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Whats a-synuclein2ge
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cells, normally cleared by autophagy.

PATHOGENESIS
/
1\} ® Alpha-synuclein is a protein which is abundant in dopamine producing nerve d

O ® In Parkinson’s alpha-synuclein mis-folds and aggregates into clumps
called Lewy Bodies, due to failed clearance caused by defects in autophagy

& lysosomal degradation.

Alpha-synuclein Alpha-synuciein Alpha-synuclein
monomes oligomer protofibril cligome:




® loss of postt oical clinical symptoms
Of PD

® poor balance and motor coordination.
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Parkinson’s disease patient

Healthy patient
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* Usually progres: er an average 15 years.




y injurious.




® Presymptomatic phase

® Diagnostic phase:

 and dystonia

disturbance, imbalance

‘/Cogni’rive dysfunction: - impairment

Neuropsychiatric: depression and suicidal ideation
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oss of motor function,

death, usually due to respiratory

failure




® Death of anterior ho , oss of innervation causes

atrophy of skeletal muscles.
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® Fasciculations




and eventually coma.

v/ Certain vitamin deficiency: B12, thiamine.




Common in chronic alco e deficiency
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* Korsakoff syndro

4 profound anterograde amnesia and temporally graded retrograde amnesia with

confabulation

%







" Impaired ¢ : pernicious anemia /

—

atrophic gastritis.
® Clinical features

" Progressive sensory abnormalities, ascending paresthesia's, weakness, ataxia, loss of
/sphincter control and gait impairment
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