OT3bIB
OQUUMATBHOrO  ONIOHEHTa HA  JMCCEPTANMOHHYI0 paGory  IllTaifia Spocnaga
Koncrantunosuua «"ETAPUIIAMMHO3AMELIEHHEBIE 3,6-IVUAPWIITIMPUIVHBL U
1,2,4-TPUA3VHBIy, NPEACTaBICHHYIO Ha COMCKAaHHME = y4YEHOW CTeNeHH KaHujara
XHUMHYECKUX HAYK 110 crenuaybHOCTH 1.4.3. Opranuyeckas XuMusi.

AKTYaJILHOCTH PalOTEIL,

[InpuanHoBell  pparMeHT OTHOCHTCS K YHCIy NpPHBHIETMPOBAHHBIX H IIHPOKO
PacrpoCTpaHeHHbIX CKap(OIIOB B COBPEMEHHON MEIUIMHCKON XUMUM ¥ 9acTO BCTPEUACTCS
B COCTABC JICKAPCTBEHHBIX npernapaTtoB. Tak, ¢ 2014 mo 2023 rox FDA ono6puio 54 maisix
MOJICKYJI, CONEPXKAIUUX IUPHIMHOBOE KOJBLO. OTH JIEKApPCTBA OTHOCSTCS K pa3IMYHBIM
TEPANeBTHIECKUM 00JIacTsIM, BKIIOYAs OHKOJIOTHIO, 3a00JieBaHusl LEHTPATBHON HEPBHOM
CUCTEMBI M MTPOTHBOMUKPOOHYIO Tepanuio. 3aMeIIeHHbIe aMUHOMPUINHEI TIPEJICTARIISAIOT He
MCHBIIYIO [EHHOCTb. AMHHONHMPUIMHOBEIM (parMeHT BXOAUT B COCTaB cCyib(anasuHa
(JledeHHe peBMATOMIHOrO aprputa W Gosesnu Kpowa), MenmpamuHa (aHTHIHCTAMUHHOE
CPeICTBO), KpH30TUHKOA (TPOTHBOOITYX0JIEBOE CPEACTBO), pammpuuHa (610KaTOp KaTHeBbIX
KaHaJIoB) i T.21. [Ipou3BotHbIe HpHANHA, 0COGEHHO GUITMPHINHEL, IPEACTABIISIOT LEHHOCTD U
JUIsL KOOPIMHALTMOHHOYW XUMUH.

B mpencrasnennoi jmccepranuonHoil paGote mpeutaraeTcs yIOGHBIN IOAXOX K
CHHTE3Y (YHKIMOHAIM3UPOBAHHBIX ITHPUAMHOB, 3aK/TIOYAIOIIMICS B IIOC/IENOBATEIBHOM
(byHKIMOHANHM3AINN TPHA3HHOBOTO S/Ipa ¢ UCIOIB30BAHHEM HIICO-3aMEICHHUS LMaHOTPYIIIIBI
B JIETKOZIOCTYIHBIX 5-UHaHO-1,2,4-TpuasuHax ¢ MOCNIEAYIOMMM HX BBEJICHHEM B DPEaKIHIO
bomkepa. JlaHHBIH OAXOJ ABISIETCS BBICOKONEPCIIEKTHBHBIM, IIOCKOJIBKY ITO3BOJISIET THOKO
BAPbHUPOBATH CTPYKTYPY KOHEUHBIX MOJIEKYI.

[IpoBesennbIi aHaMM3 JMTEpPaTYphb! BBISBAI CYIIECTBEHHBI MPoGer: HECMOTpSI Ha
MOTEHLMA MeToza, 00JacTh N-HyKJI€O(QHIOB B HIICO-3aMEIIEHUH [IMAHOTPYIIIEl B 5-I[HAHO-
1,2,4-Tpuasunax 10 CHX IOp OrpaHMYMBANIACH KJIACCHYECKHMH AMUHAMH, B TO BpeMsl Kak
FeTEPOLUKIMYECKHE aMUHBI, B OCOOCHHOCTH ISTUYICHHBIE, OCTABAINCH HEHCCIIEIOBAHHBIMH.
AJIbTEpHATUBHBIE JK€ IOAXOABI K IIONYYEHHIO LEJIEBBIX a-reTaprjiaMUHO3aMeIleHHBIX
(OM)IUPUIMHOB YaCTO COMpSIKEHBI C HCIIOIB30BAHUEM JOPOrOCTOSALIMX KaTaJIu3aTOPOB U
PEareHToB, a TAKKe He 00ECIeYHBAIOT HEOOXOMUMOTO CTPYKTYPHOTO pa3HOOOpasHs.

B cBsi3u ¢ aTHM 1enb, nocTasnennas B paGore Lltaitua 5. K. - mowck yIO0OHBIX METO/IOB
CHHTe3a 3,6-Ai(reT)apuIHPHINHOB, UMEIOMUX B aNb(a-IoN0KEeHHH reTapuIaMUHOBBIH
3AMECTUTE]Ib, CONCPKAIIMH IATHWICHHBIA TeTEPONUKI, W H3YYEHWE MPUKIAJHBIX CBONHCTB
HOBBIX COCIMHEHHUH - SIBJISIETCS aKTYaJIbHOW W IIPAKTUYECKH 3HAYUMOI,

Pabora nocrpoena 1o tpasuunonHoi cxeme 1 u3nokena Ha 194 CTpaHHIax [e4YaTHOro
TeKCTa, COMEPXKUT 33 pucynka, 134 cxemsl, 28 TaGNHIl U COCTOUT U3 BBEAEHHS, Tpex IJIaB,
3aKJTIOYCHUS U CIIMCKA LIUTHPYEMOH JIMTEPATYPhI, COCTOSIIEro U3 196 HanMeHOBaHHIA.

Bo BBeaenmm aBTOp 06OCHOBBIBAET AKTYAIBHOCTb, LETM M 381449l paboTel u
0003HAYAET HAYYHYIO HOBU3HY BBIOJHEHHOIO HCC/IEI0BAHMS.

B nepBoii raase noapoGHO pacckasbiBaeTcs mpo Bce MMEIOIIHECS B JUTEepaType
[TOZXOIBI K ITOJIyYCHHUIO O-FeTapUIAMHHONIUPUANHOB U WX 1,2,4-TPHAa3MHOBBIX AHAJIOTOB.
PaccMOTpeHbl OCHOBHBIE MOXXO/BI K CHHTE3Y IPOM3BOJHBLIX AMUHOIIUPHUIUHA, BKJIIOYAs
peakuuu KpoCC-CoueTaHus, N-rerapunnposanus, TIOCTPOCHHUSI Pas3JInYHBIX
FETePOLHKINYECKUX CHCTEM C (PPAarMEeHTOM aMMHONIHPU/IMHA (TMPPOIBHBIX, AHA30JIBHBIX, THA-
M OKCA30JIbHBLIX, TPHA30JIbHBIX, THAa- M OKCAJMa30JIbHBIX). PaccMOTpeHsl MeTombl cOOpKH




aMUHONMPUIMHOBOIO Kapkaca ¢ TeTapuIbHbIM ¢parmenToM B N-TIOJOKEHUH. Ocoboe
BHHMAaHHE YJIeJICHO peakiuu bo/ukepa B KauecTBe yZ06HOr0 METO/Ia POU3BOIHBIX [IMPUIMHA
u3 1,2,4-TpUasMHOB, BKIIOYAS W aMUHOIMPUIUHOBBIC TPOU3BOMHEIC. JIureparypHslii 0630p
HAMKMCAH OYEHb XOPOIIMM SI3BIKOM, JIOTHYHO TOCTPOEH, OXBATBIBACT CAMYIO COBPEMEHHYIO
JIUTEPATypy W MOJBOJUT YUTATENISl K IOCTAHOBKE LEJIN HCCIICIOBAHMA. B konie juTob30pa
JlaeTcsl KpaTKoe pe3iome, IIe OTPAKEHbI CHHTETHYECKHE OrpaHMtuCHHS B CYIIECTBYIOLIHX
[OJIX0/aX K CHHTE3y MHPHIMHOB ¢ (parMeHTaMy ISTHUICHHBIX FCTEPOIIKIOB B II0JIOXKEHUH
2, 4TO TeM caMbiM OOO3HAYMT IOCTAHOBKY 3alavu JIMCCEPTAlIMOHHON paboTel 1 €€
AKTYaJIbHOCTb.

Bo BTOpOIi ry1aBe aBTOPOM YCIICIIHO PEIIEHBI BCE 3a/a1H:

ITpoBeeHb! peaKiuy IUaHOTPUA3HHOB C IIPOM3BOIHBIMH aMUHOTHO(EHOB. DJIEraHTHO
[OKA3aHO, KaK B PEAKIIH C [MAHOTPHAa3HHOM 2-aMUHOTHODEHA MIOCJIEIHMI MOJKET BBICTYIIATh
B pomu N- win C-HyKieodua, npuyeM PernoceeKTHBHOCTRIO peaKiiii MOYKHO YIIPaBJIsITh,
MeHss  TeMIepaTypy, HOCKOJNbKY — Tmpomykr — C-3aMemenus — ABIACTCH IIPOJTyKTOM
TEPMOAMHAMUYECKOTO KOHTPOJIS. [IpOJeMOHCTPHPOBAHO, HTO  TIOJTYICHHBIC KOHBIOTATEI
TPHA3UHOB ¢ THO(EHOM MOryT GObITH IEPEBEJCHBI B MUPHAMHIPOU3BOAHBIC [0 peaxLuu
Bomkepa. IlpoBe/ieHa peakiys HHaHOTPHAZHHOB C aMUHO(DYpaHOM H IIOKa3aHO, YTO B 9TOM
clyyae MPOTEKAIOT MPEHMYIIECTBEHHO MOOOUHBIC DEAKUHH, B TOM HHCIC HaOJTI01aeTCs
o6pa3oBaHue TpUAa3HHOHA. Peakius HIICO-3aMEIICHNS IHaHOTPYIIIIEL 6buta orpoboBaHa U ¢
AMHHOIIIPPOJIOM. B 3TOM Ccltydae IeseBble IPOXYKTEI MOJTYHaioTCs ¢ HEIUIOXUMH BBIXOIAMH,
OJHAKO M3-33 HAJIMYHS aMHHO-UMHHHOM TayTOMEPUHU B MPOIYKTAX MOJTYYCHHDIC KOHBIOraThI
He BCTyNaloT B peakuuio Bomkepa. [Iupokuil psan coequHeHui (38 wmTyk) ObUI MMOJIyYeH B
peaKIuu UAHOTPHAZHHOB € MPOU3BOAHBIMU AMUHOTIMPa30JI0B. Psizi a30THCTBIX T€TEPOIIUKIIOB
GBI TIOTIOJTHEH YCIIENIHON peakiMell [MaHoTPHa3uHOB ¢ AMUHOMMHUIA30/IaMH. O/IHaKo B 3TOM
clyyae peakius bo/ukepa  IPOAYKTOB — peakuuu € 2,5-HopGopHagvenom H  1-
MOP(ONTMHOMK/IONEHTEHOM TaK)KE He IPOTEKAeT, YTO AUCCEPTAHT CBABIBACT € HAINYHEM
CONpSIKEHUsS MMHHOBOM Trpynmel ¢ 1,2,4-TPHAsHHOBBIM  SIAPOM. JlucceprantoM ObUIH
POBEJEHB! PEAKIMH WIICO-3aMEIIEHHs] U C TETEPOUMKIAMH, COACPIKAIIMMA pasHbIE
reTepoaToMbl B CBOEM COCTaBE. AMMHOTHA30JbI JABAIH OXHIACMBIC [POLYKTBI HIICO-
3aMeleHnsi, KOTOpble BCTYNald B IOCIENyIONUIyIo peakuuio boxepa ¢ GopMupoBaHHEM
MUPUIMHOB. BecbMa HMHTEpECHOE MPOTEKAHHE PEaKIHH O6bUI0 O0HAPY)XEHO B PEAKLUH
LMAHOTPHA3MHOB C 2-aMHHOOKCA30/1aMH. B 9TOM cilyyae BMECTO PEAKLIUH HCIIO-3aMEIICHH 2-
AMHUHOKCA30J1 JIeHCTBOBAN KaK JUEHO(UI, B Pe3yJIbTaTe 9TOr0 MPOTCKaIa peaklus Bomxepa ¢
06pa30BaHKEM 3-THIPOKCHIIMPUAMHOBOTO IukIia. CTPOCHHE MPEAIOIaraeMoro MHTCpMeaAHaTa
6BUI0 CMOJIEJMPOBAHO C WCHONB30BAHMEM CymepKommbioTepa. B ciyqae peakiuu ¢
AMHHOM30KCA30JI0M, I[IOMHUMO IEJIEBBIX IPOMYKTOB, OBUIM BBIICICHDI 5-amuno0-1,2,4-
TPUA3KMHbI, JUISL 00Pa30BaHKUs KOTOPBIX AMCCEPTAHT MPUBOJUT TpeAIoaraeMbIi MEXaHU3M.
Bbiia M3ydyeHa peakiusi MIICO-3aMEIICHHs C ydacTHeM OeH30THa307I0B, 0eH300KCa30JI0B U
GEH30MMHUIa30JI0B. B 9TOM clydae, [OMHMO pEaK[{{d HIICO-3aMEIICHHUS, TNPOoTEKaIa
KOHKYDPEHTHASI PeaKiusl HyKJIeO(QHIbHOTO MPUCOSIMHEHHU 110 IMAHOTPYIIIE IIUAHOTPHASHHA.
[lpuyem s Oenzoruazona M OeH30Kca3ona 3Ta PEAKLHs Oblla OCHOBHOM, a B Cllydae
OeH3uMuIa30aa Mpeodiasai IpoJyKT HIICO-3aMELICHNS [HaHOrPYTIIBL. Bce mosydeHHbIE
AMHHOTPUA3MHBI OBUIM YCIEIIHO NEPEeBEJCHbI B MMPUIUHEL 10 PCAKIMHU Bookepa. beuia
nmpoBepeHa peakius Bojkepa W Ha IPOJYKTaX HyKICOQHIBHOIO HPUCOCAMHEHHUSA, KOTOpad
TaKke OKazaach yJAadHOll. 3aBepIIaloMM AKKOPIOM JMCCepTALMOHHOH paboTB! CTAJIO
HCCIIEIOBAHIE PEAKIIMOHHOM CIIOCOOHOCTH MATHWIEHHBIX F€TEPOLMKIIOB C TPEMs U 1ETRIPEMSL



reTepoaToMaMi B IIUKJIE B PEAKIINU UIICO-3aMEIIECHNS IMAHOTPYTIIbL B nuaHoTpuasiHax. Tax,
3-amuHO-1,2,4-TpHA307Bl ¢ XOPOLIMMH BBIXOJAMH JAIOT OXHUIACMBIC MPOMAYKTEI UIICO-
3aMeleHysl, KOTOpble MOTYT OBITh IEPEBEJICHBI B IMHPHIMHEL [TpumMedaTenbHO, YTO TIPH
BBEICHMM 3-aMuHO-1,2,4-TpHa30j0B C THOJNBHOW TIpYIION B 5 TOJIOKEHUU IPOTEKACT
OKHCIIUTEIbHOE JAecyibpupoBande. B peakiuu HICO-3aMCIICHHA O OIPOOOBAHEI
M30MepHBIE AMHHOTHAIMa30JIbl. B oTOM ciryyae peakuys HpoTeKaja yCrerHo, paBHO Kak M
mociIeayomas peakipss bo/rkepa. AMHHOOKCAIHa3oJbl B PEAKIMIO UIICO-3aMEIIEHUsT HE
BCTYIIATHM, @ JUIi AMUHOTETPa3’oJioB ObUI0 OOHAPYKEHO MPOTEKAHHE OYCHB HHTEPECHOTO
rporecca: MPOIYKT HIICO-3aMEIICHUS 38 CUeT BBICBOOOKIECHUS a30Ta TETPa30JbHOro IHUKIIA
GopMUpyeT TPUA3OITUPUMUAINHBL.

OTneNbHBI OJIOK HCCIIEN0oBaHUN pabOTHI MOCBSLICH H3Y4CHUIO IIPOTUBOPAKOBOM
AKTHBHOCTH TIOJYYCHHBIX COEIMHEHHH Kak in silico, Tak W in vitro. OOHapy»KeHO, YTO
[IUPA30JICOIEPKALIUH reTepouil 23 mposBIAeT BBIPAKEHHBIN IUTOTOKCHIECKUH S (EKT 110
OTHOIIEHHMIO K Psly JIMHHH OIyXOJEBBIX KJIETOK C XOPOIIMM MHICKCOM ceneKTUBHOCTH. Jlis
reTepoLUKIIOB C MUPa30JbHBIM H TPHA30JIbHbIM dparmenTamu OneHeHbl GOTOQHU3MICCKUE
XapaKTEePUCTHKHU, BKJIIOYas KBAHTOBBIM BBIXOJ, KOTOPBIM B HEKOTOPBIX CIy4asX JOXOMHUT 1O
42%.

B Tperbeii riaBe [PeCTABIEHbI NIOAPOOHEIE OMUCAHUS HCIIOIB30BAHHBIX pudOpOB,
METOIHMK CHHTE3a, KBAHTOBO-XMMUUECKHUX BBIYHC/ICHUH, 8 TaKKe MPUBOJATCS CHEKTPAILHBIC
JaHHBIE JUIS TIOJyYEHHBIX coe/Henuil. Beero B pabore mojyueHo 195 HOBBLIX COEAMHEHH.
CTpyKTypa i COCTaB COEIMHEHUH 0XapaKTepU30BaHbI HAabOPOM COBpeMEHHBIX MeT0/I0B (SIMP
If, 13C, 'F, Macc-CIIeKTPOMETpHS, DJIEMEHTHbIH aHaiu3), /Ui HEKOTOPBIX COEMHEHMH
yIAM0Ch BBIPACTHTH KPHUCTAUIBI ¥ OXapakTepu3oBaTe CTPYKTYpy © [IPUBJICYCHUEM
PEHTIeHOCTPYKTYPHOTO aHAJIN3a.

3aKJII04enue 1o pe3yabTaTaM paboThl GazupyeTcs Ha OOMPHOM SKCICPUMEHTAILHOM
MaTtepuaJle, SBISETCS JIOTUIHBIM U HE BHI3bIBACT COMHEHHH.

Pa6ora [lTaitia S1.K. o6agaer BEICOKOH CTEIICHBIO HOBH3HbI!

e BriepBble H3yUeHb FPAHULEI IPUMEHHMOCTH PEAKIIMH UIICO-3aMEIICHHUS IIMAHOIPY B
B nosioxkernu C5 1,2,4-TpUasvHOB IPH HCIOJB30BAHUM PA3JIMYHBIX IATHIICHHDIX
reTepOLMKINYECKIX aMHUHOB B Ka4yeCTBE N-nyKiaeopunos. JUist MOTyUEHHBIX S-
reTapuJiaMuHo-1,2,4-TpHasMHOB  M3y4Ye€Ha BO3MOXHOCTH HX TpaHcpopmaluun B
COOTBETCTBYIOIIME MUPHANHBI IT0 peakiuy bokepa ¢ TaKUMK nuenoduIaMu, Kak 2,5-
HopOOpHaIKeH U 1-MOPPOIMHOLUKUKIIONCHTEH.

e B psze ciydaes o6Hapy>KeHO IPOTEKAHUE [APALICIBHBIX U KOHKYPEHTHBIX IIPOLECCOB
NpU pean3aliy 3aMelIeHHs [MAHOIPYIIIEl B MOJIOKCHUH C5 1,2,4-tpuazunoB. B
YACTHOCTH, 2-aMHHO-3-9TOKCHKapOOHUITHOPEH BCTYIIACT B JAHHYIO PCAKIIHIO KaK C-
u N-"yieodui ¢ 00pa3zoBaHHEM CMECH IIPOJIYKTOB.

e OGHapy»eHO, YTO IIPU B3AUMOICHCTBHH 6-apui-3-(MupUAUH-2-1)-5-1mano-1,2,4-
TPUA3UHOB C 2-aMHMHO-4-apUJIOKCa301aMHi BMECTO HyKJICOQUIIBHOTO UIICO-3aMEICHHS
peanusyercss  [4+2]-LUKIONPUCOCIUHEHHE  C mocneyIomeil  apoMarusanueit
MOJy4eHHOro WHTEpMenuara ¢ 00pa3sOBaHHEM 3-ruapoKcu-2,2’ -OunupuIuH-6-
KapOOHUTPHIIOB.

e [lokazaHo, uTO TPH  B3aUMOJCHCTBHUU 5-umnano-1,2,4-TpuasuHoB  C 2-
amuHOCOIepKamuMu Genso[d]Tiazonom, 6enso[d]okcasonom 1 6enzo[d]umuaazoiom
BO3MOKHO IPOTEKAHHE KOHKYPEHTHBIX PEaKIi HyKJICO(HIHHOrO HIICO-3aMEINCHHI



[(MAHOTPYIIIBI M HYKJICO(DHILHOTO MPUCOEJUHCHHsS aMUHOB K IHAHOTPYHNC C
obpazopanuem 1,2,4-TprasuH-5-KapOOKCHUMUIAMUIOB. [Toka3aHo, YTO B YCJIOBHSIX
peakiuu Bomkepa ¢ 2,5-HOpOOPHAIUEHOM IOJYYCHHDIC IPOIYKTHI MIPUCOEAMHEHUS
pacranaioTcs, B pe3ysibTaTe 4ero 00pasyroTes COOTBETCTBYIOMIME O-IIMaHOTTPUIVHBI
u 2-amuHO0OeH30[d | THA30JIbL.

e HaiisieHo, 4To 1pu B3aUMOJEHCTBUH 3-aMHIHO-5-MepkanTo-1,2,4-Tprasosna ¢ S-1IuaHo-
1,2,4-Tpra3uHaMK UMEET MECTO JIECY Ib(QUpPOBAHUE B 1,2,4-Tpra3zobHOM (parMeHTe.

e [lokaszaHo, 4TO B3aUMOJEHCTBHE S-1[HaHo-1,2,4-TpHasiHOB C 1 H-teTpa3omn-5-aMuHOM
BMECTO OJKHAEMbIX MPOJIYKTOB HIICO-3aMELICHHUs [MAHOIPYIIbl NPUBOIAT K
o6pazosanuio 1,2,4-rpuazono[1,5-d]1 ,2,4-Tpra3uH-2-aMHHOB.

e Haitneno, 4yTo B3auMOJAEHCTBUE IMAHOTPUAZUHOB C 5-aMuHO-3-(PEeHUIN30KCA30JIaMH,
2-amuno6enso[dJokcazonamu, 4-amuno-1,2,4-4H-TpuasonamMu 2-amuHo-1,3,4-
THAIAA30JIaMH  TIPUBOJHUT K 00pasoBaHMIO ~COOTBETCTBYIOIIMX 5-amuHO-1,2,4-
TPHUA3UHOB.

e Kpowme 3TOrO, Ip¥ MpOBENEHMH peakuun bomkepa OBUIA TOJTyYSHbI HEOKUAHHBIC
pe3yJbTaThl, B YACTHOCTH, HMEJIO MECTO obpasoBaHue IPOM3BOMHBIX — 2-
AMUHOITUPUIMHOB [IPH B3aMMOJICHCTBHH 3-(mupunuH-2-1)-5-((3-hennmm3okcaso-5-
wi)aMuHo)-1,2,4-Tpra3suHoB C 2,5-HOpOOPHAMEHOM B YCJIOBUSIX aBTOKJIaBa.

e l3yueHbl JIOMHHECIEHTHbBIE CBOMCTBA HOBBIX N-(1H-mupason-4-un)- u N-(4H-1,2,4-
TPUA30JI-3-WJI)IUPUINH-2-aMUHOB. Tak, B psny N-(1H-nupa3oi-4-1i1) I puInH-2-
AMUHOB 3HAUYEHHs aOCOJIOTHOrO KBAHTOBOI'O BBIXOZA JIIOMHUHECHCHIUH JOCTHIAIOT
19.2%, a uts N-(1H-rmmpason-4-un)nupunH-2-aMiuHOB — 41.6%.

e Jlns nonyuenuerx N-(1H-mupa3on-3(4)-wn)IupuanH-2-aMUHOB ObUI BBIIOJHEH In
silico u in vitro CKpUHEHT IPOTHBOPAKOBON AKTHBHOCTH. B pesyibrare OBLIO BBISIBIEHO
TPU COEIMHEHHs C BBIPAKEHHON [UTOTOKCHYHOCTBIO NPOTHB JIMHHUM OITyXOJIEBBIX
knetok A-172 (rimo6nactoma) u HepG2 (xapuuHOMa IEYECHH yejioBeKa) IIpHU
OTCYTCTBYIOIIEH IUTOTOKCHYHOCTH MPOTHB KJICTOK ITOYKH sm6puona 1enoeka (HEK-
293).

e BrimonHeH in vitro CKpHHHHT ITPOTHBOPAKOBOU aKTHBHOCTH N-(4H-1,2,4-Tpuazon-3-
W) nupuanH-2-aMuHoB.  CoelMHEHUsT  NPOJEMOHCTPHPOBAIIH [IUTOTOKCHYECKUH
3ppeKT MpOTUB KICTOYHBIX JIMHHA A-172 (rmuo6nactoma) U A-549 (kapruHOMa
JIEFKOTO YeJIOBEKa), OJHAKO MIPH 3TOM OHM 00J1a/1al0T BEIPKCHHBIM [IHTOTOKCHICCKUM
3 (HEKTOM IPOTUB KJIETOK IIOYKH SMOPHOHA 1eIOBEKa (HEK-293).

PazpaGoTanuble B paboTe MOAXOIB!I K KOHCTPYUPOBAHMIO CIIOXKHBIX ICTCPOLHMKIMICCKAX
CHCTEM ¥ BBISBJICHHBIC 3aKOHOMEPHOCTH PEAKIMOHHON CIOCOOHOCTH MPEACTABIISIOT coboi
TeOPEeTHYECKYI0 3HAYMMOCTD JUISl XMUMHH TeTEPOLMKINYECKAX COCMHEH M. Y IUTBIBAs, UTO
reTepolUKIbl, TOoTydeHHble B padore (195 HOBBIX coelMHEHMIT), 001a1aloT pa3InYHbIMU
BHJIAMH  OMOJIOTHYECKON aKTHBHOCTH, paboTa wnMeeT | OOJBIIyI0 NPAKTHYECKYIO
3HAYHMOCTD.

JI0CTOBEPHOCTD MOTyYEHHBIX PE3YJLTATOB HE BBI3BIBAET COMHEHMH, MOCKOJIBKY pabora
BBIIIOJIHEHA C TIPHBJIEUEHNEM CAMBIX COBPEMEHHBIX (PU3MKO-XMMUIECKUX METOJI0B aHATN3A, d
TAKXKe AKTYaJIbHBIX MPOTPAMMHBIX HMPOAYKTOB KBAHTOBOH XHMMMHHM, MCIOJIB3YCMbIX Kak JULA
MOJIEKYJIIPHOTO MOJICJIMPOBAHHS, TaK ¥ JUIA in Silico CKPUHUHTA BEIIECTB. JluccepranmoHHast

paboTa, TpencTaBisst  COOOM  3aKOHYEHHYIO  HAy4YHO-MCCIEI0BATE/ILCKYIO pabory,
BBIMOJIHEHHYIO HA BBICOKOM YPOBHE, IpOLLIA anpodaruio: MaTephabl JAHCCEpTalni



HATOMKEHBl B O CTAThSIX B BHICOKOPEMTHHIOBBIX PELECH3MPYEMBIX M3/IAHMAX Benoro crmcka,
unzexcupyeMeix B Web of Science, Scopus n Ipyrux 6azax JaHHBIX. MaTepualbl JucCepTaliy
Npe/ICTaBJIeHBl Ha MHOTOUHCIIEHHBIX Mes/ly HapOHBIX 1 Bcepoccuiickux KOHQEpeHIHUAX.
HecmoTps Ha ofuiee IOJIOKUTENBHOE BIIEUATICHHE B IPOLECCE POYTEHUS JUCCePTAINK
BO3HHK P/l 3aMEYaHMil ¥ BOIIPOCOB, KOTOPBIC HE HOCAT NPUHIUITHAIBHOTO XapaKTepa:
Bonpocul no 0gpopmieHuio:
1) crp. 10: peaknus “Yiabpmana Tonnbepra” HoimkHA ObITH 0003HAYEHA, KaK PEAKIH
Vnpmana-Ionaoepr (Mpma Ionnbepr);
2) Ha ctp. 12 OTCYTCTBYET CChIIKa Ha METOA (hOTOKATATHTHYECKOTO BapUAHTa PEAKIIH
Yana-Jlama;
3) Ha cxeme 1.20 HEKOPPEKTHO u306pakeH mpomyKT L63;
4) He naHbl MHOTHE COKPALICHNUS, UCIIOJIB3YEMbIC B cxemax: UIIC, JIVK, IXb...;

Bonpocbel no cyujecmsy:

1) Ha pucyrkax 2.5 # 2.6 IIpeICTaBICHBl XPOMATOrpaMMBI CMECH Bemects 15au 16 (15b
u 17), OMHAKO B OKCIIEPUMEHTAIBHOM YacTH HE YKa3aHo, C FCIIOJIb30BAHIEM KaKOH
KOJIOHKH ITPOBOMIICS aHanu3. Kpome TOro, B Macc-CIIEKTPE coexqunenus 15a, MOMUMO
IIMKa MOJIEKYJISIPHOTO HOHA ¢ M/z 278, IPUCYTCTBYIOT TAKKE fosiee THKEIbIE MACCEI
(293, 306); 4eM 3TO MOXKHO 00BACHUTH?

2) Tlouemy B ciydae 2-aMHHOIMppOJa peajnsyercs aMUHO-MMHUHHAs TayTOMEpH,
TIPENATCTBYIOMAs MPOTEKAHUIO PEAKIIH Bojkepa, a B Cilydae aMHUHONHMPA30JIOB
HHUKAKUX IpobJieM ¢ peakiuen bomkepa He po3uukaeT? M 3a cder 4ero MoXeT MemaTh
IPOBEJIEHUIO peakimy bokepa HATMIUE T-T0 CONPAKCHIS MMUHOBO} Tpyrmsl ¢ 1,2,4-
TPHA3UHOBBIM SIPOM B KOHBIOraTaX aMHHONMUIIA30JI0B C Tpra3uHaMu?

3) Ha cxeme 2.19 nprBOXMUTCS PEANIOIAraeMblii MEXAHH3M o6pazoBanust S-amuHO-1,2,4
TpUa3yMHa B PeakUy IIHaHOTPHA3UHA C AMUHOM30KCA30JIOM. B ciiy4ae UCIOJIb30BAHMS
AMHHOTPHA30/ITHOJA TaKKe HalJIonaeTes obpaszoBanue S-aMuHO-1,2,4 TpHasuHa, u B
STOM CJIydae MPUBOJUTCS COBEPUICHHO IPYTOH MEXaHN3M (cxema 2.30). Onnako panee
(cxema 2.7) oOpa3oBaHue aHAIOIMYHOIO 5-amuHo-1,2,4 TpuasuHa HAOIIOANOCH U B
PeaKiMu IMAHOTPHA3HHA € aMHHO(DYpPAHOM. Kakoif mnpearoyiaraéMblii MEXaHU3M
obpasoBanusi S5-aMHHO-1,2,4-TpHasuHa B CiyHdae PEaKIiH [MaHOTpHA3uHa C
amuHO(ypanoM? [IpOBOIMIOCH JIM HUCCIIEIOBAHAE PCAKIMOHHBIX cMmecelt MeToJIaMH
MACC-CIIEKTPOMETPUM MM XPOMATO-MAacC-CIIeKTPOMETPHH Ul [OMCKa YXOJAIINX
MOJIEKYJI, TAKUX, KaK, HarpuMep, 1,2,4-4H-Tpua3un-3-THOI, KOTOPBIH OTILICTISETCSH B
peaxiuu cy s o cxeme 2.307

OHH&KO, o003HaYEHHbIE BOIIPOCHI K 3aMe4daHusl HE HOCAIAT HpI/IHI_II/IHI/IaHLHOI‘O Xapakrepa 1
He CHWIKAIOT LIEHHOCTH MOJIyUYEHHBIX Pe3yJIbTaTOB.

Taknum oGpasom, mucceprannonHas pabora llraiina Slpocnapa KoHCTaHTHHOBHYA
«ETAPVJIAMUHO3AMELLEHHBIE 3,6-AVAPYIITTMPUAVIHBI U 1,2,4-TPUA3VHbBI»
MpECTABIsET COOO0M 3AKOHYEHHYIO HAYYHO-HCCIE0BATE/ILCKYIO paboTy, B KOTOpOH
peleHa BakKHas HaydHas mpobiema Io pa3paboTKe HOBBIX IMOJIXOJIOB K TOJYYCHHIO 1,2,4-
TpHasMHOB M (OM)IMPHIMHOB C [ETAPUIAMHHOBBIMM - 3aMECTHTCIIAMH, coepKaluMu
NS THYIEHHbIE TeTepOHKIIBL ABTOpedepart 1 Iy 6IIMKaIiy OJIHOCTBIO OTPAXKAIOT coJiepKanue
qmccepramuu. JIuccepTanys COOTBETCTBYET CIIEIYIOMUM [Ty HKTAM [acriopTa CIEUAIBHOCTH
1.4.3. Opranuyeckast XUMHs: 1.1 — BBIICJICHAE U OYUCTKA HOBBIX COeMHEHH; 3 — pa3BUTHE



PALMOHAIILHBIX ITYTEH CHHTE3a CIIOKHBIX MOJIEKYI; I1.7 — BBISBIEHUE 3aKOHOMEPHOCTEH THIIA
«CTPYKTYpa-CBOHCTBO», 8. — MOJIGIMPOBAHUE CTPYKTYP M CBOMCTB OHOJOTHYECKH AKTHBHBIX
BEILECTB.

Huccepranmonnas paGora Illraiina Spociasa KoucranTuHOBHMYA IO obbemy,
AKTyaJIbHOCTH, HAYYHOH HOBH3HE, IPAKTHYECKOH 3HAYMMOCTH M JIOCTOBEPHOCTH TOJTYIEHHBIX
pE3yIbTATOB COOTBETCTBYET KPHUTEPUSAM, IpeabsBisieMblx BAK P® k KaHIumaTcKuM
AUCCEPTALMAM, yCTAHOBICHHBIM B IyHKTaX 9-11, 13, 14 «ITonoxeHust 0 mpucy kIeHNH yUeHbIX
CTENIEHEeH», yTBEPIKIEHHOr0 noctanosienneM [paBurenscrsa Poccuitckoii Deneparun No 842
o1 24.09.2013 r., a ee asrop, [lraiin SIpocnas Koncranturopuy, 3aCJTY)KHUBAET IIPUCYKJICHUS
YYCHOH CTeNEeHM KaHIuAaTa XUMHYECKMX HAyK II0 creruaibHoctd 1.4.3. Oprannyeckas
XUMHUSL.
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