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Master
Strokes

Report from
el 2nd Advanced
PD Masterclass

Holiday Inn, Bristol 12th September 2008.

Welcome to the Autumn 2008 edition of Masterstrokes, in which
we are pleased to provide you with an overview of the very
exciting and informative advanced PD Masterclass held in
Bristol. The class was attended by 54 graduates of previous
masterclasses who all had the opportunity to meet and network
with graduates of other classes as well as the internationally
renowned faculty who gave the seven presentations over the
course of the day.

Faculty member Peter Fletcher kicked off the
meeting by reminding everyone of the history of
the PD Masterclasses, which aim to develop
further the specialist expertise of physicians
interested in Parkinson’s disease and help them
develop effective services in their area. Setting
the tone for the day, he pointed out that although
NICE guidelines recommend referral to a
specialist, they do not clearly define the attributes of this very
important person, often causing confusion in some localities.
Peter advocated the pragmatic approach of the patient societies
which view a specialist as

“someone who spends a significant amount of their time in
a PD practice and who furthers their education by spending
time with other specialists”.

Of course, the PD Masterclass is an ideal way to develop this
speciality! Peter further noted with approval that the so-called
“PD special interest group” of the BGS has now been renamed
the “Movement disorders” group, reflecting the awareness that
physicians treating PD will inevitably have to have a good
understanding of the management of other movement
disorders such as essential tremor.
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@ After NICE - What’s New?

In his presentation Dr Doug MacMahon
(Cornwall), who was a member of the NICE GDG
committee, reviewed how the 2006 guidelines
have been put into clinical practice. Commenting
on the guidelines overall, Dr MacMahon noted
that although development of services is outside
of the scope of NICE guidelines, it is interesting
to observe that they seem to have made the
most impact in this area.

Broadly speaking, the PD guidelines can be
divided into three main themes: assessment,
therapeutics and palliation and these were
reviewed in turn.

Assessment

When the NICE guidelines were released, some
questioned the importance of early assessment
and the methods available. Since then, surveys
(such as the PDS National survey) have shown
that a significant proportion of patients feel
aggrieved when they haven’t been given an
accurate diagnosis and, as discussed later in the
presentation, new approaches to the
management of early PD are the subject of much
discussion and interest. It is also important to
note that the availability of DaTSCAN has much
improved since 2005 and recent studies have
also pointed to early markers for PD such as
hyposmia, constipation and REM sleep disorders.
Indeed, a combination of these non-motor
symptoms is proving to be a relatively sensitive
marker for early PD.

Therapeutics

Although no really novel advances have been
made since the 2006 guidelines, a number of
studies have been published giving much needed
information about the use of different treatments
and there have been several additions to our
therapeutic armamentarium.

The early treatment of PD is now a subject for
much debate with studies such as the PD-Life
audit by Dr Chaudhuri and colleagues showing
that recently diagnosed patients who do not
receive early treatment have a significantly lower
quality of life than those given some form of
treatment. Dr MacMahon also reminded the
audience of the considerable benefits some
patients can receive from appropriate
physiotherapy or occupational therapy referral
and treatment.
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“Early diagnosis doesn’t necessitate
initiation of treatment; but on the other
hand — why wait till the patient is
disabled?”

The audience generally
agreed with the NICE
guidance that it is not
possible to identify a
universal drug for PD and
that this view has not
been changed by recent
clinical trial publications.

Reviewing each of the
drug classes in turn, Dr
MacMahon stressed that
levodopa in combination
with enzyme inhibitors
remains paramount in our armamentarium,
although the development of motor fluctuations
remains a problem best avoided or minimised by
using as low dose as possible, often in
combination with other agents. Commenting on
the strategic move away from the use of separate
COMT inhibitors to a single pill (i.e. the triple
combination Stalevo), Dr MacMahon felt that this
generally makes sense from a concordance point
of view. However, he also emphasised the value
of tolcapone in entacapone failures albeit still
subject to fortnightly blood tests. He reminded the
audience to look out for future publications of the
STRIDE study, which is evaluating the utility of
Stalevo in providing continuous dopaminergic
stimulation in early disease. Of the available
MAO-B inhibitors, the use of rasagiline is
currently the focus of intense interest as we await
the results of the 18 month ADAGIO delayed
—start trial which was designed to test whether
rasagiline can provide disease modification in
early disease. The biggest changes in dopamine
agonist use since 2006 include the availability of
once-daily formulations of ropinirole (and soon
pramipexole) and the launch of the rotigotine
patch. Dr MacMahon reminded the audience of
the EMEA cautions associated with ergot
dopamine agonists and the new caution with
rotigotine which now needs to be stored in a
refrigerator and held against the skin for a full
minute. He also pointed out the availability of
prompts to help switching patients from
immediate release dopamine agonists to the

once-daily formulations.




Palliation

The 2005 NICE guidelines were one of the first to
highlight the importance of palliative care; an
area which had been otherwise much neglected.
Since 2006, the number of relevant publications
has doubled, and studies such as the recent 20-
year Sydney follow-up study by Hely and
colleagues show that non-motor problems pose a
significant problem in later disease with up to
85% of 20 year survivors suffering dementia. It is
important to remember that there are therapies
available for many of the non-motor symptoms
and that good use of these can make the last
years of a person with PD much more
comfortable.

End of Life Care Strategy

The Department of Health published the End of
life care strategy in July 2008 which has
reinforced that all patients nearing the end of
their life should have access to high quality
palliative care.

Closing on a serious note, Dr MacMahon pointed
out that up to 10% of nursing home residents
have PD and that there is a huge need for
training and collaboration in this area.
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Documents that will assist clinicians in delivering
high quality end of life care are:
= Richards M 2008 The end of life care strategy.

London. Department of Health

www.dh.gov.uk/en/Healthcare/IntegratedCare/ndoflifecare/i
ndex.htm

m  Gold Standards Framework
www.goldstandardsframework.nhs.uk

m Preferred Priorities for Care (PPC)
www.endoflifecareforadults.nhs.uk/eolc/files/F2110-
Preferred_Priorities_for Care_V2_ Dec2007.pdf

m Liverpool Care of the Dying pathway

www.mcpcil.org.uk/liverpool_care_pathway

= The National Council for Palliative Care
(NCPC) Neurology Policy group has also

published a neurological care pathway
www.ncpc.org.uk/download/policy/NeuroPathway.pdf

= The NICE Guidelines 2006 have a section on
palliative care: Chapter 11 Palliative care in
Parkinson’s disease 147 - 151. National
Collaborating Centre for Chronic Conditions
(2006) Parkinson’s disease: National clinical
guideline for diagnosis and management in
primary and secondary care. London Royal

College of Physicians
http://www.nice.org.uk/nicemedia/pdf/cg035fullguideline.pdf

2008 PD Masterclass Audit Prize

The Faculty were pleased to award Dr Sarah
Jackson from Exeter the Masterclass Annual Audit
Prize for her audit presented in the poster session of
the Advanced Masterclass. Dr Jackson was a
graduate of the first Specialist Registrar Masterclass.
The audit was entitled “An Audit of the PD NICE
Guidelines at the Royal Devon and Exeter Hospital,
Exeter” and the authors were Dr Ray Sheridan and
Dr Sarah Jackson.
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Co-morbidities and their

importance in older people

The difficult issue of handling co-morbidities was
comprehensively covered in the presentation by
Dr Graeme Macphee (Glasgow) who started off
his presentation by illustrating how definitions of
co-morbidity in the literature are very confused
and often contradictory. For example, with all the
new information about the prevalence of non-
motor symptoms in PD, it is important

to remember that while some

symptoms might be related to the
disease; some might also be disease

independent.

A number of tools are available in
clinical research to measure co-

morbidity and its detection permits

correction for confounding factors

thereby improving internal validity of

studies and statistical efficiency.

Reviewing the relatively scant literature

in PD, Dr Macphee noted that studies
have found increased co-morbidities in

the older patient and patients with more

advanced PD, and that these patients had greater
decline in function. Moreover, the impact of co-
morbid diseases on resource use and hospital

admissions has been shown to be considerable.
These factors are important to bear in mind, not only
when planning resource allocation, but also when
giving emergency medicine as the potential for drug-
drug interactions increases. For example, commonly
used drugs with potential interactions with standard
dopaminergic therapies include: antihypertensive and

anginal drugs, alpha blockers in urology (which
can occasionally worsen extra-pyramidal

symptoms) and phosphodiesterase type 5
inhibitors. COMT inhibitors also have potential
interactions with non-selective MAO inhibitors
and warfarin. It is also important to consider
the interaction of renal and hepatic impairment
on antiparkinsonian therapies. For example,
amantadine is commonly affected by renal
impairment and memantine is contra-indicated
in patients with renal problems.

Using case vignettes, Dr Macphee went on to
outline the importance of being aware of two
relatively rare complications — Parkinson
hyperpyrexia syndrome (PHS) and serotonin
syndrome. Both of these, if not properly
recognised, can lead to significant distress to the

patient and their caregivers. He closed his presentation
by stressing the need for maintained vigilance for co-
morbidities as they are all too common.

Signs and symptoms Triggers Management
Parkinson B Hyperthermia B Drug ‘holidays’ B Accurate record of medication
: B Rigidit B Controlled release ‘switches’ regimen / compliance
hyperpyrema ] D)?sau¥onomia (dyspnoea, B Hospital admission — irregular drug B Reintroduction of PD regimen or
syndrome pulmonary oedema, labile rounds equivalents — NG tubes — transdermal
BP, tachycardia,diaphoresis) B Intercurrent illness — sepsis — surgery patches — apomorphine
B Mental status changes B Medication changes / switches / B Screen and manage co-morbidity
B Mutism B Neuroleptic use actively
B Seizures B Metabolic disturbance B Antipyretics / cooling / ICU / iv fluids
B Myoclonus (hypernatremia) B Thromboprophylaxis
B Temperatures up to 41.7 B Drug malabsorption — constipation — B Bromocriptine (2.5 mg tds titrated);
degrees C kinetic changes non-ergot dopamine agonists are likely
B Leucocytosis ~20,000 / CK~ B DBS - reduction in dopaminergic equivalent
260/ 50,000 iu requirements B Benefit/risk for dantrolene is uncertain
H  Low serum Fe B Case reports of premenstrual ‘off’ B One report of methyl-prednisolone
pulsed therapy 1000mg for three days
Serotonin B Clonus (inducible B Recent addition or increase in B Removal of the precipitating drugs
syndrome /spontaneous /ocular ) serotonergic agent (Note: for a B |nitiation of supportive care
B Hyperreflexia diagnosis of SS there must be B benzodiazepines for myoclonus
W Agitation /confusion absence of other aetiologies B For moderate to severe cases

/hypomania
B Tremor /shivering
/myoclonus
B Diaphoresis
H  Fever
B Hypertonia /rigidity

[infective metabolic substance abuse]
and no recent addition or increase in
neuroleptic agent)

consider serotonin antagonists e.g.
cyproheptadine
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Using Duodopa -

experience to date

Dr Paul Worth (Norfolk) continued the day’s
presentations by giving an overview of the
science behind intra-intestinal infusions and then
a personal perspective on the use of Duodopa in
clinical practice.

Dr Worth started off by answering the question
that formulary committees ask: “What’s the
evidence for Duodopa?” Of course, there is
over 40 years experience with the efficacy of
levodopa itself, but it is the expensive delivery
system that is in question. The concept of
continuous dopaminergic stimulation suggests
that it is the pulsatile delivery of standard
levodopa which is involved in the development of
motor complications (through pulsatile stimulation
of post-synaptic dopamine
receptors and consequent
changes in downstream
neuronal physiology).
Thus, giving levodopa in a
continuous manner should
be beneficial in managing
motor complications. This
hypothesis was tested as
early as the 1980’s where
studies with IV infusions of

K = levodopa all showed
benefits in patient function

7 and reduced motor
fluctuations. However, |V

infusions can never be
practical as intravenous access is required and,
as levodopa has very low solubility, very large
volumes are required. Moreover, as with oral

Preparing for Duodopa

1. Choose the right patient

levodopa, large neutral amino acids in the diet
can reverse the therapeutic effect. Because
levodopa has to be absorbed from the jejunum,
enteral infusions can avoid effects of delayed
gastric emptying and can offer patients a more
practical infusion method.

Reviewing the specific evidence for Duodopa, Dr
Worth noted that it can sometimes be hard to
persuade funding committees to allow Duodopa
as there is relatively little evidence in the
literature. The main study - DIREQT by Nyholm
and colleagues — showed significant benefits
(more functional ON time, reduced UPDRS total
scores, quality of life improvements) compared to
conventional therapy, but it used a different
delivery system (via a temporary naso-jejunal
tube), was not placebo controlled and was only
tested in a small number of patients. Importantly,
the limited long-term data available indicate that
the benefits are sustained, with little evidence for
development of tolerance. Technical problems
are relatively infrequent although the catheter
system can cause some problems.

Moving to his personal experiences with
Duodopa, Dr Worth stressed that preparation is
key to successful use. Using two of his patients
as case studies he demonstrated that, when
used in the right patients, Duodopa can give very
successful, “life-changing” results although there
are a number of hurdles to consider, the main
limitations being cost, site infections, sore PEG
sites, and catheter-related issues.

Suitable candidates are people with advanced PD experiencing severe motor fluctuations after
available combinations of PD medications have not given satisfactory results. Patients should be
cognitively intact, have sufficient mobility to be potentially capable of independent living when ON

and OT assessed to be able to manage the pump.

2. Prepare the patient

It is important to tell the patient that funding is not guaranteed for this therapy. It is also important
that they be aware that the equipment can be quite heavy to carry.

3. Get the appropriate professionals involved and on-board

These include gastroenterologists, Nutrition Nurse Specialists, GPs and District Nurses (who can
feel intimidated by the technology and will often ask for specific training). The nurse provided by the
manufacturers of Duodopa can provide a very useful extra pair of hands, but it is essential to ensure
that feedback is given to the consultant after each visit.
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DaTSCAN - capabilities

and limitations

With the increased
availability of
DaTSCANSs to 120
hospitals in the UK, it

was timely for Dr Paul
& Kemp (Southampton)

- to review their use and
discuss the advantages
and limitations of the

r technology. Of course,

i one of the most obvious
advantages to the
patient is the open

scanner, which most patients find much friendlier
than the closed MRI scanners, and the most
obvious advantages to physicians are the
cheaper cost and increased availability compared
to F-18 DOPA technology. Dr Kemp split his
presentation into three main areas: dopamine
imaging in parkinsonism, in drug-induced
movement disorders and in cognitive impairment.

Dopamine imaging in parkinsonism

Dr Kemp described the utility in differentiating
between suspected idiopathic Parkinson’s
disease, the parkinsonian plus syndromes and
vascular pseudo-parkinsonism. When assessing
a patient, the DaTSCAN can be used to help the
differential diagnosis in a number of ways. If the
DaTSCAN looks normal, it is important to
consider that essential tremor does not affect the
DaTSCAN. Vascular pseudo-parkinsonism can
result in a “normalish” image and a MRI can be
helpful to correlate with vascular damage. If the
scan appears abnormal, then one has to consider
that the DaTSCAN cannot reliably differentiate
between idiopathic PD and the Parkinsonian
syndromes. To differentiate between idiopathic
PD and the parkinson’s syndromes of PSP and
MSA, Dr Kemp recommended the use of cardiac
1231-MIBG (an analogue of noradrenaline)
imaging which will be affected in PD but
unaffected by PSP and MSA.

“The DatSCAN should be abnormal in a
substantial proportion of patients at
presentation. But it cannot differentiate
idiopathic PD from MSA or PSP”

Overall, the literature shows that there is
85-100% concordance between DaTSCAN at
presentation and ultimate clinical diagnosis. In
clinical practice, this technology changes

diagnosis and management in around 50% of
uncertain patients referred for imaging and,
perhaps just as importantly, where the diagnosis
remains unchanged the DatSCAN gives an
increase in confidence in patient management.

Normal versus abnormal DaTSCAN
Dopamine imaging in drug-induced
parkinsonism

It can often be difficult to clinically differentiate
between idiopathic PD and drug-induced
parkinsonism in a number of cases. Since anti-
psychotics/neuroleptics often mimic parkinsonism
due to D2 receptor blockade it may be a frequent
and serious problem. However, a DaTSCAN can
make differentiation more straightforward since
drug-induced movement disorders are largely
due to blockade of postsynaptic D2 receptors,
and therefore should show a normal image.
Although extremely useful in the differential
diagnosis, Dr Kemp firstly cautioned that
recovery from drug-induced parkinsonism can be
slow (over a year) and secondly that a significant
minority of patients (up to 10%) will resolve and
then go on to develop idiopathic PD. In these
patients, the D2 blockade can be said to have
unmasked the presymptomatic phase of PD. As a
consequence, equivocal or near normal scans
should be interpreted with caution.

“The DaTSCAN could be extremely helpful in
the assessment of patients with suspected
drug-induced parkinsonism as it may be very
difficult to discontinue the potentially
offending drugs clinically.”
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Dopamine imaging in cognitive impairment

Clinically, it is essential to differentiate between DLB and Alzheimer’s disease as there is a high incidence
of adverse side effects to antipsychotics/neuroleptics in patients with DLB with up to 80% of DLB patients
experiencing a parkinsonian crisis (often life-threatening). In this respect, autopsy studies have shown that
DaTSCANs have a 90-95% accuracy for differentiating DLB from Alzheimer’s disease; most patients with
DLB will show an abnormal scan — even in the absence of parkinsonian motor features. Indeed, new
clinical consensus criteria for probable DLB now include one core symptom plus an abnormal DaTSCAN.
NICE guidelines on imaging recommend 123I-FP-CIT for DLB.

“The DaTSCAN has been shown to be highly reliable in the diagnosis of DLB against autopsy”

Delegates and Faculty Members take time out to visit the Exhibition
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Disease

Dr Ira Leroi (Manchester) started
her presentation by pointing out
that, historically ignored, the
treatment of dementia in PD is now
the focus of much attention with a
significant number of posters at the
recent Chicago MDS meeting
dealing with this issue. It is clear
that the majority of PD sufferers will
experience cognitive impairment,
even in the early stages of PD, but it is less clear
whether it is a continuum or subtypes of PD.
Common deficits in the early stages of PD
include problems with recall, word list learning
and visuoperceptual functions. However, new
learning and encoding remain relatively
unaffected, suggesting that there is a deficit in
retrieval and mental categorisation rather than
storage.

Dealing first with the issue of “mild cognitive
impairment” in PD (MCI-PD), Dr Leroi
commented that it is a highly controversial area
as there are no full scale clinical trials dealing
with its treatment. Moreover, it is not the same as
“prodrome PDD” as not all patients will progress
to PDD. However, MCI in untreated incident PD
is almost 20% (twice as common as age-
matched controls) and it is therefore a significant
issue in the clinic.

Detection and assessment of PDD
Detection of PDD

Look for:

Dementia in Parkinson’s

Moving on to PDD, Dr Leroi highlighted the
recent availability of diagnostic criteria and
the development of cognitive assessment
tools such as SCOPA-Cog and the PD-
Cognitive Rating Scale. The relevance of
PDD to care of the elderly PD population
was recently brought home by the 20 year
results of the Sydney follow-up study by
Hely and colleagues, which reported that
83% of the 20 year survivors had PDD, and
that the mean survival time after the PDD
diagnosis was just 54 months.

“The Hely study shows that the majority of
patients with PD will eventually develop PDD”

Clinically, the presentation of PDD overlaps with
DLB and Dr Leroi outlined a recent position
statement which suggests that the conditions,
although phenotypically distinct, should be
considered a spectrum disorder as they share a-
synuclein as the single defining pathophysiology.
At present, the mainstay of treatment is
rivastigmine which was shown to be effective and
well-tolerated in the EXPRESS study, and new
studies with memantine look promising.

B Risk factors: age, early psychosis, poor verbal fluency

B Concomitant clinical presentation: EDS, apathy, falls, levodopa non-responsiveness, lack of tremor

Assessment of PDD

B SCOPA-Cog is a short, practical validated instrument which is sensitive to specific cognitive deficits in

PD and correlates well with CAMCOG and MMSE
O 10 items; max score of 43 (higher is better)

O Test-re-test reliability 0.78

B Parkinson’s Disease-Cognitive Rating Scale is a newly validated scale which can distinguish PD, MCI-
PD and PDD. It assesses global cognition and sub-domains of cognition

O  94% sensitivity to detect PDD

O 10 sub-cortical-type assessments (including attention, working memory, Stroop test, verbal

fluency, memory)

O 2 cortical-type (clock drawing and naming).
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Essential Tremor

Although essential tremor is the most common tremor disorder, it is often mis-
diagnosed. To highlight this, Dr David Stewart (Glasgow) showed a patient case
video, downloaded from an essential tremor patient website, which the audience all
agreed was not essential tremor, but looked dystonic in nature.

In an attempt to understand why it is so often missed, Dr Stewart reviewed the recent
literature which shows that although once considered monosymptomatic, the definition
of essential tremor has been expanded to include cerebellar symptoms, cognitive
deficits and personality traits. However, in practice, the diagnosis is still based on the
finding of a 6—12 Hz postural and kinetic tremor, without significant rigidity or
bradykinesia. Tremor usually starts in the arms and up to 53% of patients have head

and arm tremor. Isolated head tremor is rarer and is seen in 1-10% of cases. When
diagnosing tremor, the clinician needs to take a thorough history noting age of onset, family history,
exacerbating and relieving factors and should exclude drug causes (including caffeine, lithium, amiodarone,
valproate and bronchodilators). Although the main differential diagnosis lies between PD and dystonic
tremor, it is also important to exclude Wilson’s disease (in younger patients), enhanced physiological
tremor, neuropathies, psychogenic tremor and Fragile X gene mutations. As mentioned earlier in the day’s
presentations, the increased availability of DaTSCANSs is often useful in cases of uncertainty to differentiate

between essential tremor and degenerative parkinsonism.

Differential diagnosis versus PD

m  20% have rest tremor without other PD signs
m  Cogwheeling but no rigidity

m Leg tremor is uncommon

m  ET is asymmetric, but less than PD

Continuing his review of the literature, Dr Stewart
noted that although the aetiology of essential
tremor remains unknown, the role of genetic
factors may be less important than once thought
and environmental risk factors including beta
carboline alkaloids have gained more
prominence. Regarding pathology, two main
camps appear to be emerging; those who view
essential tremor as a neurodegenerative disorder
(based on Lewy body findings in the locus
caeruleus and cerebellar abnormalities) and
those who classify it as a problem with
neurotransmission. This remains to be debated,
but it is clear that pathology is heterogeneous.
The relationship of essential tremor to PD is also
uncertain, and the literature is often contradictory.
However, there appears to be an increased
prevalence of tremor in relatives of PD patients
(especially in tremor dominant PD). Since the
agents that help essential tremor (including
alcohol) suggest a GABAergic problem and it is
non-responsive to dopaminergic therapy, it is
highly likely that there is a different pathology to

Differential diagnosis versus dystonic tremor

Limb dystonia
Tremor less rhythmic
“Directional pull”
Muscle hypertrophy
Pain

Geste antagoniste
Sensory trick

PD. Indeed, it has been suggested that the
subset of patients initially diagnosed with
essential tremor who progress to PD may have
early PD. However others argue for an essential
tremor—PD spectrum.

Closing his presentation with the treatment of
essential tremor, Dr Stewart lamented that this is
usually unsatisfactory and that 99% of cases are
left untreated (even though 70% of patients
report disability). Indications for treatment include
significant functional impairment and/or
embarrassment; however it is always essential to
manage patient expectations. Propranolol and
primidone are the first line treatments and can be
effective in 30-70% of cases. Dr Stewart
recommended starting with propranolol on low
doses and slowly up-titrating. Second line
treatments include topirimate, Gabapentin,
benzodiazepines and Botulinum toxin. In severe
cases, DBS of the thalamus has proven to be
successful in 90% of patients.
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The Faculty of the PD Masterclasses are grateful to the
@ following sponsors for their support of the 2nd Advanced
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WBritannia %L

Pharmaceuticals

NORGINE

DATES FOR YOUR DIARY
Masterclass 14 Module 1 : 20th - 22nd May 2009, Cornwall
Spr Masterclass 4 : 6th - 10th July 2009, Cornwall

Personal & Professional Development Meeting : 10th - 11th September, 2009,
Birmingham

Masterclass 14 Module 2 : 25th - 27th November 2009, Bristol
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es) Surgical Update

In the final presentation of the day, Dr Alan Whone (Bristol) gave an exciting
and comprehensive talk about functional neurosurgery in PD. Although
(cortical) surgery for athetosis was first explored as early as 1890, it was the

observation by Cooper in 1952 that an accidental infarct in the internal globus

pallidus improved tremor and rigidity that led to the development of surgery of

the basal ganglia in movement disorders. The vogue for surgery then took a sharp decline with the advent
of levodopa and it was not until the work of Prof. Benabid in Grenoble in the 1980’s, who pioneered high
frequency, deep brain stimulation. that functional neurosurgery was again considered as a viable option for
PD. The symptoms most amenable to surgery are tremor, bradykinesia and ON dyskinesia. Dr Whone
pointed out that it is important to be aware that there is not much improvement over levodopa in the ON
state, but that the major reason to consider surgery is the increased amount of ON time without dyskinesia.

Which patients are suitable for deep brain The most common complications and limitations
stimulation? of deep brain stimulation include: a haemorrhage
rate of 0.5-4%; cognitive/mood deficits due to
VUK PDS Brain Bank diagnostic criteria surgery; dysarthria; pyramidal symptoms/ataxia;
J 5 year history failure to treat axial symptoms; hardware failure
] and infection.

\/  Sustained levodopa effect
X PD Plus syndromes (PSP, MSA) “DBS surgery is recognised by NICE as
X Parkinsonism not caused by IPD clinically effective for the treatment of
X Significant cognitive deficit - (drug related selected patients with Parkinson’s disease,

psychosis not an absolute contraindication) essential tremor and dystonia. Importantly for
X Mood disorders us, the NHS Draft Constitution proposes
X Duration of disease (Postural instabilty / falls / enshrining in law the right of patients to

on gait disorder) drugs and treatments that have been
X Patient has unrealistic expectations recommended by NICE for use in the NHS”

Reviewing the recent advances in deep brain stimulation, Dr Whone noted the continual improvements in
technology. It is now possible to have a rechargeable battery installed and improvements in the patient
programmer make it easier to switch between settings according to the patient’s requirements. While the
main targets for deep brain stimulation remain the internal globus pallidus, the subthamic nucleus, the zona
incerta and the thalamus, recent studies have shown that stimulation of the pedunculopontine nucleus can
lead to improvements in axial symptoms with anecdotal reports of improvement in appetite, concentration,
attention, sleep and sexual interest. Dual stimulation of the zona incerta and pedunculopontine nucleus is
currently being assessed by a crossover study in 8 patients at Frenchay Hospital, Bristol..

Moving onto the controversial topic of neurorestoration, Dr Whone reviewed the data from foetal graft
studies conducted in Sweden and the USA which, so far, do not show a consistent benefit but do show a
significant side-effect profile in terms of dyskinesia. Interestingly, although PET studies show that the graft
often takes and survives, the neurones do not seem to be integrated into the system and therefore do not
give a physiological dopaminergic input into the striatum. Moreover recent studies have shown the
development of Lewy bodies in the foetal grafts suggesting host-to-graft disease propagation.

GDNF (Glial Derived Neurotrophic Factor) therapy was developed in the hope that there would be better
integration of neurones. However, the RCT by Lang and colleagues reported no significant improvement in
function over levodopa. This is possibly attributed to the local effects of GDNF which does not appear to
satisfactorily diffuse away from the canula. It is hoped that the development of convection enhanced
delivery may overcome this limitation.

Finally, looking to the future, Dr Whone gave an overview of gene transfer methods which are currently in

Phase | but appear promising and the use of stem cells which he felt are likely to play more of a
modulatory role rather than a cure.
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In association with the
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Boehringer
Ingelheim

E-MAIL/FAX APPLICATION FORM FOR PARKINSON’S DISEASE MASTER CLASSES

WHO ARE THESE COURSES FOR?

Consultant physicians, staff grade physicians, and final
year specialist registrars with an interest in Parkinson’s
disease wishing to advance their knowledge and skills in
this area. The CCT date for this course is pre 1% August
2010. If your CCT date falls after this time please apply
overleaf.

WHAT WILL THE COURSE INVOLVE?

The course will advance understanding of Parkinson’s
disease and related movement disorders through
taught sessions and mentorship (a mentor will be
appointed for each participant)

Through a range of learner centred method including
formal lectures, interactive workshops, projects, audits,
and other assessments

| HOWISTHISASSESSED?

WHAT WILL IT COST?

The cost of the training is being met by an unrestricted educational grant
from Boehringer Ingelheim Ltd. There will be a charge of £550 for a
mentored course, which includes all course materials and portfolio. You are
encouraged to apply to your employing Trust for Study Leave, and approval.
Students will be responsible for their travel costs; accommodation for the
residential module will be included in the course fee.

WHEN WILL THE RESIDENTIAL MODULES BE HELD?

Masterclass 14c

Module 1 - Bedruthan Steps Hotel, Mawgan Porth, Cornwall,
20" - 22" May 2009
Module 2 - Bristol Venue (TBC), 25" — 27" November 2009

Additional seminars and learning opportunities will be undertaken more
locally with the mentor and through distance learning.

SECTION A: PERSONAL DETAILS (IN BLOCK CAPITALS PLEASE)

Dr

Surname
Forenames
Current Post

Work Address

Postcode

CCT Date (SpR’s only)

Send no money yet, cheque required on acceptance

Home Address

Home inc STD
Work number Ext
Fax number

E-mail address

Mobile number

* Please note submission of this form does not guarantee acceptance.

WHY DO YOU WANT TO ATTEND THIS COURSE?

also on the basis of this personal statement *

Masterclass 14c

In no more than 250 words tell us why you want to attend and what you feel you will gain from the course. Please submit
this statement below, typed with double spacing. We will select participants partly on a first-come first-served basis, but

Module 1 - Bedruthan Steps Hotel, Mawgan Porth, Cornwall, 20" - 22" May 2009
Module 2 - Bristol Venue TBC, 25" — 27" November 2009

* Please note submission of this application does not guarantee acceptance.

F

ax to—01872 225554

Or post to — Red Publishing Ltd, 1° Floor Bridge House, New Bridge Street, Truro, Cornwall, TR1 2AA
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Ingelheim

E-MAIL/FAX APPLICATION FORM FOR PARKINSON’S DISEASE MASTER CLASSES

 WHO ARE THESE COURSES FOR?
Specialist registrars with an interest in Parkinson’s

this area. The CCT date for this course is post 1% August
overleaf.

WHAT WILL THE COURSE INVOLVE?

The course will advance understanding of Parkinson’s
disease and related movement disorders through
taught sessions and mentorship (a mentor will be
appointed for each participant)

Through a range of learner centred method including
formal lectures, interactive workshops, projects, audits,
and other assessments

disease wishing to advance their knowledge and skills in

2010. If your CCT date falls before this time please apply

| HOWISTHISASSESSED?

__ WHAT WILL IT COST?

The cost of the training is being met by an unrestricted educational grant
from Boehringer Ingelheim Ltd. There will be a charge of £550 which will
cover your accommodation and the majority of your meals on the course.
You are encouraged to apply to your employing Trust for Study Leave, and
approval. Students will be responsible for their own travel costs to the
venue.

WHEN WILL THE RESIDENTIAL MODULES BE HELD?

Specialist Registrar Masterclass 4 (15)
Venue: The Rose in Vale Hotel, Mithian, Cornwall, 6™ — 10" July 2009

Additional seminars and learning opportunities will be undertaken more
locally with the mentor and through distance learning.

SECTION A: PERSONAL DETAILS (IN BLOCK CAPITALS PLEASE)

Dr

Surname
Forenames
Current Post
CCT Date
Work Address

Postcode

Send no money yet, cheque required on acceptance

Home Address

Home inc STD
Work number Ext
Fax number

E-mail address

Mobile number

* Please note submission of this form does not guarantee acceptance.

WHY DO YOU WANT TO ATTEND THIS COURSE?

this statement below, typed with double spacing.
also on the basis of this personal statement *

Specialist Registrar Masterclass 4 (15)

Module - The Rose in Vale Hotel, Mith

In no more than 250 words tell us why you want to attend and what you feel you will gain from the course. Please submit

* Please note submission of this application does not guarantee acceptance.

We will select participants partly on a first-come first-served basis, but
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