In vitro pharmacological profile of Compound A, a novel potent
and selective LRRK2 inhibitor
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Strong genetic evidence has validated Leucine-Rich Repeat
Kinase 2 (LRRK2) as a target of interest for Parkinson’s Disease, leading to the development of LRRK2 inhibitors as
potential therapeutic approach. Among them, Compound A has recently been selected as a potent and selective LRRK2
inhibitor. This poster presents the in vitro pharmacological profile of Compound A.

Please see the accompanying poster for Compound A in vivo profile.

Strong affinity for LRRK?2 Comparable inhibition on different
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The In vitro activity of Compound A was measured in human A549, rat C6 and mouse 3T3 cells using
phosphorylated Enzyme Linked Immunosorbent Assay (ELISA) (pSer935-LRRK2). pSer935-LRRK2 is
phosphorylated form of LRRK2 which is reduced following LRRK2 kinase inhibition and is commonly used

in vitro as well as in vivo as a marker of LRRK2 target engagement (Reynolds et al., 2014*; Rideout et al., --- ----
2020%). Following treatment with Compound A, pSer935-LRRK2 levels were reduced in human A549, rat C6 il ALY el HLERET | CEies
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and mouse 3T3 cells. ICey 19nM  32nM IC,, 32nM  28nM  51nM
* Reynolds A et_al.v(24014) LRRK2 kinase activity and biology are not uniformly predicted by its autophosphorylation and cellular phosphorylation site status. Front.
ylg:sgét‘tel:rloz‘t:lél.?gozo) The current state-of-the art of LRRK2-based biomarker assay developmentin Parkinson’s disease. Front. Molec. Neurosci. 14:865 -
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High selectivity for LRRK2 CONCLUSION
Selectivity towards other kinases was assessed using cell-free (full profiling on 413 kinases via binding i i 1
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it 2 100 fold on 2100 fold on 2100 fold on 2 4000 fold on of Compound A in vivo with a similar nM activity in rat, mice
LRRK2 96.5% on the 100% on the 100% on the 100% on the . . .
panel of 413 panel of kinases & panel of kinases & panel of 113 and non-human prlmate brain (See accompanying pOSter).
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