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Differences in  praperties of the nicotinic acetylcholine receptors (nAChRs) largely depend on their subunit composition. Recent high degree of complexity

studies indica ively implicated in some diseases in which nAChRs have been found to be modified. C““fe"e‘; by.tla different o and
non-o subunits.
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armacologically, it is very important to have drugs (agonists or antagonists) that selectively affect the
e the desired effect and minimize the unwanted effects. To achieve these goals, | designed and synthesized
ely activate a nAChR subtype:
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Involved in Involved in: AD (Alzheimer's disease), memory, learning,
Reference E attention, inflammatory diseases (diabetes, obesity, arthritis...)
Design and % ased drug design Reference compounds: PAMs type | (Genistein, 5-hydroxyindole)
Aims: to in a3b4 nAChR subtype Design and synthetic approaches: ligand-based and target-based drug design
Aims: to improve PAMs' activity and selectivity at the a7 nAChR subtype
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{in} 1) DIPEA, CH,C1, 0°C, 30 min; 2) MERSC), 07T, 30 min; {f] DRF/RA, WA, B5°C, Thy (T}, CHEL, Pyridine mmmmmmmﬁmmwmwlmm 78T {1hj—r & {12h]; ir} K0, Cul, D-profine,
{m) phemboronic acd, PR/ 1%, DAAE - Hy0 1:1; ) 14 By CH,CT, cry {351, TINHOL CHOL - MoOH  DIMSD, 100-120°C, 24-72h {57-80) or K,PO, Cadl, M "ch fnkuene dry, 110-120°C (1, 62); ) M Biir, CH,1,
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COMPOUND PHARMACOLOGICAL
NICOTINE | ANABASEINE mm:rgzmz 10 HCl 11 HCl 12 Hcl 13 HCl 14 Hcl 16 HCl 26 Hl 27 Hcl 28 Hl RESU LTS 0 F
[SH]E:?_T (M) as1 1760 (33) 107 (33) 155 (20) 108 (20) 48 (17) 29.8 (32) 194 (35) 80 (24) 70.8(30) | 77.2(33) | 474(37) AN E I N E D E R | VATIVES
[S"]E“i“_ﬁj (M) 11.1 182 (16) 66.8 (15) 1450 (37) | 2040(23) | 1770(21) | 5020(43) |32700(137) | 744(38) | 18800(91) | 11500 (62} | 3790 (44)
St Binding affinities of co ds 10-14, 16, 26-28 for nAChR
il -ng('[ri X, (nM) 1600 137 (47) 315 (43) 384 (53) 2370(57) 204 (44) 432 (37) | 2560(30) 821 (73) 343 (47) 394 (38) 113 (20) | subtypes: o3B4 (HEK 293 1), a4p2 (rat cortical
Seloctivi : membrane) and o7 (rat campal membrane).
03; " vs:prz 0.02 0.10 0.62 9.35 18.89 36.88 168.46 168.56 9.3 265.54 148.96 799.58 Receptors were labeled with [3H tidine (a3p4, 0.4P2)
— or with [*%l]a-bungarotoxin.
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