Describe the pharmacological
approach for treatment of Parkisonism

Detail on the pharmacokietic aspects
and pharmacodynamic effects of
drugs used to treat Parkisonism
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Dyskinesias |
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Orthostatic hypotension

Cardiac arrhythmias |

NS ADRs

ivid dreams, delusions,
allucinations, confusion and
leep disturbances




CONTRAINDICATIONS

Nonselective MAO inhibitors
phenelzine, tranylcypromine)

Pyridoxine

Adrenomimetic amines

fardiac arrhythmias or
ecent cardiac infarction

Proteins ingested with meals|

Diminished effecit due
fTo increased peripheral
metabolism

Pyridoxine

Hypertfensive crisis due
To iNncreased catechh olamines
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DOPAMINE RECEPTOR AGONISTS

tong duration of action ,IESS ||ke|y to e——e Levodopa + benserazide + selegiline
cause dyskinesias than levodopa 0—o0 Bromocriptine

m—a& Levodopa + benserazide

s monotherapy, they are less
ffective than lev

ombined with levodopa in advanced
tages —clinical improvement

J/levodopa dosage needs S N S A

Number of months since entry

®
—
o
o
w
2
o
©
R,
©
£
®
o)
c
©
£
O




CLASSIFICATION

RGOT | bromocriptine, pergolide [
ERIVATIVES




bsorbed to a variable extent from the GIT ; peak plasma

vels are reached within 1-2 hours after an oral :

Excreted in the bile and feces.
ADRS

Postural hypotension, nausea, somnolence |

Confusion, hallucinations, delusiond
Dyskinesias____________|
Used for hyperprolactinemia__|

Used for hyperprolactinemia




CONTRAINDICATIONS

History of psychotic illness

Recent mvocardial infarction

Active peptic ulceration |

est avoided in patients with

eripheral vascular disease




PRAMIPEXOLE

referential affinity for the D3 family of receptors

n approximately 2 hours, excreted largely unchanged
n the urine

Fapidly absorbed, reaching peak plasma concentration

Renal insufficiency may necessitate dosage adjustment




AMANT ADINE

Modest effectiveness |

Useful in the early stages of parkinsonism or as an o '
adjunct to levodopa thera Bf  vedoiticulanss

Affects dopamine release and reuptake,
antagonist at muscarinic and NMDA rece

t2=2-4h, most of the drug being excreted unchanged
in the urine ‘




Anticholinergics

In patients with a history of seizures or heart failure




SELEGILINE |

An irreversible inhibitor of MAO-B |

Elockade of dopamine metabolism makes more
opamine available for stimulation of its receptors.

@s monotherapy, may be effective in the newly |

lagnosed patient

n later-stage, it is used in conjunction with
evodopa-carbidopa - reduces levodopa dosage
equirements

lfl\/linimize or delay the onset of dyskinesias and motor
luctuations that accompany treatment with levodopa
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>t slows the progression of the disease by  the
ormation of toxic free radicals produced during

he metabolism of dopamine
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ANTICHOLINERGIC DRUGS |

Efﬁcacy is due to blockade of muscarinic receptors in the
triatum

ﬁ\//odest efficacy, used during the early stages of
he disease or as an adjunct to levodopa

rnticholinergics can provide benefit in drug-
nduced parkinsonism

.g. Benztropine, Trihexyphenidyl.




oia, dry mouth, urinary retention, and constioationl

Eonfusion, delirium, and hallucinations may occur at
igher doses

rihexyphenidyl may cause withdrawal symptoms in
ients receiving lar

CLINICAL CONTROVERSY

Some clinicians are concerned with possible long-term risks
(motor fluctuations) of 1-dopa and will delay or avoid its use
even though it iIs more effective than other medications cur-
rently available. Others believe that motor fluctuations are a
consequence of disease severity and progression rather than
due to L-dopa itself. Individualized considerations of a pa-
tient’s disability should guide all interventions for IPD.
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M. S. is a 60-year old architect who designs buildings. His  [ixume " L NERR
drawings are very detailed and they must be drawn to a " 4 "
specific scale. During the past month he has developed a
slight tremor in his right hand that causes some
embarrassment but does not interfere with function. He has,
however, noticed that his writing and drawing have gotten
much smaller, causing problems with his work. His primary
care physician has referred him to a neurologist for evaluation. §
On examination, the neurologist notes some motor rigidity in
the right arm. He also observes a slight slowing in the
patient’s walk and a reduction in the swing of his arms as he
walks. What is the diagnosis, and how should the patient be
treated?




Great caution must be exercised in the use of
this drug in parkinsonian patients who have
prostatic hypertrophy :-

(A) Benztropine
(B) Carbidopa

(C) Levodopa

(D) Bromocriptine
(E) Selegiline




A drug that is used in the treatment of
parkinsonism and will also attenuate
reversible extrapyramidal side effects of
neuroleptics is

(A) Amantadine
(B) Levodopa
(C) Pergolide
(D) Selegiline

(E) Trihexyphenidyl




