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-MESSAGE FROM THE PAST PRESIDENT,

MALAYSIAN PARKINSON DISEASE SOCIETY

The tuth is thot Porkinson’s Diseose(PD) is o wery much
unknown disease in Molaysio. This is unforunate becouse it couses
lang term physical, mental and social disobiliies omong elderly people.
The exact prevalence of PD in Malaysia is unknown, but it could be up
o 10 CO0 potients. As the proportion of eHer|':,.l pEﬂplE in Malaysia
increases over the next decode, PD is cenainky going to become o
significant health burden 1o the country.

In view of this, one of the mojor obiectives of the Malaysion
Parkinson's Diseose Associafion{MPDA] is 1o create owareness of PD
omong the Molaysion community, We hope thal there will be better
health care for the Parkinson's community, especially in terms of quality
of specific freament. And this is exactly where the role of the
Consensus Siatement on PD is: it helps 1o update the Malaysion dociors
on the recent advances in the tfreatment of PD, particularly the drugs and

brain surgery.

| wiould 1o thank Or $'ng Kim Hock{the Chairman of the Consensus
Siotement on PD) and Dr Somuel Easew lor their kind guidonee ond
experience. YWithout both of them, this Consensus Statementt on PD would
not be complate, | would also exend my grofiide 1o the Malaysion
Society of Neuroscience and GloxoSmithKline for their suppon,

Dr Chew Mee Kong

Ferst Prasiclent of MPDA [wwew. mpcks. ang. my)
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B \/\ESSAGE FROM THE CO-CHAIRMEN OF

MALAYSIAN PARKINSON'S DISEASE CONSENSUS

Dear Doctor,

It is indeed o great privilege and honour far me and Dr Samuel
Easaw 1o underake this task of drafting the Malaysian Consensus for
Parkinson's Disease. So formidable the task it was, that we both hesitated
and were deliberately bradykinetic for several months unfil the gemle
persuasion of the then - Molaysian Porkinson’s Disease Chairman Dr
NK Chew moved us on.

like any other consensus, it would nat have been possible withoul
the help ond assistonce of ol parties - pariculary e secrefories, he
contributing members, paricipofing members, fellow neurclegists and
neurosurgecns who contributed  in comments and  suggestions,
intemational expen newclogists and reviewers, the secretarial and the
Molaysian Parkinson’s Disease Association. \We, on beholt of he
commitiee soy: Terima kasih®, which means Thank You in the Maloy
language.

There is no doubt that such a consensus is critically necessary
at a fime when accountability and responsibility rests on none other than
the dectar's shoulders. Potients now know and want the best. The
Internet is not only at their doorsteps or their bedroom, it is on their
laptop and even pockets. Thus, docions need 1o know 1oo,

VWhile this consensus is far from perfect, it hopes 1o give o
reasonably concise and coherent bird's eve view of the whole prablem
and allow the doctor/proctitioner to moke o decision on how to
procead, how fo trect, whether fo treat and 1o follow-up of patients with
PD. | have no doubt that it moy well be cut of dase in @ mater of months.
Nevertheless, it can still be o usehil guideling or aid to good care of
pafients with Parkinson's Disease.

We welcome your views, comments, even crifical review of this
Consensus, which is written for wou, by your neurclogy colleagues foe your
neualogical patients

like any consensus, it is of lifle use sitting on the shelt.
Thank you for reading il

Dr Sng Kim Hock | Dr Somuel Easow
Cio Chairmen .l'r"'-:n'u:ﬁfm Parkirson’s Disaass Consanses
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BT INTRODUCTION

Parkinson’s Disease (PO s o chionic, disabling neuodegenerative disease
affecting obout 1% of the population obove the oge of &5 years The
mean prevolence of PD s opproximalely 160 per 100,000 and
incidence 20 per 100,000, rising by several - fold with age.

This consensus is cimed at all practiioners to assist in oriving ot an
accurate diognasis and a guide ko the core of patients, especiolly with
the availability of a wider ronger of medicofion ond therapeutic
modalities in the manogement of Parkinson's Disease,
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IEYY CUNICAL DIAGNOSIS OF PARKINSON'S DISEASE:
UK BRAIN BANK CRITERIA

The criteria for diognasis are based on dinical grounds with brodykinesia,
rigidity, remor and posturc| instability as the main cordinal features. FD
needs o be differentiated from oll cther disarders that cause parkinsonism,
Hoose see Appendi |.

This consensus adopts the UK Brain Bank Criteria [ 1992].

UK Parkinson’s Disease Society Brain Bank Criteria’

Step 1 : Diagnosis of Parkinsonion syndrome
Bradykinasia plus at least one of the following. ..
o Musculor rigiditg

& Resl emaor

o Postural instobility

Step 2 : Exclusion criteria including

®  Histary of repeoted strokes

*  Histary of repected head injury
*  Histary of definite encephalitis

Step 3 : Supportive prospective criteria
fat s k

*  Uniloteral onset

®  Eest remor present

*  Evidence of progression

®  Persistent asymmetry

s Excellent response to | - dopa
*  Severe l-doparinduced choreg
s L -dopa response for 5+ years

o Clinical course of 10+ vears
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CLINICAL FEATURES

Early nonspecific feotures include easy fatigability, tredness, mokaise,
lethargy and cromplike sensafion in the legs, besides defedoration in
hondwriting ﬂm’n‘ﬂgmphlu], l:;|||:ch|.,r|1~|.J in concentration, averall remulousness,
sieep disurbonces ond general slowress in motor octiviey.




Bradykinasia |

Brodykinesia,/Akinesia is an absolute hallmark feawre of PD and
conelates best with the exen! of dopaminergic loss in the basal
ganglia. It refers to slowness of inifiafion of voluntary mavement with

progressive reduction in amplilude and speed of repatitive actians,

Brodykinesia offects spesch, inltially o loss of nomal flucluations of
pitch and veluma (hypophanic| and later slowness of initiation and a

monatonous speech, There is alsa reduction of loss of arm swing during
walking, cfen asymmetrical, unlike in normal ageing. Pauciry of facial
gestues with reduced blinking is clossicolly described os ‘maskdike’ lacies,
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Tremor

Tremor is characleristically described os pillrolling” with o frequency of
3-5Hz and cccuts of rest when the limb is fully supported. Seen in 70%
of patients, vsually unilateral and upper limb initially, it disappears in
sleep, Is exacerbated with stress.

Tremor predominant’ PD has o relolively better prognosis compared to
the akinatic-rigid type of PD.

Involvemeant of the jaw, tongue or unk may alsa cccur lase in iliness.
Lsolated head tremor is unusual in PD, Postural tremor may be concurrent
or be tha pradominant torm of fremor.




Rigidity in PD is described as resisionce to passive movements. The
lead-pipe of sustoined pe of rgidity relers o resistance o possive
movements in both directions. Cogwheel {rarchety] hpe referz to the
intermittent jerky hpe of rigidity due to superimposed remaor. Other
features of rigidity in PD are asymmetrical onset, invalving extremiries
initiolly and may be enhanced by simullanecus repetitive tosks on the
contralateral limb.

Aol rigidity leads 1o the typicol stooped posture. It is tested by rofafing
the patisnt sideways while stunding. Marked axial rigidity eary in the
diseqse iz atypical and points 1o Progressive Supranuclear Palsy.
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Postural Instability

Postural imbalance con be due to many couses. Axiol rigidity and
akinesia lead o freszing phenomencn, difficully tuming and falls, In
advanced disease, loss of postural reflexes further conribures to the gait
instability, demonsirated by o positive pulHes! [Gently tugging the upright
patient from behind fips the patient backwards). Finally, medications
such o5 dopoamine agonisls and onticholinergics contribute 1o further
impairing postural balance in patients.




BEETD NON-MOTOR MANIFESTATIONS

D Gait disorder

Gait disorder in PD deserves o special mention, The combination of
rigidity ond brodykinesia leads to the typical ‘shulfling goit’ of PD. A
typical PO potient will wolk with small, shuffling steps, with a stooped
pasture as o resull of axial rigidity and loter on, postural instabilise may
result in imbalance or even falls, There will be difficully at the iniation

, . . of goit with difficulty turning and stopping [festinant]. In addition, there
A Dementia and Depression may alsc be asymmatrical or bilateral loss of am swing during walking.

Dementio due to degeneration of chalinergic pathways in frontsl region
can be as high os 40%. Impaiment in the visuospatial and executive
obiliies results In apathetic, less aftentive and withdrown patient -
mimicking okinesio. Alzheimer's disease may coexist in elderly patients
with PD. If dementio occurs within two years, consider Diffuse Lewy
Body Disease.

B Autanomic impairment

Autonomic Impairment in PR typicolly leods to orhostatic hypotension,
postural imbalance, constipation, wrinary symptoms such os frequency,
urgency, ond hesilancy ond sexuol dysfunction, In oddifion, these
symptoms may be exocerbated by the use of anricholinergics, which
ore commonly prescribed in such patients,

Recognition af noprmotar manifestations of PD is equally impartant as the
lotter contributes significantly 1o the overall quality of [fe of patients with PO,

€ Sleep disturbance

Sleep disturbance in PD iz common and includes excessive daytime
somnolence, frogmented REM sleep and difficulty skeeping at night and
early morning awakening.

Crher non-motor manifestations include dysphogia, dysarthria, limb
poroesthesio, restless leg syndrome, diplepio ond impaired sense of
smell [ancsmia).

COMSENSUS OMN THE MANAGEMEMT OF PARKIMSOM'SDISEASE




XD CUNICAL STAGING OF PARKINSON'S DISEASE BT AcTIOLOGY AND PATHOGENESIS OF
; PARKINSON'S DISEASE

Clinicol staging is bosed on the extent of disease involvement using the The eticlogy of PD remains largely unknown, except for o small group
Hoehn and Yohr classification. where there is a definite genetic basis. The following foctors have been
implicated |

% ) Environmental

Epidemiclogicol studies have implicated the following risk foctors:
Bilateral disease with no postural instability e pesticides / hericides, rural environment, consumprion of well warer
and proximity o industrial plants or quarnes.

Unilateral disease

Worsening bilaterol diseose with postural
imbalance

Toxins = MPTP - indvuced porkinsonism
Worsening of diseose; patients ore unable

lo live glone or independenlly Further evidence for an exogenous toxin was provided by the emergence

in 1983 of coses of parkirsonism omong drug users. 1-methyld-phenyl-]
2,3, tretrahydropyridine IMPTP), o contaminant in the manuiacture of
_,/I : "designer drugs”, wos shown 1o resull in selective destruction of the
" substantio nigra. Subsequently, it wos demonstrated that the metabolite
MPP+ produces porkinsonism in animal models. MPP+ accumulates in
mitochondria, where it inhibits complex 1. Other chemicals which are
inhibitors of complex | moy alse couse similar toxicity,

Patients need wheslchair assistiance:

bed-bound
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Twin studies indicate that genetic factors are imparant when onset of
PD is before the age of 50. Fomilial clusters of PD have long been
recognised. Thase genalic discoveries hove provided imaluable insights
info the pathogenesis of the dissase.

To date, mutations in 5 genes have been identified: osynuclein, parkin,
D1, PINKT, ond LRRKZ. Mutations in 2 of these genes tumed oul to be
Frequenr Ennugh 1o have relevance in clinical prochce: p:lrl':il'l miukgrions
are common in earhronset familial and sparodic PD; moreover emarging

dotn delineate mutations in the [RRK2 gene (enceding the dardarin
protein) as o frequent couse of the fomilial lote anset PD forms, and even
of few lareronser sporadic cases.

Tha PC-1 mutation has been shawn o aller tha mn[‘igurﬂ'rinn af ﬂlphc:l

synuclein into o struciure that could oggregate into sheets. All PD may
be ossccioted with abnormal folding of alphasynudlein, leading 1o

excessive aggregation ond neuronal death.

Although sporadic PD is not coused by o murafion in the alpha-synuclein
gene, oclive invesfigation is underway into proteins that interact with
olphasynudein, including those that guide, promote, or prevent aggregafion
of tha prolain.

Lewy bodies, the pathological hallmark of PD, consists of aggregates
of synuclein, PD, together with dementio with Lewy bodies {DLB) and
multiple system afraphy (MSA], all candilions which exhibit lewy bodies,
have been designoted alpha-synucleinopathies.

Homozygous delefions in the Parkin gene on chromosome &, hove
been found ta couse autasamalrecessive juvenile parkinsanism (ARJP] in
Japan. This form of porkinsonism differs pathologically from PD in that
no lewy bodies are found in the substantia nigro.
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Biological lactors

* Apoptosis [Programmed Cell Death)
This process is believed 1o be allersd in PD,

» Genetic studies have identified the proteins involved in PD 1o be
alpha-synuclein, parkin and ubiquitin,

* Impaired removal of toxic protein aggregates.

This may be coused by obnomal configuration of neuronal proteins or
impaired degrodation.

Alpha-synuclein is o mojor companent of Lewy bodies in all cases of PD.
Other than genefic mechanism in PC-1, oher faciors may aler the
structure of alphasynuclein cousing obnormel folding and aggregation.

Parkin is o ligase enzyme that ubiquiinates for proteasomal degradation,
protains which are due for removal. Among these is olphosynuclain.
Failure of the vbiguitin-protensome system is implicated in PD,

* The oxidation Hypothesis

Free radical domage results from the oxidofve melobolism o
dopamine.




IEEZD NVESTIGATIONS

The couse of Parkinson's Disease is nat known. There are na loboratary
biomarkers for PD. Investigations are done mainly to exclude other
couses thal moy mimic PD ond for evaluation of olvpicol porkinsonism
patients. Evaluation of patien’s medicol, surgical, drug ond family
history is vital, followed by complete neurclogical exomination.

Blood tests include:

=

Thyroid function fests to exclude hypothyroidism.

Taxic screening if exposure or in younger cnset PD,
especiolly Mangonese, mercury,

Copper metabolism studies [Wilson's diseass] - Serum
ceruboplasmin, serum/urinany copper excretion and

slittomp examination for KoyserFleischer rings.

Genetic studies for Huntington's Disease,

T brain scan - ko ke out, cerebral inforcts, tumour,
nydrocephalus, subdural hematomas, all of which can

mimic parkinson's diseose,

MRl brain not considered helphul lor diognasis of FD,
MRl brain is considered for patients with uncerainties, eg
when temor is obsent, ocule o stepwise progression in

illness and young patients.

2
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ME| Brain may pick up abnormalities in AMulti System Afrophy [ putaminal
abnomalities due to loss of neurans and gliosis with iren accumulation,
portine and cerebellar arophy may occur. In Progressive Supranuclear
Palsy, midbrain arophy may be seen. In Conico Basal Degeneration,
mild to moderate cersbral otrophy with posterior frontal and parietal
regions of contralateral side affected mainly.

Functional imaging with PET [ 1 BF1-Dopa] and SPECT [1€318CTT] s for
clinical research, though it can confirm loss of nigrostriatal dopamine
naurens and distinguishes idiopathic PL fram atypical patients.




BT FRINCIPLES IN THERAPY OF

PARKINSON'S DISEASE

Medical thetapy Is the mainstay in maonaging Porkinson's Disease,
Surgery is an option o be considered in patients with moderately severa
disease when quality of lile is impaired despite opimol medical
theropy.

lssues that confront the clinician are:

Decision 1o start medications
[ |

Patients with eary or mild disease and have minimal functional disability
moy not need 1o be commenced on realment, Several lactors need 1o
be considered in deciding when to begin especially age ond ocoupation.
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Choice of Madication |

Dopaming agonists ore curently consldered as figt line option
especially in the eory stoge of the disense and in the younger PD
patients. Current guidelines recommend that treatment with levedopa
should be delayed as long os possible provided alfermative drugs such
as DA con achieve adequate symptom contal,

Medicatian is satishyingly effective in contralling the symploms in the
early stages of PD. The obijective is to bolonce efficacy ogainst patential
long term side effects.

The choice of medication depends on the ‘functional’ oge of the patient
and whether fremor or the other symptoms ore predominant. Oider
patients, above the age of 60 can be siared on levedopa, while
younger ones should be swored on dopamine ogonists. Chther
allernatives may be odded an as the dissase progresses. The use of
dopamine agonists before inclusion of levodopa has been shown to
delery tha onsel of dyskinesios,

Once medication is commenced, there is o need for monitaring side
effects and clinical response. As the diseose progresses, the efficacy of
medications alse diminish cver the years, requiring the clinician 1o make
odjustments and additions to moinioin clinical benetit.




BEETY® CRUG TREATMENT

Efferts to discover neuroproective theropy hove produced limited
success. To date, there has not been any mojor RCT evidence fo

5 main closses of drugs are available
support the rauling use of any medications in the nevroprotective rale.

Selegiline has been shown to delay the need fo initiate patients on
levodopa by ten months while newer dopomine ogonists, such as
ropirincle and promipexcle may have nevroprotective benefits,

levodapa [+ peripheral dopa decarbowdase inhibilors) \

Dopomineg oganists

Antichal inergics

Are Certain Medications Potentially Neurotoxic®

At present, there is no clinical evidence to show thal levodopa is foxic
1o the nigrestiatal neurons of the usual therapeulic dosoges, alhough i
has been in use for more than three decades.

Amantadine

Enzyme Inhibitors such as Monceming Oxidase Type B
(MAC -B) Inhibitors, CatecholO-Methy Transferase (COMT]

- Inhibitors //I
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A. LEVODOPA ' W
i Patients above the oge of 60 can be commenced an

levodopa remains the gold stondord and is the most effsctive drg levodopa, using the lowest possible effective dese.
theropy for PD. Failure to respond 1o levedopa roises doubts 1o the '
diagnesis of PD, The long term use of levadopa however, hos several ;

inherent problems as listed below. Sinemet [levodopo+carbidopa] or Madopor [levodopa+

benzerazide] are both equally effective. Controlled release

1. Moor fluctuations which include end of dose or “wearing off” effect, ' formulations Sineret CR o Madopor HBS can olso be used
unpredictable motar fluciuafions ar “erolf® phenomenan, dose . as firstline, or in combination with regular levodopa.
tailures ond freezing episodes. - Mast palients con be mainiained on o dosage of
2. Oeccurence of disabling dyskinesios, os early as three vears i 300-400mg of levodepa reaching 600-800mg daily, os
3. Poor response of nonrmoilor symptoms 1o levodopa. . the dissose progresses. Frequency of dosing can vary from
: twice 1o os frequent os 3 hourly, though slow relecse
; preparations and COMT inhibitars should be cansidered,

' Slow release preparations and addition of o COMT
' inhibitor produces a smoother drug level, with less
i tuctuation. The Huctuctions between peck and rough levels

ar pulsatility of the drug levels in levodope therapy oppear
to be a fector in development of dyskinesios.

COMT inhibitors are indicated when motor fluciuations,
especially “weering off” prablems set in. They allew a
longer durafion of action when used with each dose of
levodopa. STAIEVD, o 3Hrone preparation with levedapa,
carbidopa and entocapone is now ovailoble.

s

poce 29
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ERGOT DOPAMINE AGOMNISTS

B. DOPAMINE AGONISTS

Dopamine agonists ore indicared in- early symplomatic disease in

8

younger patients and as add-on therapy in mone advanced dissose,

Initiating therapy with o dopamine agaonist hos been shown 1o deloy the
onsel of lkevodopainduced dyskinesias. There is sarly evidence that
the newer non-ergel dopamine agonists may have a neuroprotective
affect on the striatonigral neurons. [REF)

Always begin with a low dose, gradually increasing 1o minimize side
effects, the most common of which are rauses, vomiting, orthosiatic
hypotension, hallucinations ond somnolence. Mousea can be reduced
by 1oking it afer meals, semporary dose reduction, ond by concomitant

use of domperidone, a peripheral dopomine antagonist | 10 =20 mg 1ds).

Dopamine ogonists have been shown 1o delay the need to stor
levedopa and to allow for lower doses of the larer when it 1s required

Dopamine agenists can be divided inte erget and nonergal derivatives,
the former include bromeocripiine, pergolide, piribedil, and cobergoline.
The latter include ropinirale and pramipexale

COMSEMSUS OM THE MAMAGEMENT OF PARKINSOM'SDISEASE

0. BROMOCRIFTINE

b. PERGOLIDE
pwithdrawn from
Malaysian markef|

¢. PIRIBEDIL

d. CABERGOLIME

Begin with 1.23 mg once daily, grodually
increasing to 40 mg perday in 3 - 5
divided doses, Some patients do not
respond and others onby modastly so.

Begin with 0.05 mg once doily, grodually

increasing by 0.05mg every 4-7 days up
lo 2-4mg a doy, in 3 divided doses,

Dosze - 50mg once daily gradually
increqsing to 30mg 35 fimes a day.

Has a long duration of action, with a
halHite of 65 hours. Con be used once
daily or ence avery 2 doys. Requires
monitoring with ulrasonography for
retroperitonaal ibaosis




NOMN-ERGOT DA (. ANTICHOUNERGIC AGENTS

o _ The commanly used onticholinergic agent is benzhexol. Begin low with
e. PRAMIPEXCLE ‘?‘m”d‘]’d initiol dose is 0.125 mg h:_:|s, Tmg twice a day, increasing os the patient lolerates, I is wselul in
increased weekly by 0.125mg ids il tremors ond eorly motor sympioms. Side effects include bluring of

eftective dose obiined or side effects vision, dry mouth and confusion in the eldery. Orphenadrire is an
occur. Averoge maintenonce dose s 3

-4 5 mg daily. The dose should be
reduced in renal foilure.

alfernative.

* PARENTERAL PREPARATIONS OF DOPAMINE AGONISTS

I. ROPINIROLE Storting dose is 0.25 mg tds, increasing
by the 0.25 mg Ids weekly. Mos - * APOMORPHINE {Currently not available in Molaysia)
clinicians agree thot 3mg tds is the usual Apomerphine is a usehul parenteral dapamine agonist in patients wifk
efective dosa (up 1o as high as 9 mg 1ds advanced disease with inraciable “off” perinds ond incopacitating

may be required|, malor fluctuations. It hes a ropid onset of ochion, usually within 10

minutes, ond a short dumofion of odiion, 45 o 120 minutes.
Demperidene, 10 — 20 mg tds, prior lo injections, can prevent or
reduce nousea ond vomiting ossocioted with it use.

Side effects incdlude hollucinatians,
peyehesis and othar abarations in
behaviour particulary in the eldery. A rare
but serious side effect is reroperiioneal :
fibrosis in the case of longer acfing ergol ' o LISURIDE (Currantly Not Available In Malaysial

dopamine agonisls. Sleepiness is a noled Parenteral DA similar fo opomaorphine.
side effect of the nonergot agonists.
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D, AntabT alinE

Amorioding 2 0 iroydic amina and 1= on old drug, borng beon vsed for
domnces as mu-]mdngml tr aniparkinsonian mechantsm of oofon
is nol wal undasiood  Pulotve eflact. indude enhonced dopomine
mincme, inhibilicn of copoming reupicha, omimacornic ooy ond
mone recantly |5 aniagoasm of tha gluomois reoopior keeol. 2 usehd in
bwodopa edwced  dyskinesios ord motoe feckotors Rosponss s
mairoined for of keas 0 yoor oo reoment lvtioton. Typeool moinkenonee
dasage & 00 - 400mg 0 doy in 3 - 4 dridad doses

COMRMIRLLE DR THE MARLGERE MT OF PARE| M0 30| 5 ASE

£ ENEYME BHIBITORS

Wanoo=ine Cidase Type B inkibiors (W0 B

Soegiing & 10mg daiky given in he moming before noon b o
polerinl spmoomatic a¥ect i adily soge of PO ord bas been shoes
iz dhebay the cnsel of need bor levcdopo bor up o seveedl morthe

CotechobOiietnd Tronsfemse [DOMT] Inhdiions

CORATAR umed concomiantly with sach dees of levadapa smables o
ke diome o wel 02 0 mone prokanged effect of 'eecdopa. Faloes o
smocr-er g deliveng and reduces te "pulsarliy’ of ewodapa, which
moy be o conthutony locor in the long B side #%ect ol levodopa,

CRATAM (o now induded in o e | prepandfion | STAIEW comprising
kvrdopn ond baumsmzida,




NON-MOTOR COMPLCATIONS OF PARKINSON'S DISEASE

Momrmoior complications associaed with Advanced Parkinson's Disease
(PD} may be classilied as follows .

Autonomic Dysfunction

I Constipation ¥ Dysphogio
0 Orhosiotic hypotension W Thermoregulation / sweating
W Seborhes Wil Sexual problems
k\l"a" Pain / dysesthesios VIl Urinary problems Y,

I Pestural instability
W Symptomatic arthasiofic

hypatension

I Freezing & festination
W Drugrindueed dyskinesios
¥ Orthers

Sleap Disorders

I Restless legs syndrome [RLS) / peradic limb movements of
sleap |PLME]
0 Insomnia & sleep fragmentation
W Nightmares & parasomnias
IV REM sleep behaviour disorders
k\_‘f Excessive daytime seepinass o

Meuropsychialric issues

I Depression
Il Hallucinations /# delirium

Ml Cognitive impoliment
IV Behovioural impairmen!
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CONSTIPATION

A commonly encountered problem oz a resuls of e following
mechanisms |

"[' Deloyed colonic ronsit affecting oll sagments of the calon - E

thought te be from both central as well as peripheral causes

* Decreased basal anol sphincier pressures

'\__. Hypercontractile exiernal sphincler response

The aim is to increose stool bulk by :

* adding more fibre to diet
- et mare fruits & raw vegemkbles
- eat products with bran

* increasing daily liquid intake

* Execise

e discantinue antichalinergics that inhibir gastric matility and result in
gastrointestinal dryness

* siool safleners e g, loctulose preparations




ORTHOSTATIC HYPOTENSION SEBORRHEA

Defined as o drog of 20 mm Hg in mean blood pressure when ossessed i Patients may not uncommonly complain of excessive oiliness,
in a supire positon followed by o standing pasition, . floking & redness of skin. Clinicians moy try

) | Hydrocortisone cream 1%
Patients may be osymptomatic, hove vogue complaints of faligue, - I Dondruff shampoas thar contain salindic acid and cool tors o
hendache, lightheodedness and show cognitive slowing or be sevens ; salenium base
enaugh 1o have syncope, i Ml Ketoconozole as prescribed cream or shampoo

IV Reteral o o Dermatologist

The following measures may be Iried :
I discontinue amy unnecessary medicofions - diurefics or anfiypenensives
0 slevate beod of bed and avaid ling Hat
M encourage consumption of B or more glasses of water / fluid a day
W be more lberol with solt in diet [upta 150 - 250 mEg)
¥ increase introvosculor volume with mineralocorticoids such os

Fludrocartisone |0, 1 — 0.6mg o dayl
¥l Increase vascular resistance by stimulating olpha receptors.

A word of caufion here and that is care must be aken 1o ovoid
congestive heart lailure.
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PAIN / DYSESTHESIAS

This may be related to Parkinson's disease in which cose, may be freated :

by adjusting ond optimizing medication. Guite ohen, patients will find
that these symptoms are more severe on the side in which parkinsonian

symploms ore worse, It ean alse be due 1o arthrilis or neurcpathy.
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DYSPHAGIA

Clinicians may come ocross patients complaining of a *choking’ sensatfion
when eating or difficulty in swollowing, These symptoms may be the result
ot esophageal dysfunction or abnomaliies in the orophoryngeal phase of
swollowing. Such pafients should be advised 1o

| Eliminate hard leods from their diet

Il Increase dopaminergic therapy |levodopal to tolerance level

M Eat onby during “on” times

IV Have on expert cssess the swallowing mechanism o define the

nature of dysphogia

¥ As a lost resor, invasive interventions e.q. feeding gastrostomy may
be considered

Approximately tworthirds of PD patients will experence problems with
‘drooling”. This is coused by saliva pocling in the oral cavity secondary
lo swallowing difficulties. Aspiration or chemical dermatitis moy be
sefious consequences of this problem it not addressed. Measures worth
considering are as follkows -

I Increase dopominergic therapy o improve swallowing and
drocling
I Anticholinergic medication lhat can reduce saliva production BUT
has considerable side effects to waich out for especially in the elderby
M Botulinum foxin injection in o the salivary glonds




THERMOREGULATION / SWEATING SEXUAL PROBLEMS

This mary occur during “oft” periods ond respond to increased dopaminesgic . loss of sexual interest hos been commonly repored in PD patients in
theeapy, Abermatively, when associaled with peakdose chores, dose addition 1o lack of mobility and difficulty in achieving & maintaining
reduction may be fried. Medicol evaluation may be worthwhile 1o uncover erection os reasons for sewual dyshuncrion, Depression and the use of
any endocring dyshunction or medical couse of impaired hermoregulotion, _ medication &g, bao-blockers may olso be "culprils’,

Consider the following steps -

| Discontinug potentially ofending drugs

Il Treat depression

M Consubation with on uologist o exclude clher couses ond
advise on management

IV Sildenalil cirate Viago®), o phosphodiesterase yype V inhibior for
erectile cyshunction where indicated
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URIMARY PROBLEMS

Urinary frequency, urgency and nocturic moy result from detrusor
hyperrellexio  with synergia or incomplete pelvic floor relaxotion while

instability of detrusor muscles couses urinary incontinence.
Consider :

I Cystiometric siudies and urologicol evaluation 1o ule aut other causes

W Treating urinary tact infection, it present

ll Reduce fluid inoke in the evening and especially, ofter dinner

IV Add on anticholinergic medication - Propantheline (15 — 30 mg
OM), Owybutynine (5 10 mg OMN)} or Hyoscamine

¥ Intermittent catheterization

Falls remain the leading couse of morbidity and merolity in eldery
populoiion and are pivotal in determining nusing home  placement.
Older oge, bonger duration of dissass, odvanced stage of disease,
increased disability, inability 1o rise frem chair postural instability and gait
impairment are all predispasing foctors. Oiher contributary fociors may be

associaed medical conditions, environmental couses ond dementia.
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POSTURAL INSTABILITY

Al present, there is no known therapy that is effective lo reat postural
instobility and once present, this symptam is likely 1o progress with time,
There is however, nonParkinson's signs e.g. sensory dysfunclion o
weakness that should be corsidered as possibly contributary,

A clinician may want o consider the fallowing :

| Poor mability and shorened goit that may improve with increase
levodopa theragy

B Aim ta keep he pofient active but sale

WMl Fhysioheropy

IV Use of wolking aids such as threewheeled walker with hand brakes




FREEZING AND FESTINATION

Oiten, this oocws on iniioting gait or when passing through a narmow spoces
e.g. dooney. This incopacitating makar Bleck may reflect inodequate or
excessive dopaminergic effect though in the majority of coses, it remains
independent of medicatian and refracioey to reatment,

Clesa quastioning and determination of the fiming of the freesing moy offer
some clues as to the sialegy 1o be odapled. Some of the nenphamacological
shetlexgies [sensony cues) that may be red are as follows ;

counting aut a thythm ond irving 1o walk in fime

stepping over a stick / cane laid out in hront, on the floor
stepping towords a farget an the floar

walking in o 'mililory’ shle = slow march

utilizing assistive devicss such as canes with kaser promgpting

b onxiety is the underlying foctor then measures should be direcled of
treating such o siote os it moy exocerbote reezing and motor blocks.

DRUG-INDUCED DYSKIMESIAS - Kindly refer o chopter on motor
complications,
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SLEEP DISORDERS

Mearly 75% of PD patients will complain ol sleep disturbances and
reversal of sleep. Good sleep hobits are worth emphasizing and slesp
‘ygiene’ should be looked into. Regular sleep schedules, reduction of
daytime naps with reduced intake of stimulants e g. caffeine ot nighttime
are simple measures to implement. Primory sleep disorders or medical
canditions such os hypothyroidism should be addressed and reaed if
appropriate. Physicians should also review all curment medicafions os
these may offect sleep. I related to medications, then adjustments are to
be mode occordingly.




INSOMMIA & SLEEP FRAGMENTATION

If idicpathic insomnia detected, then use of shortacting sedaling ogents is
permissible. longerocting hypnotics are to be considered anly if patients
have difficulty in stoying asleep but resultant hangovers and patential falls
in the morming ore potentiol, undesitoble consequences,

IF & patient sheuld awaken af night and find it difficult 1 go bock 1o bed
as he is in an "off” siake, then o standand levedopo dose can be dissolved
or chewed ond swallowed lo provide relief, Should the nighttime
awokening be o reulr of dystonia, memors or reduce movement, an

exendeadrelease levodopa, COMT inhibitor o Stolevo® may be utilized,
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RESTLESS LEGS SYNDROME / PERIODIC LMB MOYEMENTS

This is an uncomfonable sensation in the legs with paresthesias, "crompy’
aches and an overwhelming need 1o move or walk, Symptoms appear to
worsen in the evening or of night and only improve when the pafient
walks o sretches. In over half of these patients there is also pericdic imb
movements of sleep [PLMS) which con lost 5 to & seconds and occur
evary 20 1o 40 seconds thereby disrupling sleep archilechure. Dopa
agonists e.g. Ropinirole® have been found to be effective in these
situations with other reatment options to be considered being lowdose
Clonozepam ond exendedrelease formulations of levodopa. TCAs moy
exocerbole RS ond PLMS and should be ovaided.




MNIGHTMARES & PARASOMMNIAS REM SLEEP BEHAVIOUR DISORDERS .

More commonly, these are seen in eldery male patients with parners
reporfing unusual behaviowr In the form of semipurposelul actions,
aggression and wondering. These patients may benefit from the use of

donozepam 0.5 — 2 mg ON|

Dopaminergic medications frequently induce vivid dreams. Eliminating or
reducing TCA medications moy be benelicial, Adding on Guetiopine
|Seroquel®| a1 25 = 100 m g O] moy also be helphul.
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EXCESSIVE DAYTIME SLEEPINESS [EDS)

Potentially, this symptom may be coused by the disease iself, sleep
disorders insomnio or medications. Meosures to consider ore as follows

I Review medications that may be the couse of sleepiness &g dopo
agonists. f possible, reduce or discontinue such medication

N If ne obvious couse, then overnight sleep test [polysomnogram /
PSG| should be amanged 1o detect possible sleep apnea or other
sleep disorcers

Hl Modafinil [Provigil®), o wake-promofing agent may be considered
in the right sefting
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MNEUROPSYCHIATRIC ASPECTS IN PARKINSON'S DISEASE

DEFRESSION IN PARKINSOMN'S DISEASE

* Prevalence of depression in PD

Anxiety and depression moy be pert of Parkinson's dissase,
Depression occurs in about 40-50% of those with Parkinson's disease.
Despile Its high prevalence o is vaslly unrecognised and untreated.
Depression is wsually mild to modemie and at fimes, cccurs prior to
onsel of motor symploms  Depression Is more of an integrant part of
Parkinson's disease indicating that mood disturbances might be more
closely related 1o brain pathalogy. Inlerestingly encugh, bipolar meed
disorder seems o be rare in this population.




* (linicol features of depression in PD

£

Early loss of initiative
loss of salf esteem
Comorbid ponic attacks ond other symptoms of anxiety

Presence of depressive sympioms has been ossociared with
mare rapid deterioration of motor and cognitive functions,

Those with depression have mare physical disability as well,

The impact of depression in PD is significant as it leads 1o a

l\L poores gquality of life,

P
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* Types of depression

About one holl of PD patients suffers from depression that fullills DSA
criteria for mojor depression while the other halt had minor depression or

éyﬁhymiu

There are some clinicol difference between depression suffered by
patients with Porkinson's disease and primary depressive disorder

Primary deprassive

dizorder

Bl Eicessive guil |

PRl Self bloming |

Depression in Parkinson's
diseasa

High levels of dysphoria

Anixiaty

tQl Poychofic features |

Passimism

'Sl Complesed suicide ‘

|ritability and svicidal ideation
but no completed suicide

/

poge 5 5




= Risk factors for depression in patients with PD include: : * Treatment of depression in Parkinson’s disease

f/- Female gender ™ : = Antidepressant used in reating depression in PD include )
- previous hiskory of depression ' - Trieyclic antidepressant {TCA's)
- bradykinesia : - Spacific seratanin reuptoke inhibitor {S5R1's]
- greater furetional disabiliy . \ MoncamineOxidase |nhibitor (MACH) >
- earlier age of onset of FD |
TCA's can warsen oulonomic disturbances such as postural hypotension,

|\- greater degree of left brain invalvement __./

S5Rls hove shown some worsening of motor symploms in PD such as off
time and fremor.

MAOH type B inhibior (Selegiline) has been shown 1o hove some
antidepressant efects as well os Improvement In the parkinsonism
symptams. But it has only medest anfidepressant effects.
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* Non pharmacalogical Treatment of depression in PD

Electroconvulsive therapy

Uniloteral ECT twice weekly is recommended lor Parkinson's disease
pafients who ore refractory o antfidepressant reatment. Bilareral ECT |3
Hmes a wesk hos been associoted with a higher risk of developing
delirium.

It delirium develops post ECT, reducing dopaminergic therapies just
pricr fo subsequent ECT's moybe required.
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DEMENTIA fCOGNITIVE IMPAIRMENT IMN PARKINSON'S DISEASE

The development of dementia in Porkinson's disease (PD)] is associated
with increosed mortolity and morbidity. The prevalence of Parkinson's

disecse dementio (PDD] among hose whe subler from PD s obaout 30
percent o 40 percent

The risk of dementia in PD patients increases in the following clinical
situahion;

| Porkinson's disease developing late in life ie., alter the oge of &0
years among those having okinelic-rigid syndrome as opposed 1o PO
patients with the kemardominant forms,

those who have postural instebility and gait disturbances.
symmetricol disense presentation

poor 1o moderare response fo dopaminergic meatment.

also increases as PD progressas,

presence of a major depressive disorder..

=
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Meurochemical deficits aisociated with PDD Clinical features of PDD

When dementio sefs in there is confused thinking, severe memory

There is degeneration of nigral dopaminergic neurons resulting in striatol
dyshunction ond profound behavioral changes.

dup:jmlnerg'rc deficit thot resulls in intellectual impuirrnenh

Other features of FDD:
f_

- Flucuation in cognition and alemness N

Severe corfical cholinergic deficits and neuronal loss in the Nudeus

Basalis of Meynert is also noted in PDD parients.

There are also serctogenic deficits, which couse depressive disorder

while noradrenergic deficits moy couse impaired attention. memory impairment - daficits in new infarmation learing

- Impairment In executive functians - disability In organizing
visuospatial dysfunction

personality chonges and viswal hallucinotions - abow A0
percent af patients

- depression

e @1
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Diagnosis and management

When PDD is the provisional diagnosis, go through e patient’s history
o exclude Dementia of lewy Body [DIB). DIB and PDD share clinicol
phenomenalogy but difer in spatial and femporal evolution of the
disense process,

Fluciuotions in cognition and alenness are present in POD bu i is
imporant to differentiate them from delifum due to drug roxicity and
ather cormarbidities, which con coexist in patients with PD. Exclude a
diognosis ot delirium before Forkinson's Disease dementio patients ore
rected with medications.

Drug treatment of Parkinson's disease dementio

Cholinesterase inhibitor is recommended once POD is diognosed.
Rivastigmine can be inifiated as 1.5mg bd and firated up 1o 3 mg afer
A weeks.
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DRUG INDUCED PSYCHOSIS

Drug induced psychosis is seen in managing Parkinson's disease and ir
passes 05 0 major theropeutic chollenges,

® Drug induced psychosis can be seen in monatheropy with levedopa
and it becomes a challenging rask mying to balonce bemween
ochieving odeguate molor symploms os well as reducing the
amarging psy-:hnﬁc Symphoms.

® The frequency of drug induced psychosis increase as the disease
progresses as well as if there is cognitive impairmen,

® The frequency If higher with dopomine ogonist theropy compared
with lavodopo monatheropy.

. F'srrrchl;ﬂl'cs symploms con accur In potients with parkinson’s diseqase
in the following:

Arything lo couse delirium, Le. conrect dehydration and any Infection,
review Polypharmacy, ond drugs that are gluitamate anfogenist ard
MACEA drugs like Amaniodine and Selegiline.




Antipsychotics drugs like Clozopine ond GQuetiopine dugs should be
added.

Clozapine

12.5 mg and fitated up 1o a dose of 50 mg dally. The increcse can be
done ofter a wesk. The Parkinson's diseose motor symploms is not
knowen fo become worse while on this medication

Weekly total white monitoring should be done for 18 weeks and then
monthby.

Anticholinergic efects in this medication can couse worsening of the
cognitive function

Quatiapine

Fairly sofe with its low Extrapyromidol side effects.

Start with o low dose of 12 5 mg nocte and con be fitated up o
G00mg daily.

Surgical treatment for PD

Currently, functional surgary is occepled oz an essential par of the
management of PO,

Al present the procedures avallable are ablative surgery (or lesioning),
chiafly pallidotomy and thalameotomy, and neuromodulation |Deep
Brain Stimulation,/” DRS],
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Benefits of brain surgery

* improvemeant in motor score of Unitied Porkinson's Disease Rating
Scale [UFDRS | during "on” and “off* pericd,

* reduction in dyskinesia, improvement in aclivifies of daily living
|ADL.

Selection of patients lor brain surgery

The patients should hove cocfimed FD ond  must  be
levodoparesponsive.  They should be demonstrated, after adequare
rical af theropy, to be medically refraciary, e, hove “onolf” Hucuations,
savers iImmobility, and /or levodopa-induced dyskinesia.

The following are exclusion criterios Parkinsonism-plus syndromes,
sacondary  parkinsonism, dementia, concomitant sericus medical
corditions, cordioc pocemokers, MR imoging evidence of other
inracranial disease, severe depression and peychosis that ara not
coused by drug treatment,




What are the prediciors of good response to brain surgery®

* wounger oge of onset of PD, presence of dyskinesia maorked
levedoperesponsiveness (> 33% reduction in the moter score o :
UPCRS). i
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When should brain surgery be considered?

» advanced stage of PD [Hoehn & Yahr Stage I} with disabling motor
complications (especially dyskinesial cousing impaired ADL, despite
aptimal medical management,

* however, there is no minimum durarion of disease that precludes
surgery because degree of disability s rather subjective as it

depends on an individuol's circumstances.

The final decision should be joinly made by aher ossessment by
Meurologists and Meurosurgeons who hove experience in brain surgery
For PD,




What are the complicationrates of brain surgery? Which is the preferred type of brain surgery?

o About 2-5% (stroke, stimulotiondinduced symptoms e.g.dysarthria, : ® DBS is the broin surgery of choice becouse it con be caried out an
dysaesthesia), electrode frachure and infection), Risk of haemarhage . bilaterally with minimal risk ond the side effects |dysoesthesia,
is somewhat higher in lesioning. ! chysarhria) are reversible. In contrast, the side effects of pallidotomy

ore imeversible. In terms of cosl, DBS is morna expensive and requires
pariodic replocement of the implanted pulse generator (IPG]. Hence,
the lower risk of complications has 1o be balanced agoinst its higher
maintenance cost. These issues are particulordy compeiling lor poorer
ond oldar patients.
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