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Knrouesvie cnoea: 2,2,4-rpumeTunruipoxuHonu, 1,3-okcazuno(5,4,3-ij|xunonun-1,3-11oH,
N-[2-(1H-unmon-3-mn)3tui]-2,2,4-rpumetni-1,2- IuruipoX MHOJIMH-8-KapOOKcaMHu I,
N-[2-(1H-unrmon-3-mn)3tuin]-2,2,4-tpumeTtri-1,2,3,4-TeTparu ApOX uHOJIMH-8-KapOoKcaMuI,
TUOPUIHBIC COSAMHCHHUSI, MEIATOHUH, TPUIITAMHUH.

AHHOTaNus

Menaronus (N-aneTmi-5-MeTOKCUTPUNITAMUH) TPEACTABISIET COO0 UCKITFOUUTENFHO MePCIIEKTUBHBIA CTPYK-
TYPHBII OJIOK, Ha OCHOBE KOTOPOT0 ObLIH pa3paboTaHbl THOPHIHBIE MOJIEKYIIBI MO3BOJIAIONINE KOMOMHUPOBATD
€ro yYHHKaJbHbIC CBOWCTBA (aHTHOKCHAAHTHBIC, HEUPOIPOTEKTUBHBIE) C aKTUBHOCTHIO ApYrux (apmakodop-
HBIX (parMeHToB. B TO ke BpeMs CTPYKTYpbl, B KOTOPBIX (hparMeHT YacTUYHO T'MAPUPOBAHHOIO B IETEPO-
UKJIAYECKOM ITUKIIE 2,2,4-3aMEIeHHOT0 XWHOIMHA (PYHKIIMOHATHHO 3aMEIlIeH HJIH JIMHEHHO CBS3aH C IPYTHM
TeTEePOIMKIIOM, SIBJISIFOTCS OMOJIOTHYECKH aKTUBHBIMH BEIIECTBAMH M M3YYAIOTCS B KAUeCTBE MOTCHIUATBHBIX
JIEKapCTBEHHBIX IIpenapaToB. B c¢BA3M ¢ 3TUM KOMOWHHpOBaHUE B TMOPUAHON MOJeKyie (pparMeHTOB Mena-
TOHWHA W THIPOXUWHOJIHMHA aKTyaJbHO U MPAKTHYECKHU 3HAYMMO, TaK KaK 3TH KOMIIOHEHTHI MOTYT JIOTOJIHSATD
WM YCUIIMBaTh OMOJIOTMUYECKOe JeHCTBUE APYr Apyra. llensio maHHOW paOoTHI siBjsieTcs pa3paboTKa OITH-
MaJIBHOT'O IOAXO0Ja K CUHTE3y ruOpuIoB 2,2,4-TpUMETHIIANTHIPOXUHOINHA C HParMeHTOM MEJIaTOHHHA U €T
aHaJIOTOB.

YuuThIBask KIIOUYEBYIO POJIb B OMOCHHTE3€ MENIATOHIMHA KOTOPYIO UTPAeT S-METOKCUTPHUIITAMHH, OH OBLT
BBIOPaH B KauecTBE MCTOYHMKA (pparMeHTa MelaTOHWHA JUIS er0 MOJIEKYISIPHOW TMOpHAM3AINH C THAPOXUHO-
JIMHOBBIM LIMKIOM. B KauectBe cybcTparta mcnonb3oBamich 9-R-55,7-rpumernn-1H,5H-[1,3]Jokcasuno[5,4,3-
ijJxunonmn-1,3-auowst u 5,5,7-tpumetwi-6, 7-auruapo-1H,5H-[ 1,3 Jokcasumo[ 5,4,3-ij |xunomun-1,3-1uon. B3anmo-
JICUCTBHE STUX COEAMHEHHH C 5-METOKCUTPHIITAMHHOM MPOBOAMIOCH B PA3IHMYHBIX YCIOBHSIX — IIPU MEPEMEIIH-
BaHWU IIPU KOMHATHOH TeMIiieparype B Boje, T1'®D, npu kunstueHnu B staHosne wim TT'®. [1pu nepemermBanmy npu
KOMHATHOW TeMIIepaType B BOJE WIM NPHU KUISYEHUM B 3TaHOJE aMUAMPOBAHUE IMPOTEKAET HE CEJICKTUBHO,
COTPOBOXKAAETCS THAPOIM30M MM 00pa3oBaHreM >(upa, COOTBETCTBEHHO. Hanbonee onTrmManbHBIM T CEleK-
THBHOT'O MPOTEKAHHS PEAKIINH SBISETCS KUIISTYCHNE DKBIMOJIBHBIX KonvecTB peareHToB B TT'® B Teyenwue 1.5-2
4acoB. B moioOHoe B3anmoielicTBre ObUTH BOBIICYEHBI He3ameleHHbI 1 5-Cl-tpunramussl. B pesynbrare Obumu
TIOJTy4eHbl Heu3BecTHBIe panee Thopuanbie N-[2-(5-R?-1H-unrmon-3-wr)stun]-6-R1-2,2,4-tpumernn-1,2,3,4-retpa-
ruapoxuHoH-8-kapookcamuabl M N-[2-(5-R?-1H-unmon-3-wn)smn]-6-R*-2,2,4-tpumeTnin-1,2-muruipoxu-HOMMH-
8-kapOoKcaMuIpl C BBICOKMMH BbIXogamu 75-88%. Hammume u xapaktep 3aMectureneid B MCXOIHBIX 1,3-okca-
3uHO[ 5,4,3-1j|xuHOMMH-1,3-1MOHAX U TPUIITAMUHAX HE OKa3bIBAIOT CYIIECTBEHHOT'O BIIMSHUS HAa BPEMsI IPOTEKAHUS
peaKiuu U BbIXOJ MPOAyKTOB. [loyueHHbIe COEMHEHMs OXapaKTepu30BaHbl JaHHbIMU SIMP 'H u C crekr-
pockormun 1 BOXX-MC.
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Abstract

Melatonin (N-acetyl-5-methoxytryptamine) is an exceptionally promising structural unit, on the basis of which
hybrid molecules have been developed that allow combining its unique properties (antioxidant, neuroprotective)
with the activity of other pharmacophore fragments. At the same time, structures in which the 2,2,4-substituted
quinoline fragment, partially hydrogenated in the heterocyclic ring, is functionally substituted or linearly linked
to another heterocycle are biologically active substances and are being studied as potential drugs. In this regard,
the combination of melatonin and hydroquinoline fragments in a hybrid molecule is relevant and practically
significant, since these components can complement or enhance each other’s biological effects. The aim of this
work is to develop an optimal approach to the synthesis of hybrids of 2,2,4-trimethyldihydroquinoline with a
melatonin fragment and its analogues.

Given the key role of 5-methoxytryptamine in melatonin biosynthesis, it was chosen as a source of the
melatonin fragment for its molecular hybridization with the hydroquinoline ring. 9-R*-5,5,7-trimethyl-1H,5H-
[1,3]oxazino[5,4,3-ij]quinoline-1,3-diones and 5,5,7-trimethyl-6,7-dihydro-1H,5H-[1,3]Joxazino[5,4,3-ijJquinoline-
1,3-dione were used as substrates. The interaction of these compounds with 5-methoxytryptamine was carried
out under various conditions: stirring at room temperature in water, THF, and refluxing in ethanol or THF.
When stirring at room temperature in water or refluxing in ethanol, amidation occurs non-selectively, accom-
panied by hydrolysis or ester formation, respectively. The most optimal method for selective reaction is
refluxing equimolar amounts of reagents in THF for 1.5-2 hours. Unsubstituted and 5-Cl-tryptamines were
involved in a similar interaction. As a result, previously unknown hybrid N-[2-(5-R?-1H-indol-3-yl)ethyl]-6-R!-
2,2,4-trimethyl-1,2,3,4-tetrahydroquinoline-8-carboxamides and N-[2-(5-R?-1H-indol-3-yl)ethyl]-6-R*-2,2,4-
trimethyl-1,2-dihydroquinoline-8-carboxamides were obtained in high yields of 75-88%. The presence and
nature of substituents in the starting 1,3-oxazino[5,4,3-ij]quinoline-1,3-diones and tryptamines do not
significantly affect the reaction time or product yield. The resulting compounds were characterized by *H and
13C NMR spectroscopy and HPLC-MS.
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