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Idiopathic parkinsonism
Secondary parkinsonism
Atypical parkinsonism

Parkinsonism plus
syndrome

Young onset parkinson’s
disease

Juvenile parkinsonism
syndrome
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HiBLI[E= 1 & i S 2

Amitriptyline = &l 3 tricyclic antidepressants
Carbamazepine

Chlopromazine- &l fsphenothiazines
Chlorprothixené~thiothixene

Haloperidol~ &l f9butyrophenones

Methyldopa

Metoclopramide

MPTP (1-methyk4-plenyl-1- 2 ~ 3 ~ 6-Tetrahydropyridine)
Reserpine
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pulﬁiﬁ?_ﬁfgigﬁﬁl (resting tremor’
T~ ARIEER (rigidity)
B [=2e (bradykinesia)

2 & ~ 1 i B (postural ([
instability)
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FVL” vz e (bradykinesia)
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Stage 1: unilateral
involvement; blank
facies; affected arm
in semiflexed position
with tremor: patient
leans to unaffected
side

Stage 2:

Stage 3: pronounced gait
disturbances and moderate
generalized disability;
postural instability with
tendency to fall

with early postural
shuffling gait with decre
excursion of

involve
chan:
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Stage 1: unilateral
involvement; blank
facies; affected arm
in semiflexed position
with tremor; patient
leans to unaffected
side

Stage 2: bilateral involve
with early postural chan
shuffling gait with decre
excursion of legs

Stage 3: pronounced gait
disturbances and moderate
generalized disability;
postural instability with
tendency to fall



Stage 5: complete invalidism:

patient confined to bed or chair;
cannot stand or walk even with
assistance

Stage 4: significant
disability; limited ambulation
with assistance
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Aromatic-L-amino-acid JJ_
decarboxylase

Tyrosine

Presynaptic
Terminal
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=Transporter

Effector
response

Postsynaptic
Terminal
Expressing either
D1 or D2 receptors
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Fig. 8.14 Wilson’s disease. Cavitation
discoloration of the putamen with lesser

changes in the caudate nucleus and globu.
pallidus.

P ER AE

Fig. 8.15 Wilson’s disease. The
Kayser—Fleischer ring.




Neuroacanthocytosis

AD or AR, movement disorder
(usually chorea) + acanthocyte6>3%)

S/S:Movement disorderschorea,
tics, dystonia, oromandicular
dyskinesia), demenita, seizures,
extrapyramidal features, psychiatric
symptoms, axonal neuropathy,
dysarthria, dysphagia

MRI. caudate and cerebral atrophy,
with abnormal signal in caudate and
lentiform Nu.



Diffuse Lewy body disease (DLBD) {724 Ei,%vﬁ
The prevalence of DLBD is about 30% of PD

Major: parkinsonism and congnitive symptoms
(dementia and psychosis): visual hallucinationapaid
delusions fluctuation of cognitive function, motor feature
of parkinsonism, rest tremor less frequent thalh

Minor: repeated falls, syncope, transient loss of
consciousnessieuroleptic sensitivity...

Treatment: newer atypical neuroleptics, very low dose
L-DOPA, donepezil, rivastigmine



Multiple System Atrophy % %l [~k

Definition: asporadic (nonfamilial), progressive adult-onset
disorder characterized by autonomic dysfunctionkipaonism,
and ataxia in any combination.

Shy-Drager syndrme, olivopontocerebellar atrophy,
striatonigral degerneration

Shy-Drager syndrome (SDS)
Parkinsonism associated wedlarly and profound autonomic

failure.
SDS often hagprominent corticospinal and cerebelir signs

In addition to parkinsonism.
Orthodstatic hypotension (OH)can be a feature of more
advanced IPDQ especially with the added hypotensive effect of

antiparkinsonian drugs.



Striatonigral degerneration (SND)

A sustained beneficial response is typicathy seenn SND
(becausgostsynapticstriatal degeneration parallels the loss of
substantia nigra neuronslPD is primarily a disorder dDA deficiency
with intact DA receptors, levodopa produces a robust clinical
response. When adequate doses of L-DA seem torwagfect on the
features of parskinonism, SND is suspected onadlrmgrounds.

Olivopontocerebellar atrophy (OPCA)

Only sporadic form of OPCAIs considered ta subtype of MSA,
hereditary casesare classified a8DCA.
OPCA is suspected in patients who habezebellar deficits (gait
ataxia, limb dysmetria) associated wathrticopspinal tract signsand
parkinsonism at presentation. In contrast to Sfysautonomiais
lesssymptomatically prominent.



Common Symptoms of PSP Compared with Those of IPD

Symptom PSP IPD
Bradykinesia o + +

Rigidity « axial > limb limb > axial
Gait disturbance e + +

Early falling e + -

Tremor o« 4+ +
Down-gaze paresis . + -

Eyelid apraxia ¢« + -

Emotional incontinence o + B}

Levodopa response o +/- +

Corticospinal tract signs  «  4/- -



RATELR G324 (™ (Corticobasal ganglia degeneration, CBGD)

It begins much like PD, withnilateral onset of rigidity
and bradykinesia. It progressed more rapidly than P
however, andemains strikingly unilateral or very
asymmetrical until later in the disease.

Motor apraxia (inability to execute simple motor tasks),
alien limb syndrome (inability to use the affected limbs for
meaningful tasks, the limb may move spontaneousi)
common feature in patients with CBGD.

The clinical syndrome of CBD may occasionaitycur
with other pathologies,such as Pick’s disease, PD,
Alzheimer’s disease, PSP, Cretzfeldt-Jakob disease.



Parkinsonism but not PD (other akinetic-rigidity

syndrome)

Down-gaze palsyP SP

Early falls: PSP, MSA

Prominent dysautonomia MSA

Corticospinal tract signs: PSP, MSA, or SCA

Cerebellar ataxia: MSA, SCA

Early dementia: Alzheimer’s disease, or diffuse Lewy body
disease
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— Transplantation: fetus tissue
— Neurotrophic factors: GDNF
— Stem cell
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Levodopa/DDGI [ Iji[{ 345 PD 1@{‘:&?“‘@*%1’1
L-D/Benzerazide

Modopa 125mg

Madopa HBS 125mg

Madopa 250mg
Madopa 250mg

s  L-D/Carbidopa 125mg

5., Sinemet250mg

Bl Sinemet CR 250mg
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R Motor Complication (0]
M= |L-dopa - Motor Fluctuation ¢ & yidisabling
- Dyskinesia 25%»@@ RUE) g};zﬁn&
[\ I\ Non-Motor Complication
Honeymoon Complication d(égﬂgé
period period perlod
U 5 12 15 years
) 20% p’t have history |
T g
Onset Death
40~45% survival

Tanner CM et al JAMA. 1999: 281:3412-34¢;, Uitti RJ etal. Neurology. 1993: 43: 1915-1926.



L-dopa

Noncompliancel
Delay NG
MAOB gldona into
P stomach
iSelegiline il Food
COMT p ——— . :
Protein] & | iCarbidopai
i Entacaponet =3
sElbaapone U Delay C =
Lzlrtgla-l 2 into small on\ﬁ;smn
posssoccass ar:|1§1uu r:dd E' Dumping | L1ntestine dopamine
iCarbadopa transport 1 syndrome
Co “iimi on Malabsorption \
dopamine
Conversion
to other
metabolites
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R34 PD 134 PD

D skinesia F%

EIE T F- Akinesi
——
4 6
[ il (hr)
RIS AR S =~ Y T SR e TR SR fef] (20
B RS (S RS Al I Dyskinesia %E}ﬂ?}?ﬁ Bh LTl

“On-dyskinesias ” (On time is assodated with dyskinesias
“Biphasic dyskinesias”

On-Off (g Ay A1 EF

Obeso JA, Linazasoro G, Gorospe A, et al. Complications associated with chronic levodopa thexapy in PD. In: Olanow CW,
Obeso JA, eds. Beyond the decade of the brain, Vol 2: Dopamine agonists in early PD. Kent, England: Wells Medical Limited; 1997:11-35.
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Familial Adult-Onset Spinocerebellar
Degeneration (SCA)

It appears withmultiple system involvement

Pyramidal, extrapyradmidal, and bulbar
dysfunction resulting in spasticity, dystonia,
parkinsonism, dysphagia, dysarthria, and
ophthalmoparesis are common. Dementia, optic
atrophy, and retinal degeneration can occur.



Striatopallidal dental calcinosis (SPDC)

Parkinsonism (promientnt rigidity), choreoathetosis,

dystonia, tremor, ataxia, and dementia may present.
Hypothyroidism (idiopathic or acquired) or

pseudohypoparathyroidisin



Core Clinical Features of the Corticobasal
Degeneration Syndrome

PARA syndrome

Progressive course

Asymmetrical occurrence(typically starts in one
limb)

Rigidity

Apraxia (disordered motor programming)



Clinical features of CBD
Core findings

Other common findings

Focal or asymmetrical appendicutirstonia (esp. U/E)myoclonus(often
stimulus-sensitive, esp. U/E), postural, or actremor (esp. U/E)

Alien limb phenomenon
Cortical sensory loss
Mirror movements
Lack of L-DOPA response
Infreque nt, relatively mild, or late findings

Aphasia, frontal lobe signs, appendicular ataxibeoinvoluntary
movementgchorea, blephaarospam)dysphagia

Variable findings
— Dysarthria or apraxia of speech
— Oculomotor impairment of apraxia of eyelid movements
— Corticospinal tract signs
— Postural instabiltiy



Genetics of familial parkison disease

1. Alpha-synuclein gene: 1996, synpatic protein
alpha-synuclein in sporadic, AD PD, and Lewy
body disease.

2. Parkin gene: discovered in 1998, 12 exons, 15 Mb,
parkin protein of 465 aa, AR PD, ubiquitin
pathway



