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OueHnBaemble NapamMeTpbl

* CenekTMBHOCTb aroHUCTA

*Cpoacteo K CB, peuentopam

* JOKCUMYHOCTb

* Bocnpon3BoaAMMOCTb U C/TIOXKHOCTb CUMHTE33

e loCcTyNHOCTb BeLecTB 1 06opyaoBaHUA
HeobxoanmbIX ANA CUHTE3a



prnnbl BewecCTB, nNpeacraB/idolme mMHTepec

*[TMpUMMNANHOBBLIE KAHHABUMMNMETUKN

* 13aTUHOBbIE KAHHABUMMMETUKMN

* beH304MOKCaHOBbIE KAHHABUMUMETUKN

° beH3MMMNAa30/10HOBbIE KAHHADUMUMETUKNK
e beH3MMAa30/1bHbIE KAHHABUMUNMETUKN



[TMpUMUAMHOBBLIE KAHHADUMUMETNKM

R1=Phenyl
R2=3-Cl

R1=0xan-4-yl

R2=2,3-Cl

CB, EC;,= 350 nM (paccuuT.)
CB, EC,,=80 nM

CF,
CB, EC.,= 30 nM ~ NZ"~ |
CB, EC., = 245 nM )%
NN
H

O R1=Cyclobutyl
R2=3-Cl
N~ R1 CB, EC, =132 nM
H CB, EC.,= 41 nM
R1=Phenyl
R2=2-OMe

CB, EC;; = 621 nM (paccuumT.)
CB, EC;,= 245 nM



[TupMmnaAnHOBbIE KAaHHADUMUMETUKN. CUHTES
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a — 1,4-anokcaHn; b — KOH, MeOH, reflux; c — R2-CH,-NH,, 1-ruapokcnbeH3oTpunason,
EDC, DMF



HVIpVII\/\VI,ﬂ,VlHOBbIe KAaHHaOUMUMETUKA

* [1ntoCbl K nOABNEHMUIO:
* CUHTE3 He TpebyeT NpeKypcopos;
e bonblioe pazHoobpa3ne BO3IMOKHbIX CTPYKTYP;
* HN3KaA CeneKkTMBHOCTD;

* MMHYCbI K NOABNEHMUIO:
* Chaboe cpoactso K CB, peuentopam;
* BbicOKaA TOKCUYHOCTD;
* CuHTe3 TpebyeT onpeaeneHHbIX HaBbIKOB;



MN3aTUHOBbLIE KAHHADUMUMETUKIA

R1=H

R2=Hexyl

R3=Phenyl

CB, EC,,=867,0%+ 1,1 nM
CB, EC,,=63,4%+1,3nM

R1=H

R2=Pentyl

R3=Phenyl

CB, EC,,=314,1+1,6 nM
CB, EC.,=240,0%£ 3,2 nM

R1

R1=H

R2=Cyclohexyl
R3=Phenyl

CB, EC,,=62,3+1,3 nM
CB, EC.,=9,8+ 1,1 nM

R1=H

R2=Hexyl

R3=1-Naphtyl

CB; EC.,= Not determined
CB, EC,=202,2+2,0 nM



MN3aTUHOBbLIE KAHHADUMUMETUKN. CUHTES
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a —NaH, DMF, RT, 2 yaca, 3atem R2-Br, RT, 12 yacos;
b —H,N-HN-(C=0)-R3, AcOH, EtOH, THF, RT, 12 yacos;



MN3aTUHOBbLIE KAHHADUMUMETUKIA

e [1nOCbl K NOABAEHUIO:

* [IlpoCcTOM CUHTE3, HE TPeObYIOLWMN NPEKYPCOPOB U NMYDOOKMX
NO3HaHUU B XUMWUMU;

e Cnabaa TOKCUYHOCTD;
* BbiCcOKOe CpOACTBO K CB, peuenTtopam Yy HEKOTOPbIX
coeguHeHuu;
* MMHYCbI K NOABNAEHUIO:
* BbicOKana cenekTnMBHOCTb K CB, peuenTtopam,;
* Manoe pa3sHoobpa3me BO3MOXKHbIX CTPYKTYP



BeH304M0oKCcaHOBble KAHHaDMMUMETUKM

o

R1=H R1=H

R2=Phenyl OHU\N/NVRZ R2=Thiophen-2-yl

CB; EC5p=146,8 £ 6,3 nM < H CB, EC.,=125,9 % 19,4 nM
CB, EC50=80,2 16,8 nM 0 1 CB, EC.,= 54,6 + 4,3 nM

R1=NO2
R2=3,5-di-tret-bytyl-4-hydroxyphenyl
CB, EC;,=86,4 + 8,5 nM

CB, EC,,=36,8+ 1,7 nM



beH30aMOKCaHOBbIE KaHHabMUmeTnKkn. CnHTEe3
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a —3 N KOH(aq), n-BuOH, RT, 3 yaca; b —1: 03/02, AcOH, 0 °C, 2: Zn/AcOH; c — HNO,, 20-25 °C,
0,54 (95%); d — I, KOH, MeOH, 0 °C, 1,5 u; e — N,H,*H,0 80%, EtOH, 1u; f — R2-CHO, EtOH, HCl,
RT, 0,5y



BeH304M0oKCcaHOBble KAHHaDMMUMETUKM

* [1ntoCbl K nOABNEHMUIO:
* HN3KaA CeneKkTMBHOCTD;
e Cnabaa TOKCUYHOCTD;
* CUHTE3 BO3MOXHO OCYLLEeCTBNATbL Ha ba3e nabopatopun
no npoussoacrtsy MAMA v ero nponssBoaHbIX;
* MMHYCbI K NOABNEHMUIO:
* Chaboe cpoactso K CB, peuentopam;
e Manoe pa3sHoobpa3me BO3MOXKHbIX CTPYKTYP;



beH3MMMAa3010HOBbIE KAHHADUMUMETUKM
NH :
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CB, Ki=0,28 nM YNH CB, Ki=130 nM



beH3MMMAa3010HOBbIE KAHHADUMUMETUKM.
CuHTEes
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a —1-NaH, THF, RT, 2y; 2 — R2-Br, 60 °C; b — LiAlH,; ¢ — COCl,; d — 4-HutpodeHunn xnopdpopmar,
TpuatunamuH, CH,Cl,; e — R3-NH,



BeH3MMKMAa3010HOBbIE KAHHADUMUMETUKU

* [Intocbl K noABNEHUIO:
* Boicokoe cpoacTtso K CB, peuentopam (paccumtaHHoe);
* HN3KaA CeneKkTMBHOCTD;
 OrpomHoe pa3Hoobpa3ne BO3MOXKHbIX CTPYKTYP;
* CUHTE3 He TpebyeT NpeKypcopos;

* MMHYCbI K NOABNEHMUIO:

e HeT 3KcnepuMmeHTanbHbIX [AaHHbIX MO CPOACTBY
KaHHabMHOUAHbIM peLenTopam U TOKCUYHOCTU;

* CuHTEe3 TpebyeT onpeaeneHHbIX HaBbIKOB;



beH3Mnaa3onbHble KAHHADUMUMETUKIN
RESRSsS:
CHs CB,Ki=110+1,9 nM
CB, EC;, = 1280 nM c32|<| 37413 nM

CB, EC., = 6,3 nM
(@]
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CB, Ki = 296 nM CB, EC,, = 123 nM

1 1
CB, Ki = 23,5 nM CB, EC., = 1,9 nM ‘



beH3Mmnaa3onbHble KAHHADUMUMETUKN.
CuHTEes

R1 \>—‘R3

a —1: NaH, THF, RT, 2y; 2: R2-Br, 60 °C; b — LiAIH,; ¢ — 1: R2COCI, CH,Cl,,
nupuamnH; 2: AcOH, A



BeH3MMKMAa301bHblE KAHHADUMUMETUKU

* [1ntoCbl K NoABNEHULO:
* CpegHee cpoacteo K CB, peuentopam;
* HN3KaA CeneKkTMBHOCTD;
* HN3Kada TOKCUYHOCTb;
* CuHTE3 He TpebyeT NPeKypCcopos;
* ECTb YNOMWHAHUA O BbIABNEHUM AAHHbIX COEAUHEHUNN B
KYpUTENbHbIX CMeCcAax
* MMHYCbI K NOABNEHMUIO:
e CuHTE3 TpebyeT onpeaeneHHbIX HaBbIKOB;



BbiBOAbI

B 6amKanwee Bpemsi CTOUT OXKMAATb NOABNAEHUA HA PbIHKE
HenerasbHbIX HapKOTUYECKUX CPeacTB CTPYKTYPHO HOBbIX
KaHHaOMMUMMETUKOB;

* Hanbonee NnepcneKkTUBHbIMMU BelecTBamMmu BbIrNAAAT
6eH3MMnaa30/10HOBbIE " 6eH3MMnaa30/1bHbIE
KaHHaOMMUMETUKU;

e OcTasbHble Tpynnbl KaHHAabMMMMETMKOB, MNpeacTaB/IEHHbIX
paHee, ecan W noasatcs, AMb60 B HE3HA4YUTE/IbHOM
Konunyectse, NTMH60 HaAMHOIO MO3XKe;



Cnacmbo 3a BHMMaHuel
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