia, particularly with oral tablets

Card 12 (doctor/nurse)




Non-oral medications for people with advanced Parkinson’s disease

Apomorphine @® Apomorphine can be an effective treatment for the patients with advanced PD, in whom oral

PD medications are no longer effective

® Because of the way it is metabolised, apomorphine cannot be given as a simple tablet. It is
therefore usually given under the skin by injection (like insulin for diabetes) or continuously
via an infusion pump. Although this type of delivery takes getting used to, an apomorphine

injection will usually start to work within 10 minutes

® Apomorphine can cause nausea and therefore another drug, domperidone (which acts

specifically against nausea and sickness) has to be taken as well, at least in the first few

-

months of apomorphine use

Levodopa @® Continuous levodopa infusion has recently been
introduced for patients with advanced PD in whom oral

PD medications are no longer effective

@ It is given inside the upper intestine via a small tube

inserted directly into the first part of the small bowel,

or small intestine

Card 13 (patient)



Non-oral medications for people with advanced

Parkinson’s disease

This card can be used to help explain when apomorphine and levodopa infusions may be an

option for the treatment of advanced PD.

Key points to note:

e The timings of the apomorphine pump are tailored
to the patient’s waking day, with daily infusion
durations commonly ranging between 12 and 16
hours. It is not recommended that an apomorphine
infusion pump be left on for 24 hours as this may
cause localised swelling and irritation. This, in turn,
can lead to nodules and scarring

e Apomorphine may also be intermittently
administered subcutaneously. This treatment is
helpful for unpredictable off periods, providing a
means of rescue within 5-15 minutes of
administration

e An apomorphine challenge is required for
determining the right dose of the drug and
dopaminergic responsiveness. Apomorphine
challenge should be carried out after pre-treating
the patient with domperidone for three days and
after an electrocardiogram has ruled out serious

cardiac arrhythmia

Card 13 (doctor/nurse)

e Recently an intra-intestinal levodopa delivery system

has been introduced specifically for patients in the
advanced stages of PD where oral treatments are
no longer effective. Patients who might be offered
this drug are those who have tried and failed with

apomorphine because of side effects and those

who are unsuitable for, or who have declined, deep

brain stimulation (DBS)

e With this system, the levodopa/carbidopa is

suspended in a gel that goes into a cartridge which

is worn outside the body. The levodopa/carbidopa

is then delivered inside the upper intestine via a
small tube inserted directly into the first part of the

small bowel (duodenum)

Non-oral medications for people with advanced Parkinson’s disease

Apomorphine  ® Apomorphine can be an effective treatment for the patients with advanced PD, in whom oral

Levodopa

PD medications are no longer effective

injection will usually start to work within 10 minutes.

® Apomorphine can cause nausea and therefore another drug, domperidone (which acts
specifically against nausea and sickness) has to be taken as well, at least in the first few

months of apomorphine use

® Continuous levodopa infusion has recently been
introduced for patients with advanced PD in whom oral
PD medications are no longer effective

@ Itis given inside the upper intestine via a small tube
inserted directly into the first part of the small bowel,
or small intestine




Surgical options in Parkinson’s disease

® Surgery is usually reserved for patients who are no longer benefiting

from medication

® Electrodes are carefully used to destroy tiny parts of the brain that are

malfunctioning

@® Deep brain stimulation, where electrical impulses are sent to specific

areas of the brain, is an alternative surgical method

Card 14 (patient)
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Surgical options in Parkinson’s disease

This card can be used to help to explain briefly when surgery is an option and how it is

undertaken.

Key points to note:

e |nrecent years, there has been a resurgence of
interest in surgical procedures for the treatment of
patients with advanced PD

e Advances in the ability to safely perform stereotactic
neurosurgical procedures, advances in
neuroimaging and single-cell recording techniques,
new insights into the organization of the basal
ganglia, and the development of high-frequency
deep brain stimulation procedures have all helped
to generate renewed enthusiasm for surgery as a
viable treatment option

e Thalamotomy and thalamic stimulation can be
efficacious in treating the tremor of PD when it is
severe and unresponsive to medication

e Pallidotomy, pallidal stimulation and subthalamic
stimulation can improve all features of PD in
patients in whom the response to PD medications
is complicated by severe motor fluctuations and

dyskinesia

Card 14 (doctor/nurse)

Surgical options in Parkinson’s disease

® Surgery is usually reserved for patients who are no longer benefiting
from medication

® Electrodes are carefully used to destroy tiny parts of the brain that are

malfunctioning

@ Deep brain stimulation, where electrical impulses are sent to specific

areas of the brain, is an alternative surgical method

Thalamus

Subthalamic
nucleus




Where can you get more information?

® Many people with Parkinson’s disease find that joining a local support

group can be helpful

® The internet is a valuable source of information and advice on PN —

Parkinson’s disease. Here are a few well-respected web sites worth a

visit:
The European Parkinson’s Disease Association
www.epda.eu.com

National Parkinson Foundation www.parkinson.org

Parkinson’s Disease Foundation www.pdf.org

World PD Association www.wpda.org
WE MOVE www.wemove.org
The European Federation of Neurological Associations

www.efna.net

Card 15 (patient)



Where can you get more information?

This card lists some useful web site addresses that your patient might wish to visit to learn
more about Parkinson’s disease and its treatment. It is important to stress that many patients
and their caregivers gain considerable support from joining a local or national PD society or
patient organization. Bookshops and libraries are other useful outlets for patient information.
You might consider preparing a reading list of books you would recommend to your patients.

Card 15 (doctor/nurse)

Where can you get more information?

® Many people with Parkinson’s disease find that joining a local support

group can be helpful

@ The internet is a valuable source of information and advice on
Parkinson's disease. Here are a few well-respected web sites worth a
visit:

The European Parkinson’s Disease Association
www.epda.eu.com

National Parkinson Foundation www.parkinson.org
Parkinson's D
World PD Asst
WE MOVE www

Foundation www.pdf org

wwwwpda.org

The European Federation of Neurological Associations.

www.efna.net




