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Galantamine - alkaloid Rivastigmine - designed from the lead
from Galanthus and Lycoris sp. =~ compound of natural AChEI alkaloid,
physostigmine

Donepezil — synthetic drug Huperizin A - natural compound from

Chinese plant Huperzia serrate;
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drug in China, dietary suppleme
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To discover new dual-site binding AChEIs as multi-target agents
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GAL - ZINC DB HITS HYBRIDS

A

DESIGN

A 4

BBB PERMEABILITY

A

DOCKING

A 4

CMPND SELECTION

MD SIMULATION SYNTHESIS

NEUROTOXICITY

AChE ACTIVITY ° e

18 Likers + 180 Ar fragments

1220 designed compounds

Step 1: 1 filter via SwissADME - 381 passed it

http://www.swissadme.ch

Step 2: 8 filters via BBB Predictor — 199 passed them
https://www.cbligand.org/BBB/predictor.php

Previously optimized and validated protocol —

Atanasova et al. Mol Inf, 2015;34:394-403.

Atanasova et al. Bioorg Med Chem, 2015;23:5382-5389.
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g Likers + 8 Ar fragments

72 designed compounds
11 filters: g filters for BBB permeability
GIT permeability + PAINS filters

44 compounds passed all tests

Previously optimized and validated protocol -
Atanasova et al. Mol Inf, 2015;34:394-403.
Atanasova et al. Bioorg Med Chem, 2015;23:5382-5389.
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PEMMOHAJIHO PA3BUTUE WHTEAUTEHTEH PACTEX
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GAL -CU Hybrids =

HAYKA W OBPA30BAHVE 3A
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4b, p.o. 49
GAL, i.p. 10
GAL, p.o. 15-45 (med. 30)

CU, p.-o. > 2000

4b 2.5(2/20 LD,)
4b 5(1/10 LD,)
GAL 3 (1/10 LD50)

CuU 25 (1/10 LD50)

MOST ACTIVE & LOWEST TOXIC CMPND SELECTION
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