XXIV NMMC & 10™ NPCF - September 11™-14™ 2016, Perugia (Italy)

——
I_._.-r -"1__.

XXIV National Meeting In
 Medicinal Chemts’rry

10" Young Medicmcll NP m
Chemisis' Sympaosium — |
Nuove prospettive in Chimica Farmaceutica

Perugia, HEICRCION
Sep’rember - 14 20 b

Abstract eBook




XXIV NMMC & 10™ NPCF - September 11™-14™ 2016, Perugia (Italy)

With the Patronage of:

e [ Dot I
e H odt H e
B Ll ]

Regione Umbria

Comune di Perugia

CAPITALE
ITALIANA DE|

GIOVANI

PERUGIA 2016

EFMC

European Federation

for Medicinal Chemistry

Sponsored by:

CHEMMEDCHEM

CHEMMEDCHEM

WILEY-VCH

Bili

TECHNOLOGIES

(v
(/% Er le e .Sfl[fl{r

VN
Discover{ |[Highbntmn
VWREY’

We Enable Science

/{\P Anton Paar

Ophen_omenex‘

Intercept rl

_
Biotage

RSN

sul ioni informatiche

SUHNRUVUDINGER. .

TEE

L

{o
le
\e

L




XXIV NMMC & 10™ NPCF - September 11™-14™ 2016, Perugia (Italy)

XXIV' National Meeting in /g;“
Medicinal Chemistry fiaz

10" Young Medicinal

Perugia, Hotel Gio: i~
September 11-14, 2016 -

Chemists’ Symposiq

Main topics

Cancer

Cardiovascular Diseases

Central Nervous System Diseases
Infectious Diseases

Inflammation

Metabolic Diseases
Nutraceuticals

Other

Organizing Committee

Violetta Cecchetti (Chair, University of Perugia)
Benedetto Natalini (Chair, University of Perugia)
Maria Letizia Barreca (University of Perugia)
Emidio Camaioni (University of Perugia)

Andrea Carotti (University of Perugia)

Ersilia De Lorenzi (University of Pavia)

Daniele Donati (Nerviano Medical Sciences S.r.l.)
Antimo Gioiello (University of Perugia)

Antonio Macchiarulo (University of Perugia)
Giuseppe Manfroni (University of Perugia)
Maura Marinozzi (University of Perugia)

Serena Massari (University of Perugia)

Stefano Sabatini (University of Perugia)
Roccaldo Sardella (University of Perugia)

Oriana Tabarrini (University of Perugia)

Sub-topics

ADMET

Biophysics and Analytics in Drug Discovery
Computer Aided Methods

Drug Delivery

Drug Design

Epigenetics

Pharmaceutical Analysis

Pharmaceutical Biotechnology

Synthetic Methods and Strategies

Scientific Committee

Girolamo Cirrincione(Chair, University of Palermo)

Cosimo DamianoAltomare (University of Bari)
Tiziano Bandiera(ltalian Institute of Technology)
Violetta Cecchetti (University of Perugia)
Federico Corelli(University of Siena)

Sandro Cosconati(Second University of Naples)
Gabriele Costantino(University of Parma)
Federico Da Settimo (University of Pisa)

Ersilia De Lorenzi(University of Pavia)

Daniele Donati(Nerviano Medical Sciences S.r.1.)
Benedetto Natalini (University of Perugia)

Maurizio Recanatini(University of Bologna)



XXIV NMMC & 10™ NPCF - September 11™-14™ 2016, Perugia (Italy)

Abstracts



XXIV NMMC & 10" NPCF - September 11"-14™ 2016, Perugia (Italy)

PC-114

DIHYDROQUINAZOLINEBENZYLAMIDES AS ACETYLCHOLINESTERASE AND
BUTYRYLCHOLINESTERASE INHIBITORS

Onnis, V.;% Balboni, G.;* Deplano, A.;* Demurtas, M.;% Buyn, J. S.;° Joo Mi Sohn;® Jae Yeol Lee, J. Y.;°
Catto, M.;° Pisani, L. and Carotti, A.

“Department of Life and Environmental Sciences, Unit of Medicinal, Pharmacological and Nutraceutical
Sciences, University of Cagliari, Via Ospedale 72, 09124, Cagliari, Italy; "Research Institute for Basic
Sciences and Department of Chemistry, College of Sciences, Kyung Hee University, Seoul 130-701, Republic
of Korea; “Department of Pharmacy-Drug Sciences, University of Bari, Via E. Orabona 4, 70125 Bari, Italy.
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Alzheimer's disease (AD) is a neurodegenerative disorder causing dementia with no cure nor means for
definitive diagnosis during life. The decline of cognition during AD is attributed to the progressive loss of
cholinergic neurons and therefore to a deficit of acetylcholine (ACh). The acetylcholinesterase (AChE), like
the related butyrylcholinesterase (BChE), co-regulates metabolism of ACh. Therefore, inhibition of these
enzymes can compensate the lack of ACh and in consequence improve cognitive abilities. Although the
role of BChE for ACh hydrolysis in healthy brain is only of minor impact, there is strong evidence that in
AD brain BChE activity rises, while AChE remains unchanged or declines." Furthermore in AD,
cholinesterases are found in association with B-amyloid plaques, particularly in the cerebral cortex.
Accordingly, the design of dual and hybrid cholinesterase inhibitors as potential drugs for the treatment
of AD and their development are of high therapeutic importance.?

Here we report the identification and pharmacological characterization of a new class of dual AChE -
BChE inhibitors endowed with dihydroquinazoline structure (Figure 1).2

Figure 1, Dihydroquinazoline benzylamide AChE — BChE inhibitors
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