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Parkinson’s/disease/(PD)/is/a/progressive/neurodegenera-ve/disorder/characterized/
by/both/motor/and/cogni-ve/dysfunc-ons.1/Different/pathways/are/ implicated/ in/
the/development/of/PD/and/recently/a/few/compounds/demonstrated/a/promising/
profile/as/an-GPD/agents:/
/
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We/ decided/ to/ develop/ new' diversityIoriented' synthesis'
around' key' pharmacophore' hydrazone' ' and' benzofuran'
fragments'for/the/discovery/of/novel/an-GParkinson’s/agents./////

! VERSATILE,/star-ng/from/commercially/available/reagents/

!  FASTER' than' the' common' procedures,5,6/ using/ the/
microwave/irradia-on/

!  PRACTICAL,/combining/the/advantages/of/mul-step/protocols/
(high/ chemical/ diversity)/ and/ mul-component/ reac-ons/
(atomG/and//costGefficiency)./

IntroducRon' Aim'of'the'work'

Synthesis'of'heteroaryl'hydrazone'derivaRves'
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Compound' Ketone/Aldehyde' Heteroaryl'chloride' Product'(Yield=26I49%)'
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Synthesis'of'benzofuran'derivaRves'
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Conclusions' References'

We/ report/ the/ development/ of' new'MCR'approaches' for/ the/ rapid/ synthesis/ of/
highly/ func-onalized/heteroaryl'hydrazone'and'benzofuran'derivaRves,/ that/are/
considered/privileged'scaffold'in'the'treatment'of'Parkinson’s'disease.//
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OneIpot'oneIstep'protocol/

Ist'STEP:/ProlineGcatalysed/conversion/of/ketone/or/aldehyde/into/the/corresponding/hydrazone;/
IInd'STEP:''PdGcatalysed/amina-on/of/the/heteroaryl/chloride.'

N N
H
N R6

R5

R4
R3

R2

R1

LRRK2'

mGluR4'
A2A'

O

R5
O

HN R6
R1

R2

R3
R4

•  Benzy l idene/ hydraz iny l G3Gmethy lqu inazo l ine/
compounds'as/potent/posi-ve/allosteric/modulators/of/
metabotropic'receptor'subtype'4'(mGluR4);2/

•  2G(2GArylidenehydrazinyl)quinlone/deriva-ves/targe-ng/
the/cataly-c/domain/of/leucineIrich'repeat'kinase'2'
(LRRK2);3/

•  BenzofuranG2Gcarboxamide/ compounds/ as/ selec-ve/
antagonists/of/adenosine'A2A'receptors.4/

This/ pharmacophore' fragment' decoraRon' approach' could/ be/
considered/as/a/good/compromise/between/a/targetGbased/and/a/
phenotypic/'drug/discovery/approach./


