OT3bIB odunnansnoro ONNOHEHTA
Ha tuccepranuro [taiiga Apociagsa Koncranrtunosnya
Ha Temy: «I €TapuiaMHHO3aMe e HHbie 3,6—IIHapHJIHHpH,£[HHLI unl1,2.4-
TPHASMHED), NpeCTABICHHY O Ha COMCKaHUe yIeHOM cTenenn KanauaaTa
XHMHYECKHX HAYK [0 CIeNHANLHOCTH 1.4.3 — Oprannyeckas XHMHUS.

AKTyanasHoCTE paborter Illtaiina K. me BEI3BIBAET COMHEHHMIA, HOCKOJBKY
UCCIIENOBAHME HAIPABIIEHO HA CO3TaHHe HOBBIX 3((OEKTHBHEIX MeTom0B CUHTE3a (-
TeTAPHIIAMHHO3aMCIIEHHBIX (Om)nupununos Ges MCIIOIp30BANMS  KATalIM3aTOPOB Ha
OCHOBC KOMIITIEKCOB MEPEXOTHbIX METAIIIIOB, 8 BO MHOI'HX CJIyYasX — u pacTBopurens. Jto
TIO3BOIAICT, COOTBETCTBEHHO, WM3GEKATE KOHTaMUHAIIUK [0y YeHHEIX IPOAYKTOB
TOKCHYHBIMU METalllaMH, YTO OCOGEHHO BAYKHO B CHHTE3¢ OMONOIMYECKH AKTHBHEIX
COCIMHCHIH, & TAKXKe SKOHOMMUTL pecyperl. Kax nokasanm uccnenosanus in silico, pan
[CITICBLIX COCAMHEHHI B paboTe 00J1a1aI0T NoTeHIMATOM B Ka4yeCTBe NMpPOTHBOPAKOBEBIX
CPE/ICTB, 4YTO OBUIO MONTBEpPKIEHO B SKCIIEPUMEHTAX in Vitro, a OHKONOrHUYeCKue
3a0071eBaHus OCTaIOTCS OTHOH U3 INIABHBIX Me IMIIHHCKHX npobiieM YeoBedecrsa,

HoBusna paceMaTpuBaeMoii paboTel 3akmouaercy B CHCTEMATUYIECKOM H3YYCHUH
TPAHMILL TPHMEHUMOCTH peakTuii HIICO-3aMCINECHHS UMAHOTPYIITTBI B TOg0KeHun C5 1,2,4-
TPUa3sHHOB C UCIOJIL30BAHUEM B KAYecTRe HYKI€ODUIOB NATHUITEHHBIX TeTapUIAMHHOB,
Panee nanusie pearents: B 51oji peaKiuu ne npuMensuics. I[Ipoaykrs samemens nanee
BBOJAWINCE B DPEAKIHI0 C TAaKHMHU AMECHODUIAMH  Kak 2,5-nop6GopHanuen u |-
MOPDOTHHOLUKIIOIICHTEH C MNEIBI0 MONYYEHUsS 3,6-I[H(I’GT)apHJIHI/IpHI[HHOB. brwio
O0Hapy»*eHo, uTo B Cydae 2-aMHHO-4-apHitoKCca3onos BMECTO HYKIEODHIBHOTO HIICO-
3aMCIICHHUST peann3yeTcs [4+2]-maxnonpucoe muBenue ¢ LocJIeayomet apoMarusamnmeit
HPOMEKYTOUHOr0  HpPOAYyKTa ¢ obpazoBanuem 3~er[p0ch1—2,2’-6MHHpH,[[HH-6-
KapbonuTpwioB. Takike OOHApYKEHO HeoKUIaHHOE AecynbQUPOBAHHE B IIporecce
3AMCIIEHUS ¢ ydJacTHeM 3-aMHH0-5—MepKanTo-1,2,4—TpHa30J1a. [lokaszano, wyro
B3aMMOJICHCTBHE S-1mano-1,2,4-tpuasunop ¢ 1 H-Tetpason-5-amumom OPUBOTUT K
obpazoBanuro 1,2.4- Tpuasono[1,5-d]1,2,4-rprazun-2-aMmunor & pesyisTare BRIGpOCa
MOJICKYJIBI  a30Ta M3 MNEepBOHAYAILHO obpasyromerocss npojykTa UIICO-3aMETIEHIA
LHAHOTPYNIIEI € IOCHEMY OIel IUKIU3aIHeiL. Cpenu nomyvennsIx coenquueHui HalIeHbI
BCIIECTBA, oOmamaroimme IIPOTHBOPAKOBOH  aKTHBHOCTBI) W JIIOMHHECHICHTHEIMH

CBOHCTBAMHU.




HocroBeproers HONYyYEHHBIX  Pe3yIbTaTOB He BBRI3BIBACT COMHEHMI i
o0ycioBmera uenonb3oBanmey HANCKHBIX CHHTETHYECKHX METOI0B 1 Habopa dusuko-
XUMUYCCKUX  METO/IOB  aHah3a CIPYKTYPBl M MHIHBUIYaTLHOCTH OpPraHUYecKmx
COCHMHEHNH, BKIIOWAs crieKTpockonuio SIVP 'H, B¢c, f, MacC-CIeKTpoMeTpHIO,
HICMEHTHBIA M PEHTTEHOCTPYKTY pHBIH aHaTHs. g ucenenosanms [UTOTOKCHYIHOCTH /72

VItro HCTIONB30BajIC oOIenpuusTEit MTT-Tecr.

(6u)mupuuHOB, M3YICHUM BIOMSHWMS XapakTepa TE€TCpoUKIa Ha mpomece wumCo-
3aMELEeHNS] IHAHOTPYIITIBL B [OJIOKEHIK C5 1,2,4-tprasunos ¢ YHaCTHeM ISTHYICHHBIX
TCTCPOLMKINIECKIX aMHHOB; obHapyKeHHU KOHKYPHPYIOUHX M JIOMHHO-TPOIIECCOB B
Tiponiecce HyKIeOGUIEHOrO 3aMemmeH s i Hocuenyromeif peaxmu Bomkepa; nonyuenuy
AaHHBIX in silico w in vitro o Ononoruyeckoi aKTHBHOCTH CHHTE3UPOBANHBIX
COCAMHEHUH; OOHAPYIKEHHH HOBBIX JIOMHHO(DOPOB.

uccepranmonnas pabota uznoxena na 194 CTpaHMLAX MAITMHOIKNCHOIO TeKCTa
(comepsxur 134 CXCMBI, 33 pucynka, 28 Tabiul), nocrpoena TpanUIHOHHEIM 06paszom,
COCTOUT U3 WIECTH pa3melon: BBE/ICHUS, o030pa nuTepaTypsr Ha TeMy «Cunres -
[CTAPUIAMUHONMPHIAMHEOB M ux 1,2.4-Tpuasunossix aHAJIOTOBY,  00CYKIeHH
PC3YTIbTATOB, SKCIIEPUMCHTAILHOM aCTH, 3aKTF0YCHUS, COEPIKAIIETO OCHOBHELE BEIBOJIBI
110 paboTe, u crmicka [HTHPY €MOIf JTUTEepaTypEI, HacyuTRIBarOMEro 196 neroynuka.

O630p JIMTEPATYPBI COACPKUT aHATU3 Pa3sIHYHEIX II0/IXO/IOB K BBEICHMUIO
TCTapUIaMUHOT PYIIITBI B IONOKeHMe (2 IIMpyUTHA ¥ ntosoxenus C3/C5 1.2,4-tpuasunon
KaK CHHTCTHYECKHMX IIpPeIIECTBEHHIKOR IupunuHoB. Kpome Toro, PaccMoTpeHsl
KOHKYPCHTHEIE IPOLIECCHI P B3aUMOICHCTRIN 1,2,4-Tpuasunor win nx N-okcujios ¢ N-
HYKICOOUNaMH ¥ HCIIONB30BaHHe peakuu bomxepa mius mampasmenmoro CHHTE3a
MHPUTUHOB HA OCHOBE COOTBETCTBYIOMMX 1,2, 4-Tpuazmuos.

B obcyxknenun pesyarTaTtoB  noppo6uHo PAaCCMOTPCHBI  BCE  3TAlEI
AUCCEPTAUMOHHOM pabOTEI U MOy YeH I PC3YJIbTATRI: UCCTIC/IOBAHKE PEaKLIHi S-1HaHo-
1,2,4-Tpuasunos ¢ TCTapUIaMUHAMH, BKIIOYas TIPOUBBOAHLIE 2- | 3-aMHHOTHO(CHA, 2-
dMUHOIIMppona, 2-amuHOdYpana, 3- u 4-amMuHONMpasoa, 2-aMUHOMMUa30ma, 2-
dAMUHOTHA3011a, 2-aMHHOOKCA30a, 5-aMHHOM30Kca30ma, PasIIMYHBIX aMUHOTPHA30JIOB H

AMUHOTHA/NA30MOB,  S-aMuHOTeTpasoma, a TAKOKE  pAlla  KOHJIEHCHUPOBAHHBIX



FETCPOLUKIIOB; B3aWMOIEHCTRIE TPOTYKTOB  HYKIIEODUIBHOIO 3aMelrenns c 2,5-
HOpOOpHageHoM u |- MoptbonHHOHHmoneHTeHOM; OITHCAHHE  MEXaHU3MOB
OOHAPYIKEHHBIX HOBBIX HIPOLIECCOB; KBAaHTOBO-XUMUYECKOE MOJEIIMPOBAHKE I1yTeii
HYKICOQUILHOIO 3aMELICHHS B 5-UHAHO- 1,2,4-Tpuasunax nns psna reTapuIaMHHOB;
CKPUMHMHT in silico W in vitro pAla MOJIyYEHHBIX COSIMHEHHI Ha MPEIMET BBIIBIIEHUS HX
IHTOTOKCHYCCKON aKTMBHOCTH; M3yycHHe dorodmsnueckux croitcrs N-(1H-mapazomn-4-
un)- u N-(4H-1 +2,4-TPHa30I3 - ) THPHINH-2-aMUHOB.

Crout oT™meruts mocratoumo BEICOKHMI  ypOBEHb, I10C/I€NOBATEIBHOCTE I
JIOTHYHOCTD NPOBEAEHHOIO HCCIEIOBAHIIAL,

B skenepumentannuoii wactn IIPUBEIICHBI OMHCAHUE HCIOMB30BAHHEIX buznKo-
XAMUYECKHX MCTONOB, METOMMKHA CHHTE3a IIPOMEKYTOTHBIX M KOHEYHBIX COEIMHECHHUH,
Gu3HKO-XUMITUECKHE 1 CHCKTPATIEHEIE XapaKTEPHCTUKH TIONYYEHHBIX COEIMHEHMIA.

Ilo wmarepuanam AMCCCPTANOHHON  paboThl  omybamkoBaHO 9 crateli B
MEXTYHAPOIHBIX PCLEH3HPYEMBIX HAyYHEIX U3[IaHUSX, WHIEKCHPYEeMBIX
MCEKAYHAPONHEIMU Oasamu fauubix (Web of Science, Scopus) u pexomennosanubix BAK
IS 1y ONMKAIMe pe3yIbTaToR HAYYHO-KBATHQUKAIIHOHHBIX PaGoT. Pesynstarsr paGots
TaloKe ObUMM  anpoGHpOBaHBI Ha 3 POCCHHCKAX M MEKIyHAPOJHBIX Hay4YHBIX
KOH(epeHIusX.

[onoxenns, BriHOCHMEIE Ha 3alUTY, & TAKXKE HAYYHBIE BBIBOIBI 1 PEKOMEHIAIIH,
chopmympoBaHHbIe B AUCCEpTalMi abCOMIOTHO O0BOCHOBAHBL, a WX TIOCTOBEPHOCTh U
HOBU3HA HE€ BBI3LIBAIOT COMHEHHMIL. ABTOpe(hepaT NOTHOCTHIO OTpaXkaeT OCHOBHOE
COLEPHKAHUE JUCCEPTALIHH.

To pacemarprsaemoit paGote MosKHO CIECJIaTh HEKOTOPHIE 3aMeYaHHUs].

1. B pabore Bcrpewarorcs He Bmonme KOPPEKTHBIC HA3BaHHUS XUMHYECKHX
cocauHennid. Tak Ha c. 18 Moxuo BCTPETHTH ((N-IIHpa30JIO-2-aMHHOHI/IpI/Iﬂ;I/IHH», «l1,3-
MUMETHINTHPA30NANETAMUIB) W ((Z-aMHHO-N-(l,3-,III/IMCTI/IJI-1H~HI/Ip630H) MIAPUTUHEL),
KOTOPEIM He XBaTaeT cyhhukca «uiy.

2. TomstHO, 9TO IpOBEACHUE peakiMi 0e3 pPAacTBOPHTENS HMEET CBOM
[PpCUMYINECTBA, TEM HE MeHee s HYKICOQUITBHOTO 3aMelnenus B 5-1maHo-1,2,4-
TPHASHHAX CHENOBAIO OBl M3YYHTb BIMSHHE OHOTO, OCOGEHHO B TeX Clayyasx, Korua

BO3MOKHO BapbHpPOBaHHUE peFHOCCJIeKTI/IBHOCTH, TIPOTEKAT NOoOOYHEBIE IIpoLeCChl HIIH



4. Dxcnepumenr ¢ 2-aMHHo-é—MeTOKCHKapﬁoHHﬂ(pypaHOM OCTaBIISET OIyIICHHE
HE3aKOHIeHHOCTH (¢. 59). Kakog BBIXOA coenunenust 17 (xors 651 5 CMECH, PaCCUNTAHHEBI
Ha OCHOBe pmanHRIX SMP 'H)? Moo JM €Tr0 BBIIEIUTE B YUCTOM BUOAC H
OXapakTepusoBats? Kpowme TOrO, OmHCaHWE 5TOro ombita e yaanoce Haiitm B

9KCICPUMEHTATBEHOM YacTy.

B oOuielt Metonnke mwis peeii cepun coenunenumii. Heyxemn BapHanmsa 3amecturenei

COBCEM HE BIIMSET Ha XpoMaTorpapuyeckyro nogBmwKHOCTE?

SJICMEHTHOTO dHallM3a Wi MElCC—CHCKTpOMeTpHH BBICOKOI 0 pa3spemenue, H606X0,[[I/IMBI€

I MOATBEPIKICHUS CTPYKTYPHBI CoemuHEeHMi, HallpuMep, coenunenns 22aa-22al (cTp.
135), 56a-56m (cTp. 162).

NpOnyxToB, ux UK-criektpos u TeMIlepaTypax ILIaBIeHHS KPHCTALTUYECKUX BEIIECTR. . .
34TO IPHCYTCTBYIOT TAOITHIIB ¢ TOAPOOHEIMU Kpucrainorpapuueckumu [IapaMeTpaMu ux
MOHOKDUCTAIIIOB,

Heo6xomumo OTMETHTB, YTO 3aMEUYaHUs U BOTIPOCBHI HE CHMIKAXOT OGILETO BEICOKOTO
YPOBHA H HAay4YHOH 3HAYHMOCTH PCUCH3NPYEMOIi paboTEL, a Takke mHe IPOTHBOpeYaT
BBIBOTIAM, CICIIAHHBIM IO UTOTaM HCCeT0BaHuUS.

3aka04enue.

Huccepranmonnas pabora IllTaiima spocnaBa  KoncrantHOBMua SIBIACTCH
3AKOHYEHHBIM  HAYYHBIM HCCIIeIOBaHMEeM,  KOTOpoe 1o aKTyaJlbHOCTH  TEMEL,
TIOCTABNCHHEIM 3a7a4aM, HAYYHOH HOBH3HE H TIPaKTHYCCKOH 3HAYMMOCTH, 4 Taike
JIMIHOMY BKJIANY aBTOPA MOJHOCTHIO COOTBETCTBYeT TpeGoBanusM 11. 9-14 «ITonoxenus
O TOpANKE MPUCYKAECHHUS YUeHBIX CTEMEHEID), YTBEP:KIEHHOrO IIOCTaHOBICHUEM
Ilpasurensctea Pd or 24 CeHTI0ps 2013 rToma Ne 842 (B mocienneii pen.),

HPEABABIASMBIM K AHCCEpTAIUIM Ha COHCKaHHEC YYCHOM cTeneHu KaHIunara HaykK, a ce
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asrop, Ilraiir 5. K., 3ACIYXHUBACT IIPUCYIKICHHS YYCHOM CTeHeHHm Kamaumara

XUMHYCCKUX HayK 110 cHeumansHocTy 1.4.3. — Oprannueckas xumms.
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