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INTRODUCTION

Aggregation of mis-folded proteins is a feature common to many neurodegenerative diseases.
Parkinson’s Disease is a progressive movement disorder which is characterized neuropathologically by
the presence of intraneuronal Lewy Bodies (LB) and Lewy Neurites (LN). Mis-folded and aggregated
alpha-synuclein (fibrillar alpha synuclein) is major component of LB’s and LN’s. Synthetic alpha synuclein
fibrils (murine and human) are capable of ‘seeding’ and propagating alpha synuclein pathology in both
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RESULTS

Figure 1: Coordination Deficits are Witnessed as Early as 15 days Post-injection of Synthetic Human

PFF’s Utilizing the Tapered Balance Beam Assay.
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Figure 3: A Reduction in Average Hang-Time is Witnessed in Mice Injected
with Synthetic Human PFF’s 30 days Post-Injection
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Three cohorts, with each cohort consisting of a-syn PFF injected, PBS injected and untreated mice (n= 14 per treatment; total
n=42 per cohort) underwent a battery of behavioral tests at either, 15 days, 30 days or 90 days post-injection of a-syn PFF’s.

> Open Field: Locomotor activity was measured over a 30 minute interval in a Plexiglas square chamber (27.3 x 27.3 x
20.3cm with 16 x 16 x 16 infrared photobeam sources (Med Associates Inc., St Albans, VT). Horizontal activity (distance
traveled) and Vertical activity (rearing) were measured by consecutive beam breaks.
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>Grip Strength: Forelimb and Hindlimb grip strength were measured using Chatillon DFE digital force gauges attached to
8x8cm square mesh grips (hindlimb mesh grip was angled to 45°). Mice underwent five trials with an inter-trial interval of 7-
20secs.

» Wire Hang: The four limb hanging test (SOP: DMD_M.2.1.005) from the TREAT-NMD Neuromuscular network was
employed. Briefly, mice were placed on top of a steel grid cage lid which was then inverted over a 35cm high circular Plexiglas
cylinder. Mice were allowed to grip the steel grid for as long as possible with no maximum testing time cut-off. Mice were

» No differences in turn latency or traverse latency where detected at any time-point.

»As expected from an injection of synthetic human PFF’s in the right dorsal neostriatum the
most significant deficits in foot-slips are withessed in the contralateral hindlimb — the Left Hind
Paw

Figure 2: Mice Injected with Synthetic Human PFF’s Demonstrate Impaired Turn Latency and
Commit more Errors During the Pole Test 15days Post-Injection
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DISCUSSION

Challenging Motor Tasks Reveal Early Deficits in Co-ordination and Static
Muscle Strength Post-Injection of Human Synthetic PFF’s in WT Mice.

v’ Injections of synthetic human alpha synuclein PFF’'s do not impair normal
ambulatory activity as measured in Open Field or tensile muscle strength in a
non-challenging test such as Grip Strength analysis.

v’ Injections of synthetic human alpha synuclein PFF’s did not induce deficits in
gross motor function at early time-points post-injection as measured by Rotarod.
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