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Demonstration that pigmented neurons

in the substantia nigra are partcutarty

Demonstration that vulnerable to degeneration in FD
intravenous injection of

L-DOPA has anti-PD effects | Report of marked parkinsonism
EEEssses——’ | improvement with large oral
doses of oL-DOPA

First suggestion that the substantia
ni;ra could be the site of
pathology

An Essay on the

First neurosurgical intervention
of the basal ganglia to treat PD

Demonstration that

Shaking Palsy is Recognition of Demaonstration of dopamine low oral doses of First attempt at
published by post-encephalitic in the brain by histochemical L-DOPA in humans cell-based therapy
James Parkinson parkinsonism methods have anti-PD effects for humans with PD
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The shaking palsy is |l First description J First description of Evidence of the Demonstration that First description
renamed PD of Lewy bodies neuropathological striatal dopamine mechanical lesions of the of microgliosis in
changes in the deficiency in PD striatum cause a loss of the substantia
substantia nigra in PD dopamine in the substantia nigra in PD
nigra and vice versa

Reserpine is reported to reduce
motor activity in animals, which was Report of the ALS-PD-dementia Report of a group of drug users
reversed by L-DOPA complex of Guam who developed acute parkinson-

ism after MPTP exposure
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Introduction of the direct and
indirect pathway model of the

Demonstration of efficient

engraftment of, and motor deficit
reversal by, dopaminergic neurons

basal ganglia circuitry

Deep brain
TS o the
subthalamic
nucleus becomes
effective for the
treatment of PD

Mutations in
SNCA identified as
the first genetic
causes of PD

1989 1990 1995 1996

First randomized,
double-blind
clinical trial of
glial cell-derived
neurotrophic
factor for the

Reversal of
experimental
parkinsonism by
lesions of the
subthalamic
nucleus

I treatment of PD

o-Synuclein found to be the
main component of Lewy bodies

Complex | deficit
detected in PD

brains

Serge Przedborski, 2017

First double-blind controlled
trial of a cell-based therapy in PD

1997 1998 2001 2003 2004

derived from human embryonic

Demonstration that the direct and
indirect pathways are not
alternatively but concomitantly
active to modulate motor function

stem cells in an animal model of PD 4 Report suggests that the
cell surface molecule
Parkin—PINK1 First phase | LAG3 is a key factor in
Multiplication reported to clinical trial for the initiation of
of SNCA found regulate immunotherapy a-synuclein cell-to-cell
to cause PD mitophagy in PD transmission

Y
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2014 2015 2016

GBA mutation identified

as a risk factor for PD of functional

dopaminergic
neurons from
mouse and

First suggestion of
cell-to-cell transmission
of ct.-synuc[em

Direct generation

human fibroblasts

Demonstration of
different
ot-synuclein strains
with differential
seeding and
pathology-inducing

Support found in living animals for the
alternatively active and thus opposite
actions (go versus no go) of the striatal
direct and indirect pathways

capacities
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Paotential role suggested
for the microbiome in PD

Demonstration of the usefulness of simple
organisms, such as yeasts, to screen for
molecular mechanisms of neurodegeneration
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