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Role of LRRK2 in Parkinson’s disease Our optimized one-pot two-step protocol
The best results were obtained dividing the reaction in two consecutive steps, in the
_ _ _ _ same reaction vessel according to the following procedure:
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\i - STEP I: MW-assisted conversion of aldehydes or ketones into the corresponding
hydrazones, catalysed by L-Proline;
STEP Il: MW-assisted Pd-catalysed amination of heteroaryl chlorides.
Background Entry Ketone/Aldehyde Heteroaryl chloride  Product (Yield=30-50%)

A few (E)-2-(2-Arylidenehydrazinyl)quinolone derivatives
have been recently reported as selective LRRK2 inhibitors,
targeting the catalytic site (Hit-1, IC.,= 4.1 uM).?
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Classical synthesis of heteroaryl-hydrazones

Conclusions and future perspectives
Hydrazone derivatives represent an important class of biologically active '

compounds. The classical multistep approaches (A and the less explored B) for the We report the development of a new versatile chemical tool for the rapid
synthesis of substituted heteroaryl-hydrazones require long reaction times and identification of novel LRRK2-targeting scaffolds as potential anti-Parkinson’s agents.
multiple purifications.*> Each new compound can be obtained in only 30 minutes with acceptable yields.

The enzymatic screening of the synthesized compounds is ongoing.

R N n . " . The biological results will guide the rational synthesis of improved heteroaryl-
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