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BuHaxogom 3anponoHoBaHi GiapunmeTanipMMiguHOBI CNONYKK, SKi MaloTb 3aranbHy CTPYKTYpy (A) i €
30aTHMMKM iHMiGyBaTK KiHa3M, Wo € 4neHamy Jak-KiHa3HOro ciMencTBa, a TakoX iHWi cneundidHi
peuenTopHi Ta HEpeLEeNnTOPHiI KiHa3wn.
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HaHnii BUHaxXiZ CTOCYETbCS iHriBITOPIB MPOTEIHTUPO3MHKIHA3, (apMaLeBTUHHO NPUAHATHUX
CKragis, WO MICTATb Taki iHriGITOpK, a TakoX CnocobiB 3aCTOCYBaHHA LUMX CKMagiB Yy NikyBaHHI
Pi3HOMaHITHMX posnagis. 3okpema, BWHaxig  CTOCYyeTbCA iHridiTopie  JAK-cimerictBa
NPOTETHTUPO3MHKIHA3.

PiBeHb TeXHiku

MpoTeiHkiHa3amMn € ciMencTBa (PepMeHTIB, WO KaTanidyloTb ocdopunoBaHHA cheundgidHnx
3anuukiB y 6inkax. Bsarani BOHM NoginsTbCa Ha TUPO3WH- i CEPUH/TPEOHIHKIHa3W. HesignosigHa
KiHa3Ha aKTMBHICTb, WO BWHWMKAE BHACNIgOK MyTauii, Hagekcnpecii abo HeBignoBigHOI perynsuii,
pos3perynsauii Yn NPUNMHEHHS perynauii, a TakoX BHacnigok HagmipHoro abo HeaocTaTHLOro
NpoAyKyBaHHA akTopiB pocTy abo uUWTOKIHIB, 3anyyanacd OO0 MNOSCHEHHS MexaHi3miB GaraTbox
XBOpOO, BKNIOYAKUM pak, cepLeBO-CyauHHI XBOpobu, aneprii, acTMy Ta iHLWi pecnipaTopHi xBopobw,
aBTOIMYHHiI XxBOpobU, 3ananbHi XBOpobu, XBOPOOM KICTOK, po3nagn 0OMiHy pevyOBUH i HEBPOSOTiyHi Ta
HempoaereHepaTMBHi po3nagn, Taki sk xBopoba Anburermepa. HesignoBigHa KiHa3Ha akTUBHICTb
iHILitOE HaMpPi3HOMaHITHIWI  GioNOriYHi  KNITUHHI  peakuii, WO CTOCYTbCA POCTY KIiTUH, iX
andbepeHuialii, BUXKMBAHHSA, anonTto3y, MITOreHeay, pPerynioBaHHSA KAiTUHHOMO UMKIY Ta PYXOMOCTI
KNiTWH, 3any4eHnx 4o BULLe3ragaHux i CnopigHeHMX 3 HAMK XBOpOO.

TakMM 4MHOM, NPOTEiHKIHA3WM YTBOPHOTbL COOOK BaXNMBUIA Knac ¢epMeHTiB-MilleHen ans
TepaneBTUYHOro BTpydaHHs. 3okpema, JAK-CIMENCTBO KNiTMHHUX NPOTEIHTUPO3nHKiHa3 (Jak1, Jak2,
Jak3 i Tyk2) Bigirpae ueHTpansHy ponb y nepegadi curHanis uutokiHie (Kisseleva et al., Gene, 2002,
285, 1; Yamaoka et al., Genome Biology 2004, 5, 253)). Nicns 3B's3yBaHHA 3 iXHIMW peLienTopamm
UMTOKIHM akTuBytoTb JAK-KiHa3W, ki BHAcNigok Uboro ¢ocopunioTs LUTOKIHOBMI pelenTtop,
CTBOPIOIOYM TakUM YMHOM CaWTU NPUYanOBaHHS AONS CUTHaNbHMX MOMEKYr, a came AMs YNeHiB
cimMencTBa CUrHanmbHWX TPaHCAYKTOpIB Ta akTtuBaTtopiB TpaHckpunuii (STAT: signal transducer and
activator of transcription), ski kiHeub KiHuem BegyTb OO €eKChpecii reHiB. € BiJOMUMW YUCMEHHI
LUMTOKIHW, WO akTuByloTb kKiHa3nm JAK-cimernctea. [Jo umx uyutokiHiB Hanexatb IFN-cimenctso (IFN-
as/B/w/nimituH (Limitin), IPN-y, IL-10, IL-19, IL-20, IL-22), cimencTtBo gp130 (IL-6, IL-11, OSM, LIF,
CNTF, NNT-1/BSF-3, G-CSF, CT-1, nentuH, IL-12, IL-23), yC-cimewncTtBo (IL-2, IL-7, TSLP, IL-9, IL-
15, IL-21, IL-4, IL-13), cimencTBo IL-3 (IL-3, IL-5, GM-CSF), cimencTtBo curHanbHux naHutoris (EPO,
GH, PRL, TPO), peuentopHi TuposuHkiHasn (EGF, PDGF, CSF-1, HGF) i G-npoTeiH-3B'a3aHi
peuentopu (AT1).

o HegaBHix nip TepaneBTUYHWMIA NoTeHUian iHridiTopis JAK-kiHa3 dokycyBaBcsi Ha xBopobax, Lo
3a4innoTh Pi3HOMaHITHI naTonorii iMyHHOI cuctemun. Lle 6ynu atonia (anepriyHa actma, aToniyHWN
AepMaTuT, anepriyHUn PUHIT), KMiITUHHO-OMOCEpeaKoBaHa rNepyYyTnmMBICTb (anepriyHuin KOHTaKTHWUA
AepMaTuT, anepriyHnii MHEBMOHIT), peBMaTuMYHi XBOpobu (cucTemMHunm 4YepsoHWMMA BoBYak (SLE:
systemic lupus erythematosus), peBmaToigHWN apTpuT, KOBEHINbHUN apTpuT, cuHapom Llerpena,
ckriepoaepmisi, NoNiMio3nT, aHKINO3NBHUIA CMOHAUNOAPTPUT, NCOPIaTUMHUIA apTPUT), TpaHcnnaHTauis
(BiOTOPrHEeHHs TpaHcnnaHTaTa, peakuis "TpaHcnnaHTat npoTu Hocid"), BipyCHi xBopobu (Bipyc
EnwTenHa-bapa, renatut B, renatut C, BIJ1, Bipyc niogcbkoro T-kniTuHHOro nenkosy HTLVA1, Bipyc
Baiuena-3ocTepa (Vaicella-Zoster), Bipyc nogcbkoi naninomu), pak (nervikemis, nimdoma), cepLeBo-
CyOvHHI xBopobu (cepueBa rinepTpodis, aTepocknepo3 Ta apTepiocknepos), HerpogereHepaTuBHI
XBOpobM (MOTOHEWpOHHa xBopoba), xapyoBa anepris, 3ananbHa XxBopoba KULEeYHUKY, XBopoba
KpoHa, 3ananeHHs LKipy Ta iMyHHa Cynpecis, BUKNUKaHa TBepaMMn nyxnuHamu. [1o cborogHilHbLOro
AHS HanbinbLWi 3ycnnns cnpsMoByBanucs Ha iHribyBsaHHa JAK3 3 meTolo iMyHOCYnpecii, Hanpuknag,
ANsi TpaHCnnaHTaLii OpraHiB i NPYXMBNIOBAHOCTI anoTpaHcnnaHTaris, aguB. ornsg (Bone et al., Current
Opinion in Investigational Drugs, 2003, 4 (11), 1297).

| ocb 30BCiM HedaBHO Oyno BUSIBNEHO ABa 3HAYHMX CBIOYEHHS MPO POfb CUIHANbHOIO LUASXY
EPO-JAK2 y mienonponicepaTvBHux posnagax i nponicdpepatuBHin giabeTuuHin petuHonartii. lMo-
nepwe, HabyTTs YHKLUIT, 3'ABUNOCS NOBIAOMIMEHHS MpPO Te, WO comatuyHa (Habyta) mytauia JAK2-
kKiHasn (V617F) € npuvynHHUM dakTopoM Yy Hu3ui "TunoBux" MienonponicepaTtMBHUX po3najis,
BKITIOYAIOYM EPUTPEMItD, ecceHLianbHy TpoMbouuTemito Ta menodibpos 3 MienoigHow MeTannasieto, i
Lo Usi MyTaUist cnocTepiranacs y nauieHTie 3 "atunoBumn” mienonponicgepaTnBHuMn posnagamu abo
3 MienoaucnnactnyHum cuHapomom, aue. ornsag (Tefferi and Gilliland, Cell Cycle 2005, 4(8), e61;
Pesu et. al. Molecular Interventions 2005, 5(4), 211). Kpim Toro, 6yno 3HawnaeHo, Wwo (a) MyTauis
V617F JAK2 acouitoBanacs 3 KOHCTUTYTUBHOW dhocdopunsdieto JAK2-kiHa3n Ta 1T npaBOCTOPOHHIX
edeKTopiB, a TakoX 3 iHOYKUIEO rinepyyTnMBOCTI A0 epUTPONOETUHY B EKCrepuMeHTax Ha KniTuHax,
(b) V617F JAK2-iHaoykoBaHi curHanu nponicepauii KniTuH iHribyBanucss HU3bKOMOMEKYAPHUMMU
iHridiTopamn JAK2-kiHasu, i (C) Muwavmim KiCTKOBMIA MO30K, TpPaHCAYKOBaHWA PETPOBIpyCcOM, LIO
mictue V617F JAK2, iHOyKyBaB epuTPOLMTO3 Y TPAHCMAHTOBAHNX MULLIEN.

Kpim TOro, HewopaBHo Oyno 3HamgeHo, wo myTauii B EPO-R Takox nigrpumytots JAK-nax
KOHCTUTYTUBHO aKTMBOBaHUM, NPU3BOAAYM A0 MienonponidepaTMBHUX po3nagis.
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Mo-gpyre, 6yno BusiBneHo, wo EPO € noTyxHuMm aHrioreHHUM aktopom y nponidepaTuBHin
fiabeTuyHin peTnHonarTii, rOMNOBHIA NPUYKUHI BTpAT 30py Yy XBOpPUX Ha AiabeT niogen npauesgaTtHoro
BiKy, AMB., Hanpwuknag, (Aiello, New England Journal of Medicine, 2005, 353 (8), 839; Watanabe et al.
New England Journal of Medicine 2005 353 (8), 782).

Kpim Toro, BaTtaHabe (Watanabe, amB. BuLle) y CBOIX AOCNIMKEHHAX MNOKasap, WoO: (a) piBHi
BHyTpiWwHboo4HOro EPO i VEGF (daktop pocTy CyaMHHOro eHpoTenito - iHwwui aobpe BigomMui
aHrioreHHUn daktop y nponidepaTnBHIA aOiadbeTnyHIn peTuHonarii) 6ynM 3Ha4YyHO BULLMMUK Y NOOEN,
Lo Manu nponicgepaTmBHy AiabeTnyHy peTMHonarito, HiX y TUX, WO Manu HeakTUBHUIA CTaH XBopobu,
Ta y KOHTPONbHUX ocib, ski He manu giabety; (b) pisHi EPO i VEGF 6nm3bko He kopentoBanu; (C) piBHi
EPO kopentoBanu Ginblie 3 HasBHICTIO nNponidepaTmBHOI giabeTuyHoi peTnHonarTii, Hix piBHi VEGF;
(d) EPO ctumynioBaB piCT Ta BHYTPIWHBLOKMITUHHY Mepedayy CurHamiB y KniTUHax peTtuHanbHOro
enpgotenito; i (e) iHriditopn gk EPO, Ttak i VEGF, 3HWXyBanu BUKIMKaHY FiMOKCIE0 peTUHanbHy
HeoBacKynsipusadito y niggocnigHnx rpusyHis.

HewopasHo 6yno nokasaHo, o myTauii B EPO peuentopi Takox MOXyTb BNMBaTW Ha nepeaady
curHanise, Wo crocytoTbea JAK-Wnaxy, i Wo ue Moxe 3anydaTucs Ao fikyBaHHSA XBOpPUX CTaHiB, npu
sakux JAK-curHanbHa TpaHCayKUisa Bigirpae B KNiTUHHOMY LUKIi BaXNMBY POfb.

MoxkHa 3ragaTtui npo we oAHy ocobnumeicTb iHribiTopie JAK-wnsxy. byno nokasaHo, wo JAK-wnsax
MOXe 3anydatmcsa 0O BWXMBaHHS i nponidpepauii knituH. Hanpuknag, iCHye CBigYEeHHS TOro, WO Yy
KNiTWH, SKi MaloTb NO3UTUBHY Npoby Ha dinagenbdincbky XpoOMOCoMy, WO NPU3BOANTbL OO XPOHIYHOI
mienoreHHoi nenkemii (CML), Jak-wnax € 3any4yeHMM OO KOHCTUTYTMBHOI akTuBauii. TakMM 4uHOM,
3acTocyBaHHs iHribiTopy JAK-kiHasm moxe 6ytm kopucHum y Bunagkax CML, y koTpux
dinagenbdincbka XpoMocoMa MNpOAeMOHCTpyBarna CBOK 34aTHICTb npoaykysaTtu ribpuag Ber-Abl i
OTXe NIATPUMYBATU KNITUHU KOHCTUTYTUBHO aKTUBHUMU.

BinbL BMpa3HUM € Te, WO y BUNagKax MyTauii CTINKOCTI, SIKi BUHUKAOTb 3a paxyHOK cneungivHmx
iHribiTopie 4o BCR-ABL, sik ue mae micue y ctopoxoBoi myTauii T3151 abo y Oyab-sikin iHWii myTauii,
iCHye MOXNMBICTb 3a gonomoroto Jak-wnsxy BukopucToByBaTu iHribiTop JAK-kiHa3n 3a paxyHoK
wnaxy, BukopuctoByBaHoro BCR-ABL-myTaHTOM (sik ¥y Bunagky mytauii BCR-ABL(T3151)). Takum
YMHOM, iHriGiTopn Jak MOXyTb 3acCTOCOBYBaTUCS B JiKyBaHHI NaLEHTIB 3 PE3UCTEHTHICTIO A0 BiAOMMX
MeToaiB Tepanii, ge 6e3nocepeaHboto MiweHHl0 € BCR-ABL, a cTilikicTb OO Nikapcbkux 3acobis
BUSIBNAETLCH Yy NepeBaxHin kinbkocTi (50-90 %) nauieHTiB, y KOTpUX TpaauUiHi TepaneBTUYHI 3acobu
He MaloTb ycnixy.

IHribiTopn JAK mMoXyTb ByTM edeKTMBHMMM TakOoX MPU 3aCTOCYBaHHI iX A0 IHWWX MIENOigHMX
XBOPWUX CTaHiB K NpuW poanagax KpoBi, Tak i MpPU (HWMX XBOPUX CTaHax 3 MIenoigHow
CMiBMNPUYETHICTIO, @ TaKOX A0 iHLWMX XBOPUX CTaHIB, 40 KOTPUX NPSAMO YN Henpsamo 3anyvaetscs JAK-
LUAISIX.

BignosigHo [0 BuULEBMKNAQeHOro icHye notpeba B po3pobKax Cnonyk, NPUOATHUX CIYXUTU
iHribiTopamn kiHa3 i, 3okpema, JAK-kiHa3n, y Bunagkax HeaaeKBaTHOCTI MiKyBaHHS BiZOMUMMU
MeToAamMu BuLLenepeniyeHmx XxBopoo, npu KoTpux JAK-curHanbHWIM LWSX € po3perynboBaHumM abo o
KOTPUX BiH NPSIMO Y¥ HEMPSMO 3any4aeTbCs.

CyTb BUHaxogy

B ogHomy i3 BapiaHTIB 34iMCHEHHS BUHaXOAy NPOMOHYETLCS CroryKa, sika Mae cTpykTypy (A):

Q
\A \
] R
R H G |
N ’d G /Y Go\ .
~ J\ ~_ _G X P n R
H N ||\1 R’ R?
H H

. (A)

BignosigHo 0o iHWoOro BapiaHTa 34iNCHEHHS BUHAxXo4y MPOMOHYETLCSA CMNoci® NikyBaHHSA po3naay,
MOB'AI3aHOI0 3 PO3BUTKOM KPOBOHOCHWUX CYAWH, SIKMA BKIloYae y cebe BBEAEHHS NauieHTy, LWo
notpebye Takoro NikyBaHHs, TepaneBTUYHO e(PeKTUBHOI KifTbKOCTI NPUHANMHI OAHIET CNOMyKW, Ska mae
cTpyktypy (A), abo T1i dapmMaueBTUYHO NPUNHATHUX CONeEW, rigpaTiB, conbBaTiB, nonimopdis,
KpuctaniyHnx dpopm, N-okcuais, Ta iHOUBIAYanNbHUX eHaHTIOMEPIB i diacTepeomepis.

BignosigHO [0 iHWMX BapiaHTIB 34iIMCHEHHA BMHaxo4y MPOMOHYTLCA dhapMaueBTUYHI cknagu i
BUPOOW, SAKi MICTATb NMPUHANMHI OOHY CMOMyKy, WO Mae cTpyktypy (A), abo ii dapmaueBTUYHO
NPUAHATHI coni, riapaTu, conbBaTK, KpUCTaniyHi opmu UM iHAMBIAYyanbHi AiacTepeomepu.

[oknaaHuii onuc BuHaxony

A. TepMiHM | BUBHAYEHHS
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Hwxye nogaHi BM3HAYeHHS BUKOPUCTOBYBAHWX B [aHi 3asBLUi TEpMiHiB, SKi B LUinoMy €
Y3ro[XXeHUMN 3 TEPMIHOMOriel0, peKkoMeHaoBaHoK MikHapogHUM CO30M 3 TeopeTU4Hol Ta
npuknagHoi ximii (IUPAC).

TepmiH "retepoatom" o3Ha4yae Oyab-aKuUA aToM, BiAMiHHUIA Big Byrneuto, Hanpuknag, N, O, S.

TepmiH "apoMaTUYHUA" O3HAYAE LIMKITIYHO CMOMydeHy MONEKYNsipHy cyOcTaHLUito, CTabinbHICTb
AKOT 3aBAsIKM Aenokanisauii € 3HauyHO BinbLUOK, HiXK Y MiNOTETUYHOI JTOKani3oBaHOi CTPYKTYpH, SIKOKO €,
Hanpuknag, cTpyktypa Kekyne (Kekulé).

TepMiH "reTepouukniyHMin" npu KNOro BUKOPUCTAHHI SK  O3HAKM apoOMaTUYHOrO  Kinbus
3aCTOCOBYETHCS A0 apOMaTUYHUX Kineub, SKi MICTATb MPUHANMHI OAMH reTepoaTtoM, BU3HAYEHHS
AKOMY [IaHO BULLLE.

TepmiH "reTepouuKniYHUR" NpUM KOro BUKOPUCTaHHI HE $K O3HaKM apoMaTUYHOro KinbLd
3aCTOCOBYETbCA A0 LMKMIYHMX (TOBTO TakuX, WO MICTATb KifbLs) rpyn, BiAMIHHUX Bi apoOMaTUYHUX
rpyn, Ae uukriyHa rpyna YTBOPKHETLCHA i3 aTOMIB BYrneu B KinbKoCTi Big 3 Ao npubnusHo 14 i
npuHarMHi O4HOro reTepoaToma, BU3HA4YEHHS AKOMY AaHO BULLE.

TepMiH "3aMilleHUn reTepouMKniYHUA" Yy 3acCTOCyBaHHi £K OO apoMaTMYHMX, TakK | [Oo
HeapoMaTUYHUX CTPYKTYP CNY>XUTb O3HAKOK AN reTepouuKniyHUX rpyn, SKi MatTb, KpiM TOro, oauH
ym BinblUe 3aMiCHUKIB, BUSHAYEHHS AKUM OaHi HUX4e.

TepmiH "ankin" o3Havyae ogHOBANEHTHY BYINEBOOHEBY rpyny 3 NPSAMONIiHIMHMM abo poarany>keHum
naHutorom, sika mae Big 1 oo npubnusHo 12 atomiB Byrneuto, To6TO, HaNpuknaga: MeTun, eTun, n-
nponin, isonponin, n-6ytun, isobyTun, TpeT-6yTnn, n-neHTun (BigoMWIiA TakoX Mig Ha3Bo n-amin), n-
rekcun i T. n. TepMiH "HWX4YM ankin" 3acTOCOBYETbLCA OO0 arnkinbHUX rpyn, siki maroTe Big 1 Oo
nNpmbnmaHo 6 aTtomiB Byrnewo.

TepmiH "3amiwieHnn ankin" 3acToCOBYETbCA OO ankinbHUX rpyn, ski MalTb OAMH 4M Binblue
3aMIiCHUKIB, TakuX $IK TiAPOKCW, arikoKkCW, MepKanTo, UMKNOoankif, 3aMmilleHun LUuKnoarnkin,
reTepoUMKITiYHMUA, 3aMillleHUn reTepoLMKNiYHUI, apun, 3aMilleHni apwn, retepoapwn, 3amilleHun
reTepoapu, apusiokCu, 3amilleHUn apuiokcu, ranorex, LiaHo, HiTpo, amiHo, amigo, anbaerig, aumn,
okciauwmn, kapbokcun, cynbdoHin, cynbgoHamia, cynbdypun i 1. .

TepmiH "ankeHin" CcRyXuTb Ha3BOW [ONs BYIMEBOAHEBUX [pyn 3 NpsIMOSiHiMHUMK  abo
posrany>eHUMu naHuroramu, gki MatoTb NPUHaNMHI OOWH MOABIMHMI 3B'A30K TUMY Byrnelb-Byrneup i
npubnuaHo Big 2 o 12 aTtoMiB Byrneuw, a TepMiH "3aMilleHn ankeHin" cnyXuTb Ha3BOK ANdA
ankeHinbHUX rpyn, gki MiCTATb, KpiM TOro, 0guH 4Yu Binblue nepeniyeHnx BULLE 3aMiCHUKIB.

TepmiH "ankiHin" CcnyxuTb Ha3BOKW ONs  BYINEBOAHEBMX [pyn 3 NPsSMOMiHiiHMUMKM  abo
po3rany>xeHumMu raHuroramu, siki MatoTb MPUHANMHI OAMH NOTPIMHUIA 3B'A30K TUMY Byrneub-Byrneup i
npmbnuaHo Big 2 go 12 aTomiB Byrneuw, a TepMiH "3aMilleHW arnkiHin" CrnyxuTb Ha3Bow AnS
ankKiHiNbHMX rpyn, sKi MiICTATb, KpiM TOro, 0AuH Yn GinbLue nepenivyeHnx BuLLE 3aMiCHUKIB.

TepmiH "apun" cnyxuTb Ha3BOK ANS apoMaTUYHUX rpyn, SKki MaloTb NpubnusHo Big 5 Ao 14 atomis
Byrneuto, a TepmiH "samilieHmn apun" Cny>xuTb Ha3BoK ANS apuribHUX rpyn, AKi MICTATb, KpiM TOro,
OAVH 4 BinbLUe nepeniyeHnx BULLE 3aMiCHUKIB.

TepmiH "reTepoapun” crnyXkuTb Ha3BOK ANs apOMaTUYHUX Kinelb, Yy KOTPUX KinbueBa CTPYKTypa
yTBOpeHa npnbnusHo 3-14 atomamu BYrfeLo i NpuHakiMHi OAHUM reTepoaToMOM, BU3HAYEHMM BULLE,
a TepMiH "saMilleHui reTepoapun” CrnyxuTb HA3BOK ANA reTepoapunbHUX rpyn, SKi MICTATb, Kpim
TOro, oAuH 41 Binblue nepeniyeHnx BULLE 3aMiCHUKIB.

TepmiH "ankokcu" o3Ha4yae KOMMOHEHT, AKMIA onucyeTbes bopmynoto -O-arnkin, ge ankin € Takum,
SIK BU3HAYEeHO BULLE, a TEPMIH "3aMilLleHnn ankoKkcu" o3Havae ankoKCUrpyny, sika MiCTUTb, KpiM TOro,
OAVH 4 BinbLue nepeniyeHnx B1LLE 3aMiCHUKIB.

TepmiH "uuknoankin" CnyxuTb Ha3BOK AMs ankiNbHUX rpyn, SKi MawTb Big 3 40 nNpubnmaHo 8
aToMmiB BYrfeLto, WO YTBOPKOWTL Kinbue, a TepMiH "3aMmilleHnin Lmknoankin" crnyXuTb Ha3Bow And
LMKINOAnKinbHMX rpym, siki MiCTATb, KpiM TOro, OAUH Ym BinbLue nepeniyeHnx BULLLE 3aMiCHUKIB.

TepmiH "ankinapmn" cnyxkmntb Ha3Bow AMs ankin3amiweHnX apunbHUX rpyn, a TepMiH "3amileHni
ankinapuyn" crnyxuTb Ha3BOW ANs ankinapurbHUX rpyn, siki MiCTSITb, KpiM TOro, oAuMH 4u Ginblue
nepenivyeHnx BULLLE 3aMiCHUKIB.

TepmiH "apunankin" cnyxmntb Ha3Bow AMs apun3amilleHnX ankinbHUX rpyn, a TepMiH "3amileHni
apunankin" crnyxuTb Ha3BOW ANs apwunankinbHWX rpyn, siki MiCTATb, KpiM TOro, oauMH 4um Oinblie
nepeniyeHnx BULLLE 3aMiCHUKIB.

TepmiH "apunankeHin" cnyxuTb Ha3BOKW ANS apun3amilleHUX arnkeHinbHUX rpyn, a TepMiH
"3aMilleHnn apunankeHin" cnykntb Ha3BoK OS89 apunankeHinbHUX rpyn, ki MiCTATb, KPiM TOro, ogmH
un GinbLUe nepenivyeHnx BULLE 3aMiCHUKIB.

TepMiH "apunankiHin® CcnyxmTb Ha3BOW ANA apuns3amilleHnX ankiHinbHWX rpyn, a TepMiH
"3aMilleHnn apunankidin® cnyxmtb Ha3Bo ANS apunankiHinbHUX rpyn, gKki MiCTATb, KpiM TOro, oauH
un GinbLUe nepenivyeHnx BULLE 3aMiCHUKIB.
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TepmiH "apuneH" crnyxuTb Ha3BOK ANS OBOBANEHTHUX apoMaTUYHMX TPyn, ki MawTb Big 5 0o
npnbnusHo 14 aTtomis Byrnewuto, a TepMiH "3amilleHun apuneH" cnyXutb Ha3BOK ANs apuUNeHOBMX
rpyn, SKi MiCTSTb, KpiM TOro, O4MH Yn OinblLue nepeniyeHnx BULLE 3aMiCHUKIB.

TepmiH "XiMiYHO 3B'A3aHMI" 03HA4Ya€ XiMi4HYy CyOCTaHUil0, B KOTpPii ABAa KOMMOHEHTU YTBOPHOOTb
MiXk cOBOI NPSIMUIA XIMIYHUWIA 3B'SI30K.

TepmiH "kiHa3a" o3Havae Oyab-akun depMeHT, Wo KaTanidye npueaHaHHs dpocdaTHOoi rpynu oo
OIiNKOBOro 3anuLLIKy; HanNnpuknag, CepuHoOBa i TPEOHIHOBA KiHa3W KaTanidytoTb NpuegHaHHS ocdaTHNX
rpyn 40 CEPMHOBOIO i TPEOHIHOBOIO 3asLLKIB.

Tepmin "JAK-kiHa3a" o3Hayae cepMeHT, WO € B KMiTMHax B iMyHHIN cucTemi i 6epe yvactb B
KNITUHHOMY MpoLeci nepedadi curHanie, y pesynbTtaTi 4oro BiabyBaeTbCsl PO3BUTOK BiNnX KPOB'AHUX
Tineub.

TepmiH "TepaneBTUYHO epekTUBHA KiNbKICTL" 03Ha4a€ KinbkiCTb cnonyku abo apmaLeBTU4HOro
cknagy, sika Buknukae bionorivHy abo MeanyHy peakuito TKaHUHW, CUCTEMU, TBapUHW abo NOAMHM i
AKy CMoAiBalTbCA OTpUMATU OOCNIOHUK, BETepuHap, nikap-kypatop abo iHWWi KniHiYHWA nikap, a
came, Hanpuknag, BigHOBMeHHs abo MigTpUMyBaHHS BacKyriocTasy 4Yu 3anobiraHHs aHomanii um
BTPaTW, YN BACKyNOCTa3y; 3HWKEHHSA MyXMHHOIO HABaHTaXEHHS!; 3HWXEHHSI 3aXBOPHOBAHOCTI i/abo
CMEPTHOCTI.

TepMiH "hapmMaueBTUYHO NPUNHATHUIN" BUKOPUCTOBYETLCA SIK O3HAKa AN HOCis, po3pigxyBada
abo ekcumnieHTa, KOTPi MOBUHHI OYTWM CyMICHUMU 3 iHLUMMM iHFpedieHTaMu npenapary i HeLWKiaIMBnumm
Ansa ix peuunnieHTa.

TepmiH "BBeAeHHs1 cnonykn" o3Hadae nikyBarnbHy Ai0 3 MOCTAYaHHS CMOMyKW 3rigHO 3 AaHUM
BMHaxogom abo dapMaueBTMYHOro cknagy, Wo ii MICTUTb, nauieHTy, dkun noTpebye Takoro
niKyBaHHS.

TepmiH "aHTUTINO" 03HaYaE iHTaKTHY MOMEKyny NoniknoHanbLHOro abo MOHOKITOHANbHOrO aHTUTINa
abo noro dparmeHTta, Hanpuknag Fab i F(ab'),, Fv un SCA, akui € 3pgatHum 3B'asyBatuca 3
€niTONHOK AeTepMiHaHTOLO.

TepMmiH "Backynoctas" o3Hayae nigTpMMyBaHHS FOMEOCTaTUYHOrO CYAMHHOIrO MOYHKLIOHYBaHHS,
Lo Beae 40 HopmarnbHOro gisionoriyHoro oyHKLioHyBaHHS.

TepmiH "BackynocTtaTu4Hi 3acobun” o3Hayae 3acobu, Npu3HaYeHi AN CTBOPEHHS YMOB, Y KOTPUX
BaCKynocTa3 yperynbOoBYETbCA LUMSIXOM 3anobiraHHs BTpaTam abo LWnisaxoM BiOHOBMEHHS 4K
NigTPUMYBaHHSA BacKynocTasy.

B. BapiaHTu 3gincHeHHs BUHaxoay

B ogHomy 3 BapiaHTiB 3A4iMICHEHHS BMHaxody ANS JiKyBaHHSA Pi3HOMaHITHUX XBOpPOO, posnagis i
NaTororin NPOMOHYITLCA CNOMYKMU, AKi MatTb CTPYKTYPY (A):

Q
\A \
R

R® Ho G |

~~ >N o’ G /Y GO\ .

~ J\ ~_ _G X P R
H N ||\1 R’ R?

H H

. (A)

Y cTpykTypi (A) kOMNoHeHTOM X moxe Oytu 3B'a3ok, O, C=0, SO, abo CH,, a Y moxe GyTtu
3B's30k a6o NR® abo X Ta Y, B3siTi pasom, MOXyTb yTBOpIOBaTW 3B'A30k. flani, y cTpykTypi (A)
komnoHeHnTamm R' i R? MoxyTb OyTn H, C;-Cg 3amilleHuin abo He3amillleHuin ankin, 3amiweHuni abo
He3aMileHNA UMKoarnkin, 3aMilleHnin abo HesaMillleHWIn rTeTepOoLMKI, 3aMilleHnn abo He3aMmileHni
apun, 3amilleHuin abo HesaMmilleHuin retepoapun; abo R' i R? BaaTi pasomMm, MOXYTb YTBOpPIOBATU
3B'A30K; 260

R*i Rz, B3ATi pa3oM, MoxyTb yTBoptoBaTh (CHy)m, (CH2)-S-(CH2)m, (CH2)-SO-(CH2)m, (CH2)-SO,-
(CH2)m, (CHZ)-NRQ-(CHZ)m abo (CH,)-O-(CH,), e iHgekcu p, g, r, N, M He3anexHo oAuH Big 0OHOro
€ Linumu ynucnamu, siki npunmatoTb 3HaveHHs Big 0 go 6.

Kpim Toro, y cTpykTypi (A) komnoHeHToM R® moxe 6yTn H, C;-Cg-ankin, Cy-Ce-umknoankin, Cy-Cg
posranyxeHun ankin, C,-Cq 3amiweHun ankin, C,-Cg-amiHoankin abo C;-Ce-rigpokciankin, Go moxe
6yt N, O, H a6o CH 3a ymoBu, Lo komm Gy € N, Togi R® i R* moxyTb 6yT H, Ci-Cg-ankin, C;-Ce
3amilleHnn abo HesaMmilleHui rigpokciankin abo amiHoankin, C;-Cg 3amilieHnn abo HesaMilleHu
po3rany>XeHun arnkin, 3amiweHnn abo HesamiweHun apun abo 3aMillleHuA 4YM  He3aMileHumn
reTepoapun, a6o R® i R, BasTi pasom, MoxyTb ytBoptoBaT (CHy)m, (CH2)-S-(CHy)m, (CH,),-SO-
(CH2)m, (CH)~SO2~(CHo)m, (CH2)-NR®-(CH;)m @60 (CH,)-O-(CH,)m.
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IcHytOTb Takox iHWi nepeaymoBu woao Gy y cTpyktypi (A). Tak, konm Gy € N, Togi R'i R, BasTi
pasom, MoxyTb yTBoptoBatu (CHy)nm, (CH2)-S-(CH2)m, (CH2)-SO-(CH2)m, CH»)-SO.-(CH2)m, (CH,),-
NR%-(CH,)m a60 (CH,)-O-(CH,)m; @60 R i R?, B3aTi pasom, MoxyTb yTBoptoBath (CHy)m, (CH,)-S-
(CH)m, (CH2)-SO-(CHa)m, (CH2)-SO5-(CHo)m, (CH2)-NR*-(CHo)m M (CHy)-O-(CHy)m; aGo R’ i R,
B3SITi pa3oM, MoxyTb ytBoptoBatn (CHy)m, gCszr-S-(CHz)m, (CH,),-SO-(CH3)m. (CH),-SO,-(CHy)p,
(CH,),-NR®-(CH,)m uM (CH,)-O-(CH,)m; @60 R® i R*, B3siTi pasom, MoxyTb yTBOptoBaTh (CHy)m, (CH2)-
S-(CH2)m, (CH3)-SO-(CHa)m, (CH2)-SO2-(CHz)m, (CH2)-NRg-(CHz)p 1 (CHy)-O-(CHy) .

AKWO y CTPYKTYPi (A) KOMMOHEHTOM Go € O, To R® Mmoxe 6yt H, C1-Cg-ankin i C1-Cq 3amilLieHuit
abo HesamilLeHunn rigpokciankin abo amiHoankin, 3amieHnn abo He3aMilLleHMI po3ranyXeHun ankin,
3amMilleHnn abo HesaMmilleHUn LMKNoankin, 3aMilleHnii reTepounkn, 3'eqHaHnin Yepes atoM BYrneLo
abo asoTy, 3amiweHn abo HesaMmilleHur apun 4YM 3amiweHnn abo HesamileHun reTepoapun,
3'eHaHNIn Yepea aToM ByrneLo a6o asoTy, 6e3 rpynu R*: R i R®, B3siTi pasom, MoxyTb yTBOpIOBaTH
(CH2)m, (CH2)~S-(CHy)m, (CH2)-SO-(CHz)a, (CH2)-SO2-(CHz)m, (CH2)-NR®-(CHz)y unt (CH,)-O-
(CHy)m; @60 R* i R®, B3saTi pasom, MoxyTb yTBOPoBaTA (CHy)m, (CH,)-S-(CH2)m, (CH2)-SO-(CHo)m,
(CH,),-SO,-(CH,)m, (CH2)-NR9-(CH2)m un (CHy)-O-(CH,)n; abo R° i R® Baari pasoM, MOXYTb
ytBoptoBatn (CHy)m, (CH2)-S-(CH2)m, (CH2)-SO-(CHy)ray (CH,)-SO,-(CH)m, (CHz)r-NRg-(CHz)m um
(CH2)-O-(CH2)m.

Axkwo y cTpyktypi (A) KomnoHeHToM Gy € CH, T0 R?® i R* moxyTb 6yT H, C,-Ce-ankin, C;-Ce
3aMilleHnnt abo HesamiweHun rigpokciankin 4m amiHoankin, C;-Cg 3amiweHnn abo HesamilleHun
po3ranyXeHuin arnkin, samiwleHmin abo HeszamiweHun apun, C;-Cg 3amilleHnin abo HesaMilleHW
retepouukr, 3'egHaHun 4epe3 atoMm Byrneutd abo asoTy, abo 3amilleHn UM He3aMmileHWUn
retepoapun, 3'egHaHuUn 4Yepe3 aTom Byrneui abo asoty, abo R® i R, B3aTi pasoMm, MOXyTb
yTBOPIOBATH (CHRggr-(CHRg)m-(CHRg)p, (CHR%),-S-(CHR%),,, (CHR®),-SO-(CHR"),,, (CHR?),-SO,-
(CHR%)m, (CHRY)-NR-(CHR®),, un (CHRY),-O-(CHR®),.

Kpim Toro, y ctpyktypi (A) komnoHeHToM G moxe 6yTn N abo CRg, i kKoxHMN G € He3anexHuM Big
iHworo G 3a ymoBM, WO He GinbL, HX AgBoMa rpynamm G moxe 6yTn N, a Takox 3a ymMOBM, LIO B
KoxkHoMy CRg koXHUI Rg € He3aneXxHMM Big iHLWoro Rg.

Kpim TOro, y ctpyktypi (A) KOMMNOHEHTOM R® € MeTun, a KOMNOHEHT Q € TaKuUM, Sk OKa3aHO HIKYE

7

R

Y KOMMOHEHTI Q KOXHUM i3 Rg, R’, R® moxe 6ytn H, C;-Cs 3amieHnin abo He3amilleHu arnkin,
C:-Cg 3amilieHnin abo HesamilleHun ankeHin, C;-Cg 3amilleHnn abo HesamilleHun ankiHin, C;-Cg
3amilieHmn abo HesamilleHun rigpokciankin or amiHoankin, C;-Cg 3amiweHnn abo HesamilleHun
posranyxeHun ankin, C;-Cg 3amilieHnii abo HesaMilleHU LMKnoarkin, 3amileHnn abo HesamileHuin
apun, 3'eQHaHWiA Yepes3 aTtoM Byrneu abo retepoaToM, 3amilleHnit abo He3aMmileHUn retepoapun,
s'epHaHuii uepes aTom Byrnewto abo retepoatom, C;-Cq ankokeu, ranoreH, CFs, -OCF;, CHR’R?, SR?,
SOR®, SO,R®, SO,NR’R?, SO;R?, POR®, PO,R?, PO,NR’R?, PO,CR®R?, PO;R?, NR®R?, NO,, CN,
OH, CONR’R?, COR®? COOR? NR’COR? NR’CONR’R? OCONR’R?, CSNR’R!, CSR®
NR®CSNR’R?, SCONR®R?, SCSNR®R* a6o SCSNR*R*: a6o Rs i R’, BaaTi pasom, 4n R i R®, Basri
pasoM, un R i R®, B3sTi pasom, MOXYTb YTBOPIOBATU KOMMOHEHT, He3anexHo BubpaxHun cepepq oyab-
akol i3 Takux rpyn: -HN-CH=CH-, -HN-N=CH-, -HN-N=N-, -O(CH,),,0O-, -S(CH,),S-, -N=CH-S-, -CH=N-
O-, -CHNN-S-, -N-CH-O-, -C=N-0-, -C-N-O-, -CH=CH-CH=CH-, -N=CH-CH=CH-, -CH=N-CH=CH-, -
O-CH=CH i -S-CH=CH-; a6o R® i R*, B3sTi pasom, MOXYTb yTBOpOBaTU (CHR9),-(CHR9)m-(CHR9)p,
(CHRQ),-QS-(CHRg)m, (CHR®),-SO-(CHR?),, (CHR®)-SO,-(CHR®)n, (CHR®),-NR®-(CHR?®),, a6o (CHR®),-
O-(CHR).

Kpim Toro, y cTpykTypi (A), komnoHeHTom A moxe 6yt O, NR® CR’R*, S, SO a6o SO,; a B
KomnoHeHTi Q, G; moxe 6ytn CH, N, NH, S abo O, komnoHeHToM G, MOXe CR’, N, NH, S a6o O,
NpUYOMY KoXHa rpyna R’ € He3anexHoo Bif, KoXkHOI iHwWoi rpynn R'; i konn G; a6o G, € NH, S a6o O,
Togi Q € n'aTMYNeHHUM reTepoapomMaTUYHMM  KifbLeM, HeOOOB'A3KOBO CKOHOEHCOBAHMM 3
LECTUYSIEHHUM apoMaTUYHMM abo HeapomaTU4HMM Kinbuem; i ko G; abo G, € N, Togi Q €
N'ATUYNEHHUM abo LIECTUYNIEHHMM apoMaTUYHUM Kinbuem, HeobOB'A3KOBO CKOHAEHCOBaHUM 3
LIECTUYNIEHHNUM apoMaTUYHMM abo HeapoMaTUYHMM KinbLeM, 3a noganbloi ymoBu, wo X abo Gg
BKMNIOYAE NpUHaMMHI OOMH reTepoaTtom BKIOYHO 3 X, BUGpaHun cepeg O, S i N, abo Gy micTuTb
NPUHaANMHI YHOTUPWU aTOMW, LLIO HE € BOOHAMM, BKIOYAO4YM reTepoartom, a R*iR* a6o R'iR’ a6o R'i
R, a6o R® i R*, BasTi pa3oM, MOXYTb YTBOpPIOBATU apoMaTu4yHy, reTepoapoMaTuyHy, LukniuHy abo
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reTepoLMKITiYHY KinbLEeBy cuctemy, abo B pasi HAasABHOCTI HELMKMIYHOI CUCTEMMU € HasiBHUMM BinbLue
ofHoro retepoatomi, a akwo A € NRj, To Oyab-akui i3 Rg, R;, Rg abo Gyab-aka ix kombiHauis
He3anexHo BKIToYae NpUHanMHI ABa 3aMiCHUKM, WO He € BoaHsaMU, abo skwo A € NR;, To Q yTBOptoe
cKoHaeHcoBaHe kinbue i3 Rg-R7, abo i3 R;-Rg.

Hwxuye nokasaHi cTpyktypm geskmx tunosux cronyk [-CLXII, wo onucytotecs cdopmynoto (A) i
MOXYTb BUKOPUCTOBYBATUCH B @aHOMY BMHAXOZi:
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Cronykv 3a gaHuM BMHaxXodoM, abo ixHi dhapMaueBTUYHO MPUIAHATHI conmi, rigpaTtu, conbBatwy,
KpucTaniyHi dpopmu Ta iHOUBIQyanbHi giacTepeomepw, BBeAeHI BigokpemneHo abo B KoMOiHauii 3
iHWXMKW TepaneBTUYHMMKU 3acobamu (Hanpuknag, XimiotepaneBTudHMMKU 3acobamu abo BGinkosBuMU

10  TepaneBTUYHUMM 3acobamMu, OMUCAHUMU  HWXKYE), MOXYTb 3aCTOCOBYBaTUCA B  MiKyBaHHI
Pi3HOMaHITHMX po3nagiB, BKMNOYao4M, Hanpuknag, mienonponigepaTuBHi posnagun, nponidepaTuBHy
diabeTnyHy peTuHONaTito Ta iHLWi acouiioBaHi 3 HUMK po3nagn, NoB'A3aHi 3 PO3BUTKOM KPOBOHOCHMX
CYOVH, BKITOHalo4yM TBEPAi NyXMMHM Ta iHWi BUOW paky, OYHi XBOpobu, 3ananeHHs, ncopias i BipyCHy
iHpekuito. JlikyBaHHIO MpY LbOMY MOXYTb MigdaBaTUCA PiSHOMAaHITHI BUOW paky, BKAYaluyM pak
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TPaBHOIO Ta LUMYHKOBO-KMULLUKOBOIO TPAKTY, paK TOBCTOI KULLIKW, pak NeYiHKW, pak LUKipWU, pak MONOYHOI
3anosu, pak Se4YHuKiB, pak NnpoctaTu, NiMgomMy, Nerkemito (BKMYaymn rocTpy MiENOreHHy Nenkemito i
XPOHIYHY MIiENOreHHy NENKEMIt0), pak HUPOK, pak fiereHiB, pak M'asiB, pak KiCTOK, pak Ce4oBOro Mixypa,
pak MO3Ky.

MigoaBaTncs nikyBaHHIO 3a AOMOMOrOK CMOMYK i CNoco0iB 3rigHO 3 BUHAXOAOM MOXYTb TaKOX Taki
XBOpoOu i po3nagu, K, Hanpvknag, YyTBOPEHHs HOBUX CyAVMH B O4ax, AMTAYa remaHrioma, KucHeBa
HeLOCTaTHICTb OpraHiB, CyauMHHa rinepnnasis, BiATOPrHEHHS TpaHCnnaHTata opraHy, 3BMYanHWI
BOBYaK, MHOXWHHUWI CKINepo3, peBMaToigHuiA apTpuT, ncopias, aiabet 1 Tvny Ta ycknagHeHHs Big
piabeTy, 3ananbHi XBOpPOOM, TrOCTPUMMA MaHKpPeaTuUT, XPOHIYHMI NaHKpeaTuT, acTtma, aneprii,
pecnipaTopHUA AUCTPEC-CUHAPOM Yy AOPOCNUX, CEepLeBO-CYAUHHI XBOPOOM, XBOPOOWU NEYiHKM, iHLLUi
po3nagu KpoBi, acTma, PWHIT, aToniyHW/ OepmMaTuT, aBTOIMYHHI po3nagu LWMTOBMAHOI 3anoswu,
BMpa3KoBuI KOMiT, xBopoba KpoHa, meTactaTMyHa menaHomMma, capkoma Kanoiui, MHOXMHHa Mienoma,
CTaHu, acouinoBaHi 3 UMTOKIHAMM, Ta iHWI aBTOIMYHHI XBOpOOW, BKIOYa4M rnoMepynoHedpur,
CKIepoaepMito, XPOHIYHUIA TuUpeoigmT, xBopoby [peviBca, aBTOIMYHHWA racTpuUT, aBTOIMYHHY
remMoniTM4Hy aHeMmito, aBTOIMyHHY HEMTPOMEHilo, TPoMBOoUMTONEH I, aTonito (Hanpuknag, anepridHy
acTMy, aToniyHUM gepmaTuT Ta anepriyHWn PUHIT), XPOHIYHWUIA aKTUBHWUIA renaTtuT, MiacTeHilo rpasic,
MHOXMHHUIA CKNepos, 3anarnbHy XBOpoOy KUWEYHWKY, peakuilo "TpaHcnnaHTtaT npoTtu Hocis",
HempogdereHepaTuUBHI  XBOpPOOM, BKMOYAKUYM MOTOHEMPOHHY XBOpoby, XxBopoby Anburenmepa,
XxBopoOy lMapkiHcoHa, Bi4HUIA aMioTpodivHNA cknepo3, XBOpoOy XaHTIHIToHa, uepebpanbHy iwemito
Ta HenpogereHepaTuUBHY XBOPOOY, BUKMWKaHYy TpPaBMaTUYHUM YLUKOMKEHHSIM, YyAap, rroTamaTtHy
HEeMpOTOKCMYHICTb abo rinokcito, iwemiyHe abo penepdysiiHe YLIKOMKEHHA MNpu yAapi, iwemito
Miokapga, HMPKOBY ilIEeMilo, cepueBi Hanagu, cepueBy rinepTpocpito, arepocknepos Ta
apTepiocknepos, KUCHEBY HEAOCTATHICTb OPraHiB Ta arperaito TpoMGoLMTIB.

Kpim TOro, miggaesatucst nikyBaHHIO 3a AOMOMOrOK CMOMYK i CnocobiB, 3rigHO 3 BMHaxXo4oM,
MOXYTb TakoX Taki XBopobu i pos3naau, sk, Hanpuknag, KniTMHHO-ONocepeakoBaHa rinepyyTnmnBiCTb
(anepriyHMn KOHTaKTHMM JepMaTWUT, anepriYyHni MHEBMOHIT), peBMaTWU4YHi XBOpoOM (Hanpwvknag,
CUCTEMHUI 4epBOHUIN BoBYakK (SLE: systemic lupus erythematosus), toBeHinbHun aptput, CuHapom
LLerpeHa, cknepoaepmisi, NONiMiO3MT, aHKINO3UBHUIA CNOHAMIOAPTPUT, NCOPIaTUYHUI apTPUT), BipyCHi
xBopobu (Bipyc EnwrerHa-bapa, renatut B, renatut C, BIJ1, Bipyc mogcbkoro T-KMiTUHHOTO Nenkosy
HTLV1, Bipyc Banuena-3octepa (Vaicella-Zoster), Bipyc ntoacbkoi naninomu), xapyosa anepriq,
3ananeHHs LWKipyn Ta iMyHHa cynpeciq, BUKNUKaHa TBepauMU NyxnmHamu.

BrvHaxogom nponoHyTbCA TakoXX MPOMUCIIOBI BUPOBK, SKi MOXYTb MaTW NakyBanbHUM maTtepian i
(hapmaLeBTUYHUIA CKraj, WO MICTUTLCA B LibOMY NakyBanbHOMY maTepiani. [MakyBanbHU maTepian
MOXe MaTW eTUKeTKY 3 iHdopmauielo npo Te, WO JAaHui dapmaueBTUYHUA  cKnag Moxe
3aCTOCOBYBaATUCA B MiKyBaHHi OAHOro Ym BinbLue nepeniyeHnx BuLLe posnagis.

dapmaueBTUYHUIA CKNag MOXe MICTUTK CMOMyKy 3rigHO 3 gaHum BuHaxogoMm. OKpiM cnonyku 3a
AaHVM  BMHaxXoAoOM, 3anporoHOoBaHWin dapMaueBTUYHUIA  CKMad MOXe MICTUTM  TakoX  iHLWi
TepaneBTWYHI 3acobu, a B MOro roTyBaHHi MOXYTb BMKOPUCTOBYBATUCS, Hanpuknag, 3BU4anHi TBepai
abo pigki Hocii 4nM pospigxyBadi, a Takox ¢apmaueBTUYHi JobaBkM TuniB, WO BigANoBigawTb
BMOpaHoMy crnocoby BBeAeHHS (Hanpuknag, eKCLUMMIEHTW, CMOMyYHi, KOHCepBaHTK, cTabinisatopu,
KOpUreHTU CMaKy Ta 3anaxy Tollo), BignoBigHO A0 MeToAiB, BUKOPUCTOBYBAHMUX MPU rOTYBaHHI
dapmaueBTUYHNX Npenapari..

TakMMm 4mHOM, B OOHOMY 3 BapiaHTiB 3AINCHEHHs [aHOro BUHAxody MPOMOHYETLCA
dapmaueBTUYHUIA CcKad, SKWA Nopsag 3i CNOSYyKOK 3rigHO 3 BMHAxXo4OM MICTUTb TepaneBTUYHUIN
3aci6. KoHueHTpaLisi cnonykM B TakoMy CKnagi € Takow, wob 3abesnedyBat edheKkTMBHE MiKyBaHHS,
Hanpuknag, paky abo iHWoi XxBopobu Yn po3naay i3 uicrna nepeniyeHnx BuLle.

Cnonykn 3a JaHUM BMHAxXOAOM MOXYTb BMKOPWUCTOBYBATUCA B TepaneBTUYHMX CKNadax B iXHIn
npupoaHin copmi abo y copmi conen. MNMpugaTtHuMM ansg uboro apmaueBTUYHO MPUIAHATHUMUA
HETOKCUYHUMMW CONSAMM MOXYTb OyTW coni NpuegHaHHSA OCHOB (YTBOPEHi 3 BiNTbBHUMU KapOOKCUIBHUMM
abo iHWWMKN aHIOHHUMW TpynamK), KOTpPi MOXYTb OAEPXKYBATUCS i3 HEOPraHiYHMX OCHOB (Hanpwuknag,
rigpokcMAaiB HaTpito, Kamito, aMoHilo, Kanbuito abo 3anisa) abo opraHidyHMX OCHOB (Hanpuknag,
isonponinamiHy, TpUMeTUnamiHy, 2-eTunamiHoeTaHorny, ricTuamHy, npokaiHy Towo). Lle MoxyTb 6yTu
TaKoX COMi MPUEQHAHHSA KACNOT 3 Oyab-AKMMM BiNTbHUMM KaTiOHHUMW rpynamu i B 3arasfisHOMy BUNagaky
YTBOPKOBATMCS 3 TAKMMW HEOPTraHiYHMMM KMCIOTaMuU, ik CONsHa, cipdaHa abo dpocdopHa, Yn 3 TakumMm
OpraHiYHMMK KMCnoTamu, SK OLTOBa, NMMOHHA, P-TONYyoricynbdOHOBa, MeTaHCyb(OHOBA, LIaBreBa,
BMHHA, MiHAANbHA Ta iHLI KUCIOTW.

MpuaaTHUMKM NS BUKOPUCTAHHSA B AAaHOMY BMHAXOAi MOXyTb OYyTW TakoX COMi aMiHiB, yTBOPEHi
LUNAXOM NPOTOHYBaHHA aMiHOrpynu HeOopraHidyHMMW KucnoTamu, Hanpukrag, CONSIHOK KUCNOTOH,
OpOMMCTOBOAHEBOK KUCMOTOK, MOOUCTOBOAHEBOH KMCITOTOK, CipyaHOK KUCOTOow, docdopHoo
Kucnotow i T. n. MNMpugaTHUMM € TaKoXK COMi aMiHiB, YTBOPEHi LWNAXOM MPOTOHYBaHHS amiHOrpynu
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BiANOBIOHUMM OPraHiYHNUMKU KUCIIOTaMK, Hanpuknag p-Tonyoncynb(OHOBOK KUCMOTOK, OLITOBO
KMCNOTOI, MeTaHCynb(OHOBOK KMUCMOTOoK i T. n. [JogaTKoBMMM ekcumnieHTamu, NpuaaTtHUMU Ons
3aCTOCYBaHHS Ha MpakTuLi B JaHOMY BMHaxo4i, € 3BU4aiiHi BignosigHi maTepianu, Bigomi daxisuam y
OaHin ranysi, i, 3okpeMa, martepianu, 3asHadveHi y ®apmakonei CLUA (United States Pharmacopeia
Vol. XXIl) ta B HepxaBHomy dapmakonoridHomy paosigHuky (National Formulary Vol. XVII, U.S.
Pharmacopeia Convention, Inc., Rockville, MD (1989)), BignoBigHi BMIiCTK SIKUX BKITFOYEHi TYT LUNSIXOM
nocunaHHg. Kpim Toro, BUHaxo4oM OXOMSIKOKTLCS TakoX MONiMOpPMHI Moaudikauii 3anponoHoBaHMX
CMOnyK.

dapMaueBTUYHI cknaguM 3a AaHMM BUMHaxXOAOM MOXYTb YBOAMTUCS Oyab-sikUM MpuaaTHUM
cnocobom, Hanpuknag: nepopanbHuM Yy dopmi TabneTtok, kancyn, rpaHyn abo nopoLLKiB;
nig'a3ukoBmM; TpaHCOyKanbHUM; NapeHTepanbHUM i 30Kpema, Hanpuknaz, Metogamu nigLKipHUX,
BHYTPILWHbOBEHHWX, BHYTPILUHBOM'A30BUX, BHYTPILULHEO000MOHKOBUX Ta BHYTPILHLOOrPYANHHUX
iH'ekuin abo BnuBaHb (y OpMmi, HaNpuknag, CTepurnbHUX BOAHMX abo HEBOAHMX PO34MHIB abo
CyCneHsin Ang iH'ekuin); HasanbHUM 3a OOMOMOrO, Hanpuknag, iHranauinHoro pos3nopoLlyBaya;
MicueBuM, Hanpuknag, y dopmi kpemy abo masi; Un pekTanbHUM y opMi, Hanpuknaa, cyrno3uTopiis.
Ix nikapcbki dopmy npu LLOMY ByayTb MICTUTU HETOKCUYHI, hbapMaLeBTUYHO MPUAHATHI HOGIi abo
po3pigKyBadi. 3anponoHoBaHi CMOMyKM MOXYTb YBOAUTUCS, Hanpuknad, Y ¢opmi, po3paxoBaHi Ha
HeravHe BUBINbHEHHS abo y dopMi, po3paxoBaHii Ha MPOSIOHroBaHe BUBINbHEHHSA. PopMu AK Ons
HeramHoro BUMBIMbHEHHS, Tak i Ans MNPOSIOHFOBAHOrO BUBINbHEHHA aKTUBHOrO iHrpedieHTa, MOXYTb
rotTyBaTucs i3 BignosigHOro chapmaueBTMYHOrO cknagy, WO MICTUTb CMONYKM 3rigHO 3 BUHAXOAOM,
abo, ocobnmeo Le cTtocyeTbca hOpM AMsi MPOSIOHIOBAHOIO BUBINBHEHHS, i3 3aCTOCYBaHHAM TaKuX
NPUCTPOIB, AK NIALWKIPHI iMNNaHTaTM Ta OCMOTUYHI Hacocu. Kpim TOro, cnomnyku 3rigHO 3 BMHAXOA4OM
MOXYTb YBOAUTUCS NiNOCOMarnsHUM CNOcoboMm.

Okpim npumariB i, 30kpema, niogew, NiKyBaHHIO 3a OOMOMOrOK AaHOro BMHaxXo4y MOXYTb
nigaaBaTUCS iHWI Pi3HOMAHITHI BUAM CCaBLiB, BKMIOYaKuYWM, Hanpuknag, KopiB, OBelb, Ki3, KOHEW,
cobak, KOTiB, MOPCbKMX CBWHOK, LUYpPIiB Ta iHWIi BMAM BENUKOI poraTtoi Xxygobu, oBeYMX, KOHSUMX,
NCOBMX, KOTSYMX, FPU3YHIB abo muwwayvmx. [NpoTe, gaHui BMHaXig MOXe 3aCTOCOBYBATUCHA TakoX OO
iHLWIMX BUAIB TBAPWH i 30Kpema, Hanpvknag, Ao NTawnHuxX (Hanpuknag, Kypen).

dapMaueBTUYHI cknaguM Ans BBeAEHHS CMOMyK 3rigHO 3 BapiaHTOM 34INCHEeHHA BMHaxoay, Lo
po3rnagaeTbes, caMmx abo B KOMOiHaLi 3 iHWUMK TepaneBTUYHUMK 3acobamMm, MOXYTb FOTyBaTuCS B
3pY4YHiA nikapcbKii dopMi 3a gonomorol Oyab-sikMx NpPOLEciB, BiAOMMX daxiBuam y ranya3i
apmaueBTukM. Taki npouecu, Tak YM iHaKwe, NOBMHHI BKMYaTh y cebe npuBeOEeHHSI aKTUBHOMO
iHrpedieHTa y CMOMyyYeHHs 3 HOCIEM, SKUM YTBOPIOETLCA OAHMM 4un  Binblie AONOMDKHUMMU
iHrpegieHTamu. Y 3aranbHOMY BUNaAKy Taki dapmaueBTUYHI CKaamn roTyoTh LWASXOM O4HOPIAHOMo Ta
TICHOro npmBegeHHs akTMBHOIO iHrpefieHTa y CnonydYeHHsa 3 pigkum Hociem abo TOHKO 3ApiGHEeHUM
TBEPOUM HOCieM, abo 3 TUM Ta iHLWIKMM, a NOTIM Yy pasi NoTpebun - HagaHHA NPOAYKTY GaxaHoi opmun
npenapaTty. [Jo dapmaueBTUYHOro cknagy akTMBHa Crnonyka BXOAWTb Y KiNbKOCTI, AOCTaTHIN And
CTBOPEHHSI MOTPIOHOro TepaneBTUYHOrO BMfMBY Ha pPO3BUTOK abo cTaH xBopobu. PapmaueBTUYHI
cknagu, sKi MIiCTATb aKTUBHUW IHFpedieHT, MOXyTb MaTu ¢opMy, LLO Bignosigae iX nepopansHOMY
BBeAEHHS, TOOTO hopmy TabneTok, macTun, KOpxiB, BOOHMX ab0o MacnsiHUX CycneH3in, AMCNepCHUX
nopoLLKiB abo rpaHyn, eMyrnbCii, TBepaux abo M'sknx kancyn, cuponis abo enikcupu.

Cknagu, npu3HayeHi Ana nepoparnbHOro 3acToCyBaHHS, MOXYTb roTyBaTUCS 3a JONOMOro Oyab-
AKX MpoLeciB, BiAOMUX haxiBuaM y ranysi BUrOTOBMEHHS papMaueBTUYHNX BMPOGIB, i Taki cknagu
MOXYTb MICTUTM oAuMH 4M Oinblie 3acobiB, BMOpaHUX i3 CyKymnmHOCTI, WO cknagaetbcs i3 3acobiB
nigconogKyBaHHsA, apomartm3atopiB, OapBHMKIB | KOHCEpBaHTIB, $Ki [[O3BONATbL HagaBaTu
npenapaTtam dapMaleBTUYHOI Ta CMakoBOi NpMBabnMBoCTi. TabneTkn MICTATb aKTUBHWUW iHTPEdiEHT y
CyMilWli 3 HETOKCUYHUMK, apMaueBTUYHO NPUAHATHUMM  eKcuunieHTamu, npuaaTHUMKM 4§
BUroTOBIEHHSA TabneTok. Llumun ekcumnieHTamu MoxXyTb ByTW, Hanpuknag: iHepTHI Po3pigxyBadi, Taki
K kapboHaT Kanblilo, kapboHaT HaTpito, nakto3a, docdaTt kanbuito abo docdar HaTpito;
rpaHyntoBarnbeHi Ta AesiHTerpyBanbHi 3acobu, Hanpuknag, KyKypyas3sHui kpoxmanb abo anbriHoBa
KMCNOTa; CNony4Hi 3acobu, Hanpuknag Kpoxmarb, XenatuH abo rymiapabik; i 3malyyBanbHi 3acobu,
Taki sIk cTeapaTt MarHito, cTeapuHoBa KucnoTa abo Tanbk. TabneTkn MoXyTb HE MaTu NOKPUTTA abo X
MOXYTb NOKpMBATUCS 3a JOMOMOrO0 BiJOMUX MeTOAIB AN ranbMyBaHHS npoueciB X AesiHTerpadii Ta
MOrMWHAHHA Y LUNYHKOBO-KULLKOBOMY TPakTi i TakMM UYMHOM MiATPUMYyBaTU IXHIO Ail0 BNPOOOBXK
TpuBanoro 4acy. [nsi UbOro MOXYTb 3aCTOCOBYBATUCHA Taki MaTepianu NPOJSIOHTOBYBAHHSA, $K
MOHOCTeapaT rniuepuny abo gucteapaT rmiuepuny. TabneTkm MOXyTb MOKPUBATUCHA TaKOX Ans
CTBOPEHHS OCMOTUYHUX TepaneBTUYHWX MpenapartiB 3 perynboBaHUM BUBIMIbHEHHSAM aKTUBHOIO
iHrpegieHTa.

Mpenapatn Ons nepopanbHOro BXMBAHHA MOXYTb OyTy TakoX y OopMi TBEpAUX KenaTUHOBUX
Kancyn, y KOTpUX akTUBHWUI iHFPedieHT 3MillaHui 3 iHepTHUM TBEPAUM pPO3pigXKyBadem, Hanpuknag,
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kapboHaToM KanbLito, hochaTom kanbLito abo kaoniHoMm, abo y hopmi M'AKMX KenaTUHOBUX Kancyn,
Yy KOTPUX aKTUBHWUW iHrpegdieHT 3MmillaHnin 3 BoAo abo 3 MacnsHUM cepeaoBULLEM, Hanpuknag
apaxicoBoto ofi€to, piakMm napadiHom abo ONMBKOBOIO ONiE0.

BoaHi cycneHsii MiCTATb akTWUBHI MaTepianu B Cymiwi 3 ekcuumnieHTamu, npuaaTHUM Ons
BUrOTOBJIEHHSA BOAHOI CyCneH3sii. TakumMu ekcumnieHTamu, Lo CnyXaTb CycneHayBaribHUMMu 3acobamu,
MOXYTb oyTwm, Hanpuknag, HaTpiriKkapboKCMMeTULEentonosa, MeTunuenonosa,
rigpokcunponinmeTunuentonosa, anboriHat HaTpilo, MONIBIHINNIPONIAOH, TparakaHToBa Kamedb i
rymiapabik; aucneprysanbHUMy abo 3mo4vyBanbHMMKM 3acobamm MOXyTb ByTu doccaTng npMpogHoOro
NOXOMXEHHS, Hanpuknag neunTuH, abo npoaykTW KOHAEHcauii oKcuay arnkineHy 3 >XUpHUMU
KMcnotamu, Hanpuknag noniokcieTuneHcteapar, abo NPOAYKTM KOHAEHcaUii OKCMay eTurneHy 3
OOBronaHuoroBUMn anipaTmyHMMmM cnvpTamMmum, Hanpuknaza

rentagekaeTuneHokcuuetTaHorn, abo npoayKTM KOHAeHcauil okcuay eTurneHy 3 4acTKOBUMU
ecTtepamMu, OTPUMaHUMMU i3 XXUPHUX KUCNOT i reKCcuTony, Taki ik noniokcietuneH-copbiton-moHoonear,
abo NpoayKTM KOHAEHcaLii OKCMAY eTUNeHy 3 YacTKOBUMM eCTepamm, OTPUMAHUMMU i3 XKUPHUX KACNOT
Ta aHrigpuaiB rekcutosy, Hanpuknag nonietuneH-copbitaH-MoHooneaT. Ak contobinizaTtop
BUKOPUCTOBYBATMCA MOXeE TaKOX nosieTuneHrnikonb. BoaHi CycneHsii MOXyTb MICTUTU TakoX
KOHCepBaHTW, Hanpuknag etun abo n-nponin, p-rigpokcnbeHsoaTt, GapBHUKM, apomartu3aTopw,
nigconogkyBarbHi 3acobu, Taki ik caxapo3a abo caxapuH.

MacnsHi cycneHsil MOXyTb roTyBaTMUCSA LUMSAXOM CYCMeHAYyBaHHA aKTUMBHOMO iHrpeaieHTa,
Hanpuknag, B apaxiCoBii, ONIMBKOBIN, KYHXYTHIl 4/ KOKOCOBIN onii, abo B MiHepanbHOMY Macri,
TakoMy SK pigkuin napadpiH. MacnsHi cycneHsii MoXyTb MICTUTM 3ryLuyBanbHUI 3acib, HanpuKnag BicK,
TBepamMn napadiH abo uetunosun cnupt. OnA HagaHHA nepopanbHOMY npenapaTty M[pUEMHMX
CMaKkoBMX SIKOCTEW y HbOro MOXYTb [oJaBaTWCHA NepenivyeHi Bulle NiAcOonomKyBasnbHi 3acobu Ta
apomatusatopu. KoHcepBaHTaMy Ons TakuxX CKNnagiB MOXYTb CMYKUTU aHTUOKCUOAHTHI A00aBKu, Taki
Ik ackopbiHOBa kucrnoTa.

Y opmi gucnepcHMX NOPOLLKIB YK rpaHyn, NpuaaTHUX A8 roTyBaHHA BOOHMX CYCMEH3IN LWNSAXOM
AO[aBaHHSA BOOW, aKTMBHWWA IHrpedieHT BMKOPUCTOBYIOTb Y CyMiWwi 3 AgucnepryBanbHUM abo
3MoYvyBanbHMM 3acoboM, cycneHgyBanbHMM 3acobom i KoHcepBaHTOM abo KOHcepBaHTaMMu.
MpugatHMMK ONst UbOrO € Taki caMi gucnepryBarnbHi YM 3Mo4yBasbHi 3acobu Ta cycrneHayBasbHi
3acobu, wo Oynu nepenivyeHi Buwe. MoXyTb BUKOPUCTOBYBATUCH | [OOAATKOBI EKCUUMIEHTH,
Hanpuknag, nigconoaKysadi, KOpUreHTU cMaky Ta 3anaxy, a Takox 6apBHUKMN.

MigpconomxysanbHi 3acobw, Hanpuknag rhiuepuH, nponineHrnikons, copbiton abo caxaposa,
MOXYTb BXOAUTW A0 CKNagiB npenaparie pa3om 3 cvponamu Ta ernikcupamu. Taki npenapatn MoXyTb
MICTUTW TaKoX 3aCnOKiVnMBUIA 3acib, KOHCEPBAHT KOPUreHTN CMaKy Ta 3anaxy, a Takox 6apBHUKN.

dapMaueBTUYHI cknagu 3rigHO 3 BMHAXOAOM MOXYTb MaTu (POpMy CTEepunibHMX BOAHUX abo
MacrisiHMX cycneHsin ang iH'ekuin. Taka cycneHsis Moxe rotyBaTuUcCs 3a AOMOMOror 3aranbHOBIJOMNX
npouecis, BUKOPUCTOBYOYM Taki cami, SK OMMCaHO BWLe, AucnepryBanbHi abo 3mMoudyBarnbHi Ta
cycneHayBanbHi 3acobun. CTepunbHMI Npenapar AN iH'ekuin Moxe TakoX maTtn hopMy CTEPUITbHOIO
po3unHy abo cycneHsii Ans iH'eKUi y NPURHATHOMY AN NapeHTeparibHOro BBEAEHHS po3pidxXyBady
YN PO3YMHHMKY abo CMiBPO3YMHHUKY, 3 KOMMIIEKCOYTBOPHOBANbHMM abo 3 avcnepryBanbHUM 3acoboM,
abo 3 eKcuMmieHTOM 4u iX KOMOIHAUiE, SKUMW MOXYTb CNYXUTW, Hanpuknag, 1,3-6ytangion,
nonieTuneHrnikoni, noninponineHrnikoni, etaHon abo iHWi cnuUPTW, MOBIAOHM, NMOBEPXHEBO-AKTMBHI
pevyosuHn TWEEN  pisHOMaHiTHUX  Mapok, HaTpingodeumncynbdaTt,  HaTpinfgeokcuxonar,
anveTunauetamig, nonicop6artu, nornokcamepwu, LUMKIOAEKCTPUHW, Minigu, Ta eKCUMMNIEHTW, TakKi sk
HeopraHiyHi coni (Hanpuknag, Xnopua HaTpito), 6ydepHi 3acobu (Hanpuknag, unTpar HaTpito, docdat
HaTpilo) i uykpy (Hanpuknag, caxapo3sy i AeKcTpo3y). Hocigamn Ta po3vmMHHMKamu, NpugaTtHUMK Ans
BWKOPUCTaHHA B AaHWX npenapaTax, € BOAHI Ta EeKCTPO3Hi PO3YMHK, PO34MHU PiHrepa Ta i30TOHIYHWUIA
po3unH xnopugy Hatpito. KpiMm Toro, sk po3umHHUK abo cycneHayBarnbHe cepedoBuLLEe 3a3Buyan
MOXYTb BUKOPUCTOBYBATMUCA CTEpPWmbHi XUpHI Macna. [Ona uboro npugatHum € 6yab-sike
3acrnokinnmBee XnpHe Macro, BKYarym CUHTETUYHI MOHO- Ta aurniuepuaun. Kpim Toro, y npenapaTax
AN iH'EKUi 3aCTOCYBaHHSA 3HAXOOAThb XXUPHI KMCIOTHU i, 30Kpema, oneiHoBa KucnoTa.

3anexHo Big CTaHy, WO NigaaeTbCs NikyBaHHIO, MPUroTOBaHi BiANOBIAHUM YMHOM hapMaLeBTUYHI
CKnaan MOXyTb YBOOUTUCS SIK CUCTEMHO, Tak i nokanbHo. MeToau ixX roTyBaHHs | BBeeHHSA JoKNaaHo
onucaHi B octaHHbOMY BuaaHHi ["Remington's Pharmaceutical Sciences", Mack Publishing Co, Easton
Pa.] MpugatHumm p[ns uyboro crnocobamm NOCTayaHHA npenapaTty €, Hanpuknag, nepoparnbHe
BBEOEHHS Ta BBEOEHHS Kpi3b Cnmn3oBy OOOMOHKY, @ TakOoX MapeHTepanbHUi cnocib, BkMovarun
BHYTPILLHLOM'A30BUN, NiALWKIPHWURA, iHTpameLynsapHUM, BHYTPILLHbO060TOHKOBUNA,
BHYTPILLIHbOLUTYHOYKOBUIN, BHYTPILUHBOBEHHWI, IHTpanepuUTOHeanbHUn Ta iHTpaHasanbHUA LWNAXK
BBeJeHHA. [N BBeOeHHS LINSXOM iH'ekuin bapmaueBTMYHI CKnagu 3a AaHMM BUHAXOAOM MOXYTb
roTyBaTMUCs y BOAHUX po3ymHax. Kpawmumm ans uboro € doisionoriyHi 6ydepHi po3umHm, Taki Sk po3ymH
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XeHkca (Hanks), po3unH PiHrepa Ta BignoBigHMM YnHOM GydepusoBaHun goisionoriuHmii po3yuH. ns
BBEAEHHA B TKaHWHM abo KNiTUHW y NpenapaTtax BUKOPUCTOBYKOTLCA NEHETPaHTW, Lo BiAnoBigaloTb
Oap'epy, Skun noTpibHo gonatn. TakMMy neHeTpaHTaMu € BiOMNOBiIOHI PEYOBWMHW, 3aranbHOBIAOMI B
AaHin ranysi. ®apmMaueBTMYHI npenapaTtyu Ans napeHTepanbHOro BBEAEHHA MICTATb BOAHI PO3YMHM
aKTMBHUX CMOMYKN Yy BOAOPO3YUMHHIN opmi. KpiMm TOro, cycneHsii akTUBHWUX CMOMAYK MOXYTb
roTyBaTuCA Yy BIiANOBIOHMX MACnsHUX CYCMeH3iax Ans iH'ekuin. MpuaaTHMMKU ana HUX NiNOgiNbHUMK
PO3YMHHMKAMM Ta HOCISIMW €, B TOMY YUCHI, XMUPHi Macna, Taki SIK KyHXyTHa Ofisl, Ta CUHTETUYHI
€CTepu XUPHUX KACIOT, Taki K eTunonear Ta Tpurniiuepunaun, a Takox ninocomu. BoaHi cycneHsii gns
iH'EKLin  MOXYTb  MICTUTM  PEYOBMHM, WO NiABULLYIOTbL  B'A3KICTb  CycneHsii, a came
HaTpinkapbokcumeTunuentonody, copbiton abo gekctpaH. Y pasi notpebu Taka CycneHsis Moxe
MICTUTW Takox cTabinizatopn abo 3acobu NigBULLIEHHA PO3YNHHOCTI CMONYK, NPUAATHI ANS rOTYBaHHA
PO34MHIB BUCOKOT KOHLEHTpaLlii.

Cnonyks 3a paHuMM BMHaxodOM MOXYTb MocTadatucsa Takox Yy popmi cynosuTtopiiB  ans
peKTanbHOro BBeAEHHS nikiB. Taki cknaan MOXHa roTyBaTtu LUASXOM 3MilllyBaHHSA MiKiB 3 BiANOBIAHWUM
HenoapasnMBAM EKCLUMMIEHTOM, SIKMA € TBepaAMM nNpu HOPManbHin TemnepaTtypi i pigkum npwu
peKTanbHin Temnepartypi, i 6yge nnaBuMTUCA Y NPSAMIA KULWLI, BUBINbHAKOYM Nikn. [NpugaTHUMK ons
TaKoro ekcuunieHTa matepianamMmm € Macro Kakao i nonieTuneHrnikoni.

[na micueBoro BBeAEHHS BUKOPUCTOBYIOTb KpEMU, Ma3i, refli, pO34mMHU, CyCneHasii Towo, B KOTpUxX
MICTATBCA CMONYKU 3a AaHMM BUHaxodoM. (Ons uinen gaHoro BMHaxogy npenapatv Anst MicLeBoro
BBEOEHHS rOTYIOTb TAKoX Y hOpMi piavHM AN NONOCKaHHA poTa i ropna).

B ogHomy 3 BapiaHTiB 3A4iIMCHEHHS BMHaxo4y 3anporoHOBaHi CMNOMyKW BBOAATb MaUi€HTy, WO
notpebye Takoro nikyBaHHs, Yy KombOiHauil 3 npoTu3ananbHMM 3acoboM, aHTuricTamiHamu,
XiMmioTepaneBTU4YHUM 3acOoBO0M, iIMYHOMOAYNATOPOM, TepaneBTUYHUM aHTUTINOM abo iHribiTopom
npoTeiHKiHa3w, Hanpuknag, iHriGiTOpoMm TUPO3MHKIHa3N. MpuaaTHUMK ans Lboro
ximioTepaneBTU4HUMKU 3acobamu €, Hanpuknag: aHTumeTabonitv, Taki AK meToTpekcaT, 3acobu
swmBaHHA [OHK, Taki sk uucnnatmH Ta kapbonnaTtuH; ankinyBanbHi 3acobu, Taki sk kKaHOy3un;
iHriGiTopn TOMoI3oMepa3n |, Taki SK OaKTUHOMILMH; iHriGITOPM MiKpoKaHamnbLUiB, Taki K Takcon
(maknitakcon), i T. n. CepeA iHWMX MpuaaTHMX XiMioTepaneBTMYHMX 3acobiB MOXHa HasBaTw,
Hanpuknag, BiHKa-ankanoid, aHTUBIOTMK MITOMILMHOBOrO TWUMy, aHTUOIOTUMK GNeoMiUMHOBOro TUMy,
aHTMdonar, KOnxiunH, AeMeKoniH, eTono3na, TakcaH, aHTPauMKIiHOBUIA aHTUBIOTUK, OOKCOPYOILMH,
AayHOPYOILMH, KapMiHOMILUWH, enipybiuunH, inapybiunH, MITOKCAaHTPOH, 4-AMMETOKCUAayHOMIUMH, 11-
aesokcuaayHopybiumH, 13-gesokcngayHopybiuvH, agpiamiunH-14-6eH3oar, agpiamiunH-14-okTaHoar,
agpiamiumH-14-HadpTaniHaueTar, amcakpuH, KapMyCTuH, uuknodocdamia, uutapabiH, etonosumg,
noeacTtaTuH, MendanaH, TOMoTeKkaH, okcanannatuH, Xxnopambyumn, meTtaTpekcaT, JOMYCTUH,
TioryaHiH, acnapariHasa, BiHONacTuH, BiHAE3WH, TamokcudeH Ta mexnopeTtamiH. Cepen npugaTHUX
TepaneBTUYHMX aHTUTIN MOXHa Has3BaTu Taki: aHTuTIina npotn 6inka HER2, Taki ak Tpactysymab;
aHTWTINa npoTu dakTopiB pocTy abo peuenTopiB akTopiB poCTy, Taki Ak 6eBaum3ymab, HauineHun
Ha akTop pocTy cyauHHoro eHpotenito, Ta OSI-774, HauineHnn Ha enigepmanbHUA GakTop POCTy;
aHTUTINa, cnpsiMoBaHi NPOTWU peLenTopiB IHTErpuHy, Taki Ak BiTakcuH (BigOMUIA TakoX nif Ha3BO
MEDI-522), i T. n. o uuMcna npoTupakoBux 3acobiB, NpuMAaTHWX OO 3aCTOCYBaHHA Yy ckragax i
crnocobax, 3anponoHOBaHMX AaHUM BMHAXO4OM, MOXHa BIiOHECTW, Hanpuknag, Taki knacu: 1)
ankanoifu, BKIYaro4u, iHribiTopn mikpokaHansuis (Hanpuknag, BiHkpucTuH, BiHOnactuH i BiHoesuH
Towo), cTabinizatopn MikpokaHanbLiB (Hanpuknag, Maknitakcen [Takcon] i JoueTtakcen, TakcoTtepe
TOWO), Ta iHribiTopn xpomaTuMHOBOI PyHKLii, BKMOYaO4M iHribiTOpu TOnoidomepaswn, Taki K
eninogoginoTokcMHn (Hanpuknag, Etonosumag [VP-16] i Tewinosmg [VM-26] Towpo), i 3acobw,
cnpsmoBaHi Ha Tonoizomepasy | (Hanpuknag, KamntoteumH Ta I3vpuHoTekaH [CPT-11] Towo); 2)
KOBamneHTHi 3acobu 3B'adyBaHHsa [HK [ankinyBanbHi 3acobu], BKMHOYaUKM, a30THI TiPUYUYHUKK
(Hanpuknag, MexnopetamiH, Xnopambyuun, uuknodocdamiag, Idbocdamig i bycynbdaH [MinepaH]
TOLWO), HITpO30CceYoBMHM (Hanpuknag, KapmycTtuH, JlomycTtuH i CeMyCTUH TOLLO), Ta iHLWI ankinyBanbHi
3acobu (Hanpuknag, [Hakap6asuH, T[igpokcumeTnnmenamiH, Tiotena i MiountuH Towpo); 3)
HekoBamneHTHi 3acobu 3B'asyBaHHs [OHK [MpoTvnyxnuHHI  aHTMGIOTUKM], BKMHOYAKYM iHTiGITOPK
HYKYyneiHOBUX KUCNoT (Hanpuknag, daktuHoMiunH [AkTMHOMILMH D] ToLwo), aHTpauukniHm (Hanpuknag,
HayHopy6iumH LWayHomiuuH i Llepy6ignH], HokcopyGiumH [AgpiamiumH] Ta laapy6GiumH [loamiumH]
TOWO), aHTpaueHOioHn (Hanpukrag, aHanorn adTpauukniHy, Taki sk [MiTokcaHTpoH] TOLWO),
6neomiumHn (bneHokcaH) Towo, i nnikamiumH (MiTnipamiunH) Towo; 4) aHTUMeTaboniTh, BKNOYaK4m
aHTudponatn (Hanpuknag, MetoTtpekcatr, donekc i Mekcar ToOWO), NYpPUHOBI aHTUMETaBONITK
(Hanpuknag, 6-MepkantonypuH [6-MP, [MypuHTon], 6-TioryaHiH [6-TG], AsaTtionpuH, AUMKIOBIp,
aHumMKkoBip, Xnopaes3okciageHo3nH, 2-XnopaesokcianeHosnH [CdA] i 2'-[de3okcrkodopMiuuH
[MeHTOCTATMH] TOLWO), aHTaroHiCTU nipuMiguHy (Hanpuknag, dTopnipumianHn [Hanpuknag, 5-
dTOpYypaumn (Agpyumn), 5-cpTopaesokciypnanH (FdUrd) (Pnokcypuoun)] TOLWO) i
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umTosnHapabiHosman (Hanpuknag, Untosap [ara-C] i ®nygapabiH Towo); 5) depmeHTn, BKNoYaouu,
L-acnapariHagy; ©) ropmMoHW, BKMOYaKO4W, FMIOKOKOPTUKOIAM, Taki SIK aHTUEeCTporeHu (Hanpuvknag,
TamokcudpeH ToLLo), HecTepoidarnbHi aHTMaHaporeHn (Hanpuknag, dnytamig Ta iH.) Ta iHriGiTopmn
apomartasu (Hanpuknag, aHacTtpo3on [Apumigekc] Towo); 7) cnonykM nnatuHu (Hanpuknag,
UncnnatnH i KapbonnaTuH TOLO); 8) MOHOKMOHAamNbHI aHTUTINa, KOH'IOroBaHi 3 nikamu Big paky,
TOKkCcMHamu i/fabo pagioHyknigamm, Towo; 9) Moaudpikatopu OGionoridHoi peakuii (Hanpuknag,
iHTepdeponu [Hanpuknag, DFN-anbda, Towo] Ta iHTepnewnkiHu [Hanpuknag, IL-2, Towo] i T1.n.); 10)
3acobu agonTuBHOI iMyHOTepanii; 11) remaTonoeTuyHi haktopu pocTy; 12) 3acobu, WO BUKINKAKOTb
andpepeHuiadito NYXNUHHUX KIMITUH (Hanpuknag, NOBHICTIO TpaHC-peTMHOMHA KucnoTta Towo); 13)
3acobun reHHoi Tepanii; 14) meToaM npoTucmmucnoBoi Tepanii; 15) NyxXnuHHI  BakuuHW; 16)
TepaneBTUYHI 3acobu NpoTu NyXNMHHUX MeTacTas (Hanpuknag, batumictaT Towo); i 17) iHribiTopm
PO3BUTKY KPOBOHOCHMX CYOMH.

dapmaueBTU4HMI cknag i cnocibé 3rigHO 3 JaHMM BUHAxXo4oM MOXYTb BKMwyatn y cebe
3aCTOCYBaHHSA TaKOX iHLWKUX TepaneBTUYHO aKTMBHUX CMOMyK BiAMNOBIOHO A0 BUKNAAEHOro B AaHOMY
OMnMKCi, SIKi 3a3BMYai 3aCTOCOBYHOTLCS B MiKyBaHHI 3ragaHuX BuULE NaTOMOMYHUX CTaHiB. Takoro poay
iHWMMK  TepaneBTUYHUMKM 3acobamMum  MOXYTb OyTW, Hanpuknag: UMKIOCMOpWMHU (Hanpuknag,
uuknocnopuH A), CTLA4-lg, aHTuTina, Taki gk ICAM-3, peuentop aHTu-IL-2 (AHTM-Tac), aHTu-
CD45RB, aHtTn-CD2, aHTn-CD3 (OKT-3), aHtn-CD4, aHTn-CDSO, aHTM-CD86, 3acobu GrokyBaHHS
B3aemogii mibx CD40 i gp39, Taki Ak aHTuTINa, cneuundivHi go CD40 i/abo gp39 (TobTo CD 154), 3nuTi
Oinkn, ckoHcTpyoBaHi i3 CD40 i gp39 (CD40Ilg i CD8gp39), iHribiTopu, Taki sik iHribiTopn snepHoi
TpaHcnokauii NF-kanna B-dyHkuii, Taki sk gesokcucnepryaniH (DSG), iHribitopm 6iocmHTesy
xonectepuHy, Taki sk iHribitopn HMG CoA peayktasu (nosacTtatuH i CMMBacTaTuH), HecTepoiganbHi
npoTtusananeHi nikn (NSAID), Taki sik ibynpodeH Ta iHribiTopy LUMKNOOKCMreHasn, Taki Sk poekokcno,
cTepoiaun, Taki Sk npeaHi3oH abo gekcameTasoH, Conykn 3050Ta, aHTunponidepaTnBHi 3acobu Taci
ak metotpekcat, FK506 (takponimyc, [Nporpacd), mikodheHonsaT-MopeTun, UMTOTOKCUYHI TiKK, Taki Ak
asaTionpuH i uuknodocdamig, iHribitopn TNF-a, Taki sik TeHigan, antutina npotn-TNF abo
po3unHHuin TNF-peuenTop i panamiumH (cuponiMmyc un PanamyH) abo noro noxigHi.

IHWKMK 3acobamu, siki MOXKYTb yBOAMTUCSA B KOMOIHaUl 3i cnonykaMy 3a JaHMM BUMHAXo4oM, € B
TOMY Yncni GinkoBi TEpaneBTUYHI PEYOBUHM, TaKi AK LUTOKIHKW, iIMyHOMOZYNATOPMWI 3acobu Ta aHTUTINa.
BukopuctoByBaHWA TYT TepMiH "LUMTOKIH" OXOMME CBOIM 3HAYEHHAM XEMOKIHW, iHTepnenkiHm,
NiMAOKIHK, MOHOKIHW, KOSOHIECTUMYNOBanbHi  hakTopu, peuenTop-acouinoBaHi Oinku Ta  iXHi
dyHKUioOHanbHi dparmeHTn. BukopucToByBaHUN TYT TEpPMiH "dYHKLiOHanNbLHUA dparMeHT" o3Havae
noninentng abo nentua, SkMA  Bomnogie GionoriyHow  hyHKkUielo abo  akTUBHICTIO, KOTpa
iIAEHTUMIKYETBCS LUNAXOM NEBHOIO PyHKLiOHaNLHOro aHaniay.

[o uncna umTtokiHiB BxogaTe noninentug I, wo aktmeye eHpgotenianbHi moHouuTtn (EMAP-II),
rpaHynouut-makpodar-CSF (GM-CSF), rpanynouut-CSF (G-CSF), makpodar-CSF (M-CSF), IL-1, IL-
2, IL-3, IL-4, IL-5, IL-6, IL-12 Ta IL-13, iHTepdepoHM i T. M. SKAA acOLOETBCA 3 KOHKPETHOM
BionoriyHoto, MmopdonoriyHo abo PeHOTUNHOK 3MIHOK B KNiTUHI aD0 KNITMHHOMY MEXaHi3Mmi.

Konn B kombGiHauii 3i cnonykamu 3rigHO 3 [daHUM BWHAaxXO4OM BUKOPWUCTOBYHOTBCS  iHLLUi
TepaneBTUYHI 3acobu, BOHU MOXYTb OpaTucs B KiNbKOCTSIX, LLO PEKOMEHAYKTbLCS, Hanpuknag, Y
JoBigHuKy nikaps (Physician Desk Reference (PDR)), abo B KinbKOCTSX, BM3HA4YeHUX daxiBUEM Y
OaHin ranysi iHWWM YUHOM.

Y nikyBaHHi abo nmpodinakTuui NaTonoriYHMx CTaHiB, nNpu KOTpux BigbyBaeTbca nporicdepadis
KNiTWH, 032 aKTUBHOrO iHrpegieHTa 3a3sudan cknagae npubnusHo Big 0,01 go 1000 mr Ha 1 kr macu
Tina nauieHTa Ha AeHb i MOXe BBOAUTUCH BCA OOHMM pa3oM abo nopinAtucsa Ha Aekinbka cybaos.
Tak, Hanpwvknag, 403a akTMBHOIO iHrpefdieHTa Moxe nexartu B iHTepBani npubnusHo Big 0,01 go 250
Mr/Kr Ha geHb abo y 3ByxeHomy iHTepBani npubnusHo Big 0,5 go 100 mr/kr Ha geHb. MpuaaTHoto €
0033 aKTMBHOTO iHrpedieHTa, Wo cknagae npmbnmsHo Big 0,01 go 250 mr/kr Ha geHb, NpubNU3HO Big
0,05 po 100 mr/kr Ha aeHb abo npmnbnusHo Big 0,1 oo 50 Mr/kr Ha AeHb, abo NpubnmaHo Big 1,0 Mr/kr
Ha OeHb. Y LbOoMY iHTepBarni 4o3a akTUBHOrO iHrpedieHTa Moxe cknagaTtu, Hanpuknag, Big 0,05 oo 0,5
MI/KI Ha AeHb abo npmbnmsHo Big 0,5 Ao 5 mr/kr Ha geHb, abo NpubnuaHo Big 5 4o 50 Mr/kr Ha AeHb.
Mpu nepopanbHoMy BBEAEHHI hapMaueBTUYHUIA cknag y opMi TabneTtok MoXxe MICTUTU aKTUBHUM
iHrpedieHT y kinbkocTi npnbnmaHo Big 1,0 go 1,000 mr, Hanpuknag, npuonusHo 1,0, npubnusHo 5,0,
npuébnusHo 10,0, npnbnmnsHo 15,0, npubnuaHo 20,0, npnbnusHo 25,0, npudnmusHo 50,0, npubnIM3HO
75,0, npubnumaHo 100,0, npubnmnsHo 150,0, npnbnuano 200,0, npmbnmsHo 250,0, npnénusHo 300,0,
npubnusHo 400,0, npubnmsHo 500,0, npubnmsHo 600,0, npnbnusHo 750,0, mpmbnmsHo 800,0,
npnénusHo 900,0 i npnbnusHo 1,000,0 Mr ans CMMNTOMAaTUYHOIO PEryniOBaHHS O03U NAUEHTY, LWO
nigaaeTbes nikyBaHH. Cnonyky 3rigHO 3 BUHAX04OM MOXYTb YBOAMTUCS B pexumi Big 1 4o 4 pasiB
Ha AeHb, Hanpuknag, oguH pa3 abo ABidi Ha AeHb. Mpy LbOMY MOXHa 3agaBaTh NEBHWUI Nepiog Yacy
©e3 BBEAEHHS JiKIiB | 3MiHIOBATK PEXUM iX BBEAEHHSI NiCNS LIbOro XON0CTOro nepioay.
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Llinkom 3po3ymino, Lo KOHKPEeTHi BENUYMHU A03 | YaCTOTK iX BBEAEHHS Pi3HUM nalieHTam MOXYyTb
OyTn pi3HMMK 3anexHo Big pPAOY YMHHMKIB, BKMOYAKOYM aKTUBHICTb BUKOPUCTOBYBAHOI CMOMYKM,
MeTaboriYyHOi CTINKOCTI i TpMBanNocCTi Aii uiei cnonyku, BiKy, Macu Tina, 3aranbHOro CTaHy 3[40pOB'd,
cTarTi, pauioHy Xxap4yyBaHHS, cnocoby i Yacy BBeOeHHs1 003, LWBUAKOCTI BUBEOEHHS NiKiB i3 opraHiamy,
3aCTOCOBYBaHOI kOMOiHaUii NikiB, TS)KKOCTi KOHKPETHOro naToNoriyYHOro CTaHy Ta MIMHHOI Tepanii
nawdieHra.

Cnonyku 3a gaHMM BMHax040M MOXYTb BUKOPUCTOBYBATUCA caMi abo B koMOiHaUii 3 eheKTUBHO
KiNbKICTIO TepaneBTUYHOro aHTuTina (abo moro TepaneBTUYHOIO dpparMeHTa), XiMioTepaneBTUYHOrO
abo iMyHOTOKCMYHOro 3acoby Ana nikyBaHHA nyxnuH. XiMmioTepaneBTUYHMMMK  3acobamu,
BMKOPUCTOBYBaHUMM B LUX LiNAX, MOXYTb 6yTn, Hanpuknaz, AoKcopybiumH, gouetakcen abo Takcon.
Kpim Toro, 3po3ymino, Lo BuHaxoaom nepenbaveHa Takox koMbiHauiMHa Tepanis i3 3aCToCyBaHHAM
CNOMyKM 3a [aHUM BMHAxXoAOM Ta, Hanpuknag, CyAMHHOCTaTU4YHUX 3acobiB, Takux siK iHribiTopu
TUPO3UH-, CepuH- abo TPEeOHiHKIHA3, a TakoX Oyab-AKOro XiMioTepaneBTUYHOro 3acoby uu
TepaneBTUYHOro aHTUTINa.

C. Mpuknagn

Hwx4e HaBedeHi npvknagw, O iNOCTPYHOTb MepeBarn Ta OCOONUBOCTI JAHOro BMHaxody, He
BHOCSAYMN Oyab-IkMX 0OMEXeHb LWoAo Moro ob'emy.

Mpuknapg 1. 3aranbHi Nnpouecu

Yci onucaHi TyT eKcnepumMeHTy npoBoaunu y 6e3sBogHux ymoBax (TOGTO 3 CyXMMW PO3YMHHUKAMM)
B aTMocdbepi aproHy, 3a BUHSITKOM OKPeEMO OOMOBIEHUX BUMAAKIB, MPU 3aCTOCYBaHHI BUCYLLEHOI B
wadax anapatypy i CTaHOAPTHUX METOAIB MaHiNynioBaHHSA YyTNMBMMU OO MOBITPS Martepianamu.
BukopuctoByBanuca HacudeHi BogHi po3dmHu BikapboHaTy HaTpito (NaHCO3) Ta xnopugy HaTpito
(conboBMN Po34unH). AHaNITUYHI JOCNIMXEHHS i3 3aCTOCYBaHHAM ToHKoLwapoBoi xpomatorpadii (TLC)
nposoaunu Ha nnaHweTtax Merck Kieselgel 60 F.s, 3 Bidyanisauieto ynbTpadionetom i/abo
po3yMHaMmK aHiCOBOro anbgerigy, nepmaHraHaty kanito um gpocpomonibaeHosoi kucnotu. Jocnigu i3
3actocyBaHHAM HPLC-xpomatorpadii 3 o6epHeHot ¢hasoto NpoBoaMAM Ha PiANHHOMY MaHINynaTopi
Gilson 215, obnagHaHoMy kapTpumkem Tuny Prep-Pak mapkm SyjnmefiyShield'™ RP18 7 mMkm
(40x100 mm) BupobHuuTBa chbipmm Waters. Pyxoma chasa cknaganacs i3 ctaH4apTHOrO aueToHITpuny
(ACN) i peioHizoBaHoi Bogu, Te 1 iHwe 3 gobaskoto 0,1 % TFA. OuncTky 3gilcHIOBanu 3 BATPATO
entoeHTy 40 mn/xs. Cnektpn AMP: 'H sipepHoro marHiTHoro pe3oHaHcy 3anucyBanu Ha yactoTi 500
MIy. OaHi AMP nogaHi y BenuumHax XiMiYHOro 3cyBy, 3 MyINbTUMNETHICTIO (S - cMHrMeT, d - aybner, t -
TpUNNeT, g - KBapTeT, gn - KBiHTeT, dd - noasiviHUM AyGneT, m - MynbTUNNET, br s - LUMPOKMI CUHIAET),
KOHCTaHTK 3B'Aa3Ky (J/Hz) Ta iHTerpauii. KoHcTaHTu 3B'A3ky 6panu 6e3nocepedHbO 3i CNEKTPIB i He
KOpekTyBanu. ¥ mac-CnekTpoMeTpii HU3bKOro pO3pi3HAHHS BUKOPUCTOBYBanu enekrtpocnpenHy (ES+)
ioHi3auito. MpoToHoBaHui 6aTtbkiBCbkun ioH (M+H) abo dparmeHT HambinbLoOi Macu HaBedeHUn AK
npuknag. AKWo He 3a3Ha4yeHo iHLWOro, TO aHaniTUYHWA rpagieHT cknagascs i3 10 % aueToHiTpuny
(ACN) y Bogi 3i 3pocTtaHHsam o 100 % ACN npoTtsrom 5 xB.

Mpuknag 2. N4-(4-MeT0KCM(beHiJ'I)I'IipVIMi/J,VIH-Z,4-LI,iaMiH (MpoMixHWIA NpoayKT 1):

O
~

R

N NH,

Cymiw 4-xnopnipumignH-2-inamiHy (0,30 r, 2,3 mmonb) i 4-meTtokcudeHinamiHy (0,30 r, 2,4
MMOMb) cycneHayBanu B ouToBin kucnoti (10 mn) i rpinu npu TemnepaTtypi 100 °C ynpogosx 2 rof.
Micna uboro cymiwi ganu OCTUrHYTU OO KiIMHATHOI TemnepaTtypu W OUTOBY KUCMNOTY BuAanunu nig
3HWKeHUM Tuckom. 3anuvwok Bigibpanu y Bogi (20 mn) Ta HewTpanidyBanu go pH~7 7M po3dnHOm
NaOH. YTBopeHun y pesynbTaTi po3unH ekctparyBanu EtOAc (30 mn) i opraHiyHmi wap
Bigokpemunu. [ani opraHiyHuMi LWwap MApoOMUNM CONbOBUM PO3YMHOM, BuCywmnu Hag MgSO, i
npodinbTpyBanu. QinbTpaTt KOHUEHTPYBanuM y BakyyMi i Lieli CUMpUI NpoaYyKT OYMCTUIM 32 JOMOMOrOH
drew-xpomartorpadii Ha cunikareni (enteHT: Big rekcaHy go EtOAc), oTpumaBlIM 3a3HaYeHui y
3arorioBKy NPoMixHUI NpoaykT 1 (0,23 r, 45 %) y BUrnsai TBepaoi peyoBuHu Ginoro konbopy. "H AMP
(500 Ml'u, DMSO-dg): 3,69 (s, 3H), 5,84 (d, J=5,8 'y, 1H), 6,79 (d, J=9,1 'y, 2H), 7,63 (d, J=9,1 Iy,
2H), 7,78 (d, J=5,8 'y, 1H), 8,65 (s, 1H); MS (ESI+): m/z 217 (M+H)".
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Mpuknag 3. N4-(4-MeTOKCI/ICbeHiJ'I)-N2-[4-(2-I‘IipOJ‘IiLI,VIH-l-iJ'IeTOKCI/I)(beHiJ'I]I'IipI/IMiD,VIH-Z,4-D,iaMiH
(cnonyka I):

(0]
~

NH
0]
] S
)\
N N
H
[na cnHTe3y cnonyku | BUKOPUCTOBYBanM ONMCaHWi BULLE MPOMDKHUA NPOoAyKT 1 i NMPOMDKHUIA

npogykT 2. MNpomikHui npodykt 2, 1-[2-(4-6pomdeHoKcK)eTun]niponianMH, nokasaHUn Hmk4de, € y
NpOAaxy i BUKOPUCTOBYBABCS Y CTaHi MOro NocTavaHHs.

"0
Br (2)

CycneHnsito npomixHoro npoaykty 1 (74 wr, 0,34 mmonb), npomikHoro npoaykty 2 (0,10 r, 0,3 7
mmonb), Pd(OAc), (5 mr, 0,022 mmone), kcaHTgocy (Xantphos: 4,5-6ic-(andeHindgocdiHo)-9,9-
avmeTunkcaHteH, 26 wmr, 0,05 mmonb) i TpeT-6yTokcmay kanito (80 mr, 0,71 MMoOmMb) y CyMmili
pgiokcaH/DMF  (3/1; 4 mn) repMeTM4HO 3akpunM Yy MIKPOXBUMbLOBIA peakuiviHii npobipui 1
onpoMiHioBanu Mmikpoxsunamu npu Temnepatypi 160 °C npotarom 15 xB. [licna oxonogxeHHA £o0
KiMHaTHOI TeMnepaTypu KpULLIKY Npobipku 3HANK, 1 OTpUMaHy B pesynbTaTi CyMill npodinbTpyBanm i
BiadinbTpoBaHy TBEpAY pedoBuHy npomunu DCM. ®inbTpaTt KOHLEHTpyBanu, a 3anuliok O4MCTUNu
3a ponomoroto HPLC-xpomaTorpadii, ogepxaslum 3asHadeHy B 3arornosky crnonyky | (20 mr coni
TpudptopouToBoi kucnotn TFA, 11 %), sika aBnsna coboto TBepAy PEYOBUHY KOPUHHEBOIO KOMbOPY.
'H AMP (500 Mry, DMSO-dg): 1,80-1,95 (m, 2H), 1,95-2,10 (m, 2H), 3,05-3,20 (m, 2H), 3,55-3,65 (m,
4H), 3,77 (s, 3H), 4,29 (t, J=4,9 'y, 2H), 6,30 (d, J=6,8 'y, 1H), 6,96 (d, J=8,3 'y, 2H), 6,98 (d, J=8,3
My, 2H), 7,41 (d, J=8,8 'y, 2H), 7,55 (d, J=8,8 'y, 2H), 7,89 (d, J=6,2 I'u, 1H), 9,87 (br s, 1H), 10,22
(brs, 1H), 10,44 (br s, 1H); MS (ESI+): m/z 406 (M+H)".

Mpuknag 4. 4-[4-(4-MeTokcndeHinamiHo)nipumigmH-2-inamiHo]-N-(2-niponiguH-1-in-
eTun)beHsoncynsdoHamig (cnonyka ll):
o]
~

NH
S
NN N
| o H
—
N N
H
Ona cuHTesy cnonyku || BUKOpMCTOBYBanu MPOMIKHUIA NPOoAYKT 1, onucaHui BuLle, i NPOMIKHUIA
npopykT 3. MpomikHuin npogykt 3, 4-6pom-N-(2-niponignn-1-in-etun)éeH3oncynsgoHamig, dopmyna

SIKOro MokasaHa Hwxk4e, ogepxxanu i3 4-6pomdeHincynbgoHinxnopmay i 2-amiHoeTunniponiguHy 3a
AOMOMOrOK 3ararnbHOBIAOMUX METOLIB CUHTE3Y:

(0]
. .
||\N/\/
o H
3

CycneHsito npoMixkHOro npoaykty 1, onucaHoro suile (70 mr, 0,32 MMonb), NPOMIXKHOrO NPOAYKTY
3 (0,12 r, 0,36 mmonb), Pd(OAc), (5 wr, 0,022 mmonk), kcaHTdocy (26 mr, 0,05 mmonb) i TpeT-

Br
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bytokenay kanito (80 mr, 0,71 mMmonb) y cymiwi giokcaH/DMF (3/1; 4 mn) repMeTM4HO 3akpunu y
MIKPOXBUIbOBIN peakuiviHini npobipui ”n onpomiHioBanyM MikpoxsunsMmn npu Temnepatypi 160 °C
npotsarom 15 xB. [licns oOxonomkeHHss OO0 KiIMHATHOI TemnepaTypyu KpULWKYy npobipky 3HsAnn, W
OTpUMaHy B pe3ynbTaTi cyMiw npodinbTpyBanu i BigdinsTpoBaHy TBepay pevoBuHy npomunu DCM.
dinbTpaT KOHUEHTPYBanu, a 3anuwiok oumctunm 3a gonomorod HPLC-xpomatorpadii, ogepkasLum
3a3HadeHy B 3aronoBky cnonyky Il (0,16 r coni TFA, 85 %), gka sBnana cobow TBepay PeYOBUHY
Ginoro konbopy. "H SMP (500 My, DMSO-dg): 1,80-1,95 (m, 2H), 1,95-2,05 (m, 2H), 2,95-3,05 (m,
4H), 3,23 (q, J=5,8 I'u, 2H), 3,50-3,60 (m, 2H), 3,79 (s, 3H), 6,41 (d, J=6,8 I'u, 1H), 6,99 (d, J=8,9 'Ly,
2H), 7,43 (d, J=8,9 'y, 2H), 7,71 (d, J=8,6 I'u, 2H), 7,85-7,95 (m, 2H), 7,96 (t, J=6,1 'y, 1H), 8,02 (d,
J=6,2 'y, 1H), 9,64 (br s, 1H), 10,21 (br s, 1H), 10,71 (br s, 1H); MS (ESI+): m/z 469 (M+H)".

Mpuknag 5. 4-[4-(4-TigpokcndpeHinamiHo)-nipumiguH-2-inamiHol-N-(2-niponignH-1-in-
eTun)beHsoncynedoHamig (cnonyka Ill):
HO

NH
S
XN Y
| o H
_
o

Jo posunHy cnonyku Il, onucaHoi suwe (50 mr, 0,09 mmonb), y DCM (6 mn) npu KiMHaTHIn
TemnepaTypi goganu BBr; (0,1 mn), i cTBOpeHy Cymill nepemiwlyBanv npv KiMHaTHI TemnepaTypi
BnpodoBx 2,5 roa. Peakuito noracunu gogaBaHHAM HacudeHoro po3dnHy NaHCO; go BennyumHu
pH~7 i cymiw ekctparyBanu etunauetatom EtOAc (30 mn). OpraHiyHun wap BigoKpeMunu i npomunm
COMbOBUM PO34YMHOM, BuUcywmnu Hag MgSO4 i npodpinbTpyBanu. dinbTpaT KOHUEHTpyBanu i
OTpUMaHy TBepAYy PevOBUHY MOBTOPHO PO3YMHMMAM B MiHiManbHIN KinbkocTi EtOAc. [Jo po3uuHy
Ao[aBanu rekcaH, ax Noku TBepAa pevyoBrHa He Gyna BUTICHEHa, i 3a3Ha4veHy B 3aronoBky cnonyky |l
BiadinbTpyBanu, oTpumasLlM TBepAy peyoBuHy Oinoro konbopy (25 mr, 64 %) 6e3 noganbLuol
ounctku. "H AMP (500 M, DMSO-dg): 1,55-1,65 (m, 4H), 2,30-2,40 (m, 4H), 2,43 (t, J=7,0 'L, 2H),
2,82 (t, J=6,6 'y, 2H), 6,20 (d, J=5,8 'y, 1H), 6,70 (d, J=8,8 'y, 2H), 7,40 (d, J=8,6 'y, 2H), 7,64 (d,
J=8,8 'y, 2H), 7,92 (d, J=8,4 I'u, 2H), 8,03 (d, J=5,5 Iy, 1H), 8,93 (s, 1H), 9,08 (br s, 1H), 9,70 (s,
1H); MS (ESI+): m/z 455 (M+H)".

Mpuknag 6. 4-(4-XnopnipumignH-2-inamido)-N-(2-niponignH-1-inetun)-6eH3oncynbgoHamig
(MpoMixkHWUIA NpoayKT 4):

cl 0
Y,
SN SN
R o
_
N

N
H

Cymiw 4-xnopnipumiguH-2-inaminy (1,0 r, 7,8 MMonb), onnucaHoro BuLle NPOMDKHOIO NPOAyKTY 3
(2,6 1, 7,8 Mmmonb), Pd(OAc), (90 mr, 0,40 mmonb), kcaHTdocy (0,50 r, 0,86 mmonb) i TpeT-0yTokeuay
kanito (2,2 r, 20 mmone) cycneHaysanu B giokcaHi (30 Mn) i KUN'ATUAN 3i 3BOPOTHUM XOSNOAMMbHUKOM
B aTmocdepi aproHy npotsarom 16 rog. Cymiw Bununu y Bogy (30 mn) Ta ekcTparyBanm
etunauetatom EtOAc (60 mn). OpraHiyHui wap BiJOKPEMUNW | MPOMWUNN CONMbOBMM PO3YMHOM,
Bucywunu Hag MgSO, i npodinbTpyBanu. ®inbTpaTt KOHUEHTPYBanu y BakyyMmi i el CUpun npogykTt
ouncTunu 3a gonomorow dnew-xpomartorpadii Ha cunikareni (Big DCM go 25 % MeOH/DCM),
OTPMMaBLLM 3a3Ha4YeHUN y 3aronosky NpoMikHun npoaykt 4 (0,15, 5 %) y Burnsai TBepaoi pevyoBrHU
KOPUYHEBOro Konbopy. MS (ESI+): m/z 382 (M+H)".

Mpuknag 7. 4-[4-(3-MeTokcudeHinamiHo)nipumignH-2-inamiHol]-N-(2-niponignH-1-in-
eTnn)beHsoncynedoHamig (cnonyka 1V):
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Y

Cywmiw onuncaHoro sulle npomixkHoro npogykty 4 (0,10 r, 0,26 mmonb) i 3-meToKcupeHinaminy
(0,05 mn, 0,45 mmonb) cycneHayBanuM B OUTOBIN KucroTi (6 mn) i rpinv npu Temnepatypi 100 °C
npotarom 1,5 rog. Nicns UbOro Cymili ganu OCTUrHYTU 00 KiIMHATHOI TemnepaTypu, i Nig 3HWKEHUM
TMCKOM BMAANUNM 3 Hei ouToBYy KMCROTy. 3anuwok Bigibpanu y Bogi (20 mn) Ta HewTpanidyBanu oo
pH~7. YTBOpeHun y peaynbtaTi po3yunH ekctparysanu EtOAc (30 mn) i opraHiyHMi Wwap Bigokpemunu.
Jani opraHiyHMiA Wap NpPOMUINM COMbOBMM PO3YMHOM, Bucywnnu Hag MgSO, i npodinbTpyBanu.
QinbTpaT KOHUEHTPYBanM Yy Bakyymi i LeW cupui NpoaykT oumctunu 3a pgonomoroo HPLC-
xpomaTtorpadii, ogepxasLum 3a3HadyeHy B 3aronosky cnonyky IV (55 mr coni TFA, 36 %), saka ssnana
coboto TBepay peyoBuMHY Binoro Konbopy. 'H amP (500 MI'y, DMSO-dg): 1,80-1,90 (m, 2H), 1,95-2,05
(m, 2H), 2,95-3,05 (m, 4H), 3,24 (q, J=6,0 'y, 2H), 3,50-3,60 (m, 2H), 3,73 (s, 3H), 6,40 (d, J=6,3 L,
1H), 6,68 (d, J=7,3 'y, 1H), 7,18 (d, J=8,2 I'u, 1H), 7,26 (t, J=8,0 'y, 1H), 7,30 (s, 1H), 7,72 (d, J=8,9
My, 2H), 7,91 (t, 3=6,1 I'u, 1H), 7,95 (d, J=8,7 'y, 2H), 8,10 (d, J=6,2 I'u, 1H), 9,59 (br s, 1H), 9,87 (br
s, 1H), 10,38 (br s, 1H); MS (ESI+): m/z 469 (M+H)".

Mpuknag 8. 4-[4-(3-IgpokcudeHinamiHo)nipumignH-2-inamiHo 1-N-(2-niponignH-1-in-
eTun)6eHsoncynedoHamig (cnonyka V):

H

{
.

O

0] NH
Ol L
| )\
N N
H
[o posunHy onucaHoi Buwe cnonyku IV (30 mr, 0,05 mmone) y DCM (6 mn) npu KiMHaTHIN
TemnepaTypi goganu BBr; (0,1 mn), i cTBOpeHy cymill nepemilyBany nNpu KiMHaTHIN Temneparypi
BApodoBx 2,5 roA. Peakuio noracunu gogasaHHsaM HacuyeHoro posdnHy NaHCO; oo gocsrHeHHs
BennunHn pH-7 i cymiw ekctparysanu EtOAc (30 mn). OpraHiyHui wap BigOKpeMUnu i npomunm
CONMbOBUM pO34MHOM, Bucywmnm Hag MgSO, i npodinbTpyBanu. ®inbTpaTr KoOHUEHTpyBanu, a
3anMuwok oumctunn 3a pgonomorotd HPLC-xpomatorpadpii, ogepxaBlwn 3a3HayeHy B 3arosioBKy
cnonyky V (13 mr coni TFA, 46 %), aka aBnsna coboto TBepay PeYOBUHY HE LINIKOM Binoro Konbopy.
'H AMP (500 Mru, DMSO-dg): 1,80-1,90 (m, 2H), 1,95-2,05 (m, 2H), 2,95-3,05 (m, 4H), 3,20-3,30 (m,
2H), 6,39 (d, J=6,3 I'u, 1H), 6,53 (d, J=7,2 'y, 1H), 7,01 (d, J=9,2 I'u, 1H), 7,09 (s, 1H), 7,14 (t, J=8,1
Mu, 1H), 7,73 (d, J=8,8 I'u, 2H), 7,90 (t, J=6,2 'y, 1H), 7,97 (d, J=8,8 'y, 2H), 8,08 (d, J=6,4 'y, 1H),
9,48 (br s, 1H), 9,57 (br s, 1H), 9,86 (br s, 1H), 10,41 (br s, 1H); MS (ESI+): m/z 455 (M+H)".
Mpuknag 9. beHso[1,3]aiokcon-5-in-(2-xnop-5-meTunnipnmianH-4-in)-amiH (MPOMDKHUI NPOAYKT 5):

L,

NN

LA

N Cl
.5
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Cymiw 2-xnop-5-metunnipumignH-4-inaminy (0,30 r, 2,1 mmonsb), 5-6pombeH3so[1,3]aiokcony (0,45
r, 2,2 mmons), Pd(OAc), (30 wmr, 0,13 mmonsb), kcaHTdocy (0,15 r, 0,26 mmonb) i TpeT-6yTokeuay
kanito (0,45 1, 4,0 mmonb) cycneHgyeBanu B Aiokcani (15 Mn) i kun'atmnn  3i 3BOPOTHUM
XONoANIbHUKOM B aTtmMocepi aproHy npotsrom 16 rog. icns uboro peakuiiHy cymill oxonogunm go
KiMHaTHOI Temnepatypu i posbasunu DCM (20 mn). Hani cymiw npodinbTpyBanu i dginbTpart
KOHLIEHTPYBanu y BakyyMmi. 3anuwok O4McTUnuM 3a gornomoroto donelu-xpomartorpadii Ha cunikareni
(enmtoeHT: Big rekcaHy go 50 % EtOAc/rekcaH), oTpumaBlUuM 3a3Ha4YeHW Yy 3arosiloBKy MPOMIXKHUN
npoaykt 5 (0,10 1, 18 %), Aka aBnsAna coboto TBepay peyoBuHy Ginoro konbopy. MS (ESI+): m/z 264
(M+H)".

Mpuknag 10. N4-5€H30[1 ,3],qi0|<con-5-in-5-meTmn-N/2-[4-(2-r|iponinv|H-1-ineT0Kcm)q)eHin]-
nipumigunH-2,4-aiamid (cnonyka VI):

O

<o NH

Ons cuHTesy cnonyku VI BUKOpUCTOBYBanv NpoOMiKHWUIA NPOAYKT 5, onucaHui Buwe, i NPOMKHUIA
npoaykT 6. MpomikHun npoaykTt 6, 4-(2-niponignH-1-ineTokcum)derinamii, dopmyna SKoro nokasaHa
HWXX4Ye, CUHTe3yBanu 3a ABi cTagii, NepLUoto 3 AKMX Oyno ankinyBaHHs 4-HITpodeHony 3a 4ONOMOroH
2-XNopeTUNNiponianHy, a HacTYMHOO - BIAHOBIEHHS. Y pe3ynbTaTi 6yna oTpMMaHa noxigHa aHinivy:

20
H2N
.6

[ns ogepxaHHA NPOMIKHOro Mpoaykty 6 BMKOPWUCTOBYBamnu 3ararnbHOBIOOMiI METOAM CUHTESsY.
Cymiw onucaHoro BuLe npomikHoro npoaykty 5 (90 mr, 0,34 MMornb), NPOMiXKHOIo NpoaykTy 6 (95 wr,
0,46 mmone), Pd,(dba)s (20 mr, 0,02 mmons), kcaHTdocy (30 mr, 0,05 mmons) | kapboHaTy uesito (0,30
r, 0,9 mmonb) cycnengyBanu B pgiokcaHi (10 mn) i kMA'aTunu 3i 3BOPOTHUM XONOOUITBbHUKOM B
atmoccepi aproHy npotsarom 20 rog. [llicns UbOro peakuiiHy Cymill OXonogunu [o KiMHaTHOI
Temnepatypu i po3basunu DCM (20 mn). Jani cymiw npodinbTpyBanu i inbTpaTt KOHUEHTpYBanu y
Bakyymi. 3anuuwok ouuctunu 3a pgonomorowo HPLC-xpomaTorpacii, ogepxaslwim B pesynbTarTi
3a3HayeHy B 3aronosky cnonyky VI (40 mr coni TFA, 21 %), gka sBnana coboto TBepay peyoBUHY
KOPUYHEBOIO KOMbOpY. 'H amP (500 Ml'y, DMSO-dg): 1,85-1,95 (m, 2H), 1,95-2,05 (m, 2H), 2,13 (s,
3H), 3,10-3,20 (m, 2H), 4,26 (t, J=5,0 'y, 2H), 6,07 (s, 2H), 6,90-7,00 (m, 4H), 7,19 (s, 1H), 7,37 (d,
J=9,0 l'u, 2H), 7,84 (s, 1H), 9,60 (br s, 1H), 9,89 (br s, 1H), 10,32 (br s, 1H); MS (ESI+): m/z 434
(M+H)".

Mpuknag 11. (4-Xnop-3-meTokcudeHin)(2-xnop-5-metunnipyumiguH-4-in)amid (MPOMiKHUI NPOAYKT

7):
Cl
\O NH
B
)\
N Cl

7
Cymiw  2-xnop-5-metunnipumiguH-4-inaminy (0,50 r, 3,5 w™Mmonb), 4-6pom-1-xnop-2-
meTokcubeHsony (0,65 mn, 4,8 mmons), Pdy(dba)s (0,17 r, 0,19 mmonb), kcaHtdocy (0,22 r, 0,38
MMorb) i kapboHaTy uesito (2,3 r, 7,1 MMonb) cycneHgyeBanu B AdiokcaHi (20 mn) i kun'atunu 3i
3BOPOTHMM XOMNOAWMBHUKOM B aTMocdepi aproHy npotaroMm 5 rof. [licng uboro peakuiviHy cymill
oxonoavnu Ao KimHaTtHoi Temnepatypu i po3basunu DCM (30 mn). Jani cymiw npodinbTpyBanu i
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GinbTpaT KOHLEHTpyBanu y BakyyMi. 3anuwiok OYUCTUNKN 3a OOMNOMOrok dnelu-xpomartorpadii Ha
cunikareni (entoeHT: Big rekcaHy oo 40 % EtOAc/rekcaH), OTpUMaBlIM 3a3HAYEHUN y 3aronosky
npoMikHui npogykT 7 (0,55 r, 55 %), akun aBnae coboto TBeEpay PEHOBMHY XKOBTOIO KOSbOPY. 'H amp
(500 My, DMSO-dg): 2,18 (s, 3H), 3,85 (s, 3H), 7,35 (dd, J=8,6 'y, J=2,3 I'u, 1H), 7,39 (d, J=8,7 'L,
1H), 7,56 (d, J=2,3 'y, 1H), 8,09 (d, J=0,9 'y, 1H), 8,91 (s, 1H); MS (ESI+): m/z 284 (M+H)".

Mpuknag 12. (4-Xnop-3-meTokcudeHin)(2-xnop-5-metTunnipumignH-4-in)MetunamMid  (MpoMiKHWIA
npoaykT 8):

Cl
\O N/
B
)\
N Cl

.8

CycneHsito npomixHoro npoaykty 7 (0,50 r, 1,8 mmonb) i rigpmay HaTpito (60 % y miHepanbHOMYy
macni, 0,15 r, 3,8 mmonb) y THF (10 mn) nepewmiwysanu B atmocdepi aproHy npu Temnepatypi 0 °C
ynpogosx 5 xB. [Mpu uin xxe TemnepaTtypi 40 Cymiwi 3a AONOMOrow wnpuua gobasunu noamctun
meTun (0,15 mn, 2,4 MMorb). YTBOPEHUI Y pe3ynbTaTi po34uH nepemiysanu npu temnepatypi Big 0
°C [o kiMHaTHOI TemnepaTypu npotsarom 15 xB., a NOTIM Npu KiIMHaTHIA TemnepaTypi we 17 roa.
Peakuito noracunu Bogoto (10 mn) i cymiw ekctparysanu EtOAc (30 mn). OpraHiyHun wap
BiJOKPEMUNK | MPOMUMM CONbOBMM PO34YMHOM, Bucywmnnn Hag MgSO, i npodinbTpyBanu. ®dinbtpaT
KOHLUEHTpYBanu i 3anuLoK O4MCTMIIN 3a JOMOMOrok dnell-xpomartorpadii Ha cunikareni (entoeHT:
Big rekcaHy oo 20 % EtOAc/rekcaH), oTpMMaBLUM 3a3Ha4YeHW y 3arofloBKy NPOMIKHMIA NpOAyKT 8
(0,20 1, 38 %) y BUrNAAiI TBEPAOI Pe4OBUHM Binoro konbopy. MS (ESI+): w/z 298 (M+H)".

Mpuknag 13. N>-(4-(2-(niponiguH-1-in)eTokcu)deHin)-N*-(4-xnop-3-meTokcndeHin)-N*,5-
avnMeTtunnipumigunH-2,4-giamid (cnonyka VII):
Cl

N/
i "0
N)\N
H VI

Cymiw onumcaHux suwe npomixHoro npogykty 8 (0,15 r, 0,49 mmonb) i NpoMikHOro Npoaykty 6
(0,15 r, 0,73 mmonb) cycneHgyBanu B OUTOBIM KucnoTi (8 mn) i rpinu npu TemnepaTtypi 100 °C
npotsarom 17 rog. lNicnga uboro cymiwi ganuv OCTUTHYTU OO KIMHATHOI TeMmnepaTypwu, i Nig 3HWKEeHUM
TMCKOM BMAANUNN 3 Hei ouToBY KMCMOTY. 3anuwok Bigibpanu y Bogi (15 mMn) Ta HenTpanisyBanu go
pH~7 7M posuuHom NaOH. YTBopeHui y pesynbTati po3umH ekcTtparyBanu EtOAc (30 mn) i
opraHiyHui Wwap Bigokpemunu. [ani opraHiyHMIM Wap NPoOMUNM COMbOBUM PO3YUMHOM, BUCYLLUUAN Haf
MgSO, i npodinbTpyBanu. dinbTpaT KOHLEHTPYBanu y BakyyMmi i Liei CUpuiA NpoayKT OYMCTUNM 3a
gonomoroto HPLC-xpomatorpadii, ogepxaswum 3a3HadeHy B 3aronosky crnonyky VIl (0,14 r coni TFA,
49 %), sika sBNsina cobolo TBepAy peyoBuHY Ginoro konbopy. 'H AMP (500 My, DMSO-dg): 1,85-
1,95 (m, 2H), 2,00-2,10 (m, 2H), 3,08-3,18 (m, 2H), 3,46 (s, 3H), 3,55-3,65 (m, 4H), 3,85 (s, 3H), 4,27
(t, J=5,0 l'u, 2H), 6,86 (d, J=7,4 'y, 1H), 7,01 (d, J=9,0 'y, 2H), 7,15 (s, 1H), 7,46 (d, J=8,4 Ty, 1H),
7,58 (d, J=8,9 'y, 2H), 7,83 (s, 1H), 9,85 (br s, 1H), 10,04 (br s, 1H), 10,32 (br s, 1H); MS (ESI+): m/z
468 (M+H)".

Mpuknag 14. (2-Xnop-5-meTunnipumigunH-4-in)(4-xnopdeHrin)amid (MpomikHun npoaykT 9):
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Cl

NH

R

N Cl

Cymiw 2-xnop-5-metunnipumignH-4-inaminy (0,30 r, 2,1 mmonb), 1-6pom-4-xnopbeHsony (0,60 r,
3,1 mmonb), Pd,(dba); (95 mr, 0,10 mmonb), kcaHTdocy (0,12 1, 0,20 mmonb) | kapboHaTy uesito (1,3 T,
4,0 mmonb) cycneHgyBanu B AiokcaHi (20 mmn) Ta KMN'ATUNKM 3i 3BOPOTHUM XONOAUITbHUKOM B
atmocdepi aproHy npotsarom 4 rog. [llicns uboro peakuinHy cymilw oxonoaunuM [0 KiMHaTHOT
Temnepatypu i posbasunu DCM (20 mn). Jani cymiw npodinsTpyBanu i inbTpaT KOHUEHTpyBanum y
BakyyMi. 3anuwok O4YuCTMRM 3a [OonoMorow dnell-xpomartorpadii Ha cunikareni (enioeHT: Big
rekcaHy Ao 30 % EtOAc/rekcaH), oTpuMmaBLUM 3a3HAYEHMI Yy 3aronoBKY NPOMiIXKHUIA NPOAYKT 9 (0 15,
28 %), skmn ABnsB c060+o TBEpAy pevoBuHy Bnigo- )KOBTOFO konbopy. MS (ESI+): m/z 254 (M+H)".

Mpuknag  15.  N*-(4-Xnopderin)-5-meTur- N? -[4-(2-niponiguH-1-ineTokcn)derin]nipumignH-2,4-
diamin (cnonyka VIII):

Cl

VI
Cymiw onuncaHunx suwe npomikHux npoayktie 9 (0,15 r, 0,60 mmons) i 6 (0,20 r, 0,97 MMonb)
cycnengysanu B ouToBiv kucnoti (8 mn) i rpinu npu Temnepatypi 100 °C npotarom 6 rog. lNMicns uboro
CyMiLWi ganu OCTUrHYTU A0 KiIMHATHOI TemnepaTypu, i Nig 3HWKEeHUM TUCKOM BUAaNunn 3 Hel ouToBY
kucnoty. 3anuwok Bigibpanu y Bogi (15 mn) T1a HenTpanidyBamm go pH~7 7M posunHom NaOH.
YTBOpeHy B pe3ynbTaTi TBepay peyoBUHY KOPUYHEBOro KONbopy BiadinbLTpyBanu i noTiM ouncTunu 3a
ponomoroto HPLC-xpomaTtorpadii, ogepxasLumn 3a3HadeHy B 3aronosky crnonyky VI (38 mr coni TFA,
12 %) y BUrnsagi KOp4yHeBOro macrna. 'H ampP (500 MI'y, DMSO-dg): 1,80-1,95 (m, 2H), 2,00-2,10 (m,
2H), 2,15 (s, 3H), 3,10-3,20 (m, 2H), 3,55-3,65 (m, 4H), 3,77 (s, 3H), 4,28 (t, J=5,0 I'u, 2H), 6,95 (d,
J=9,0 'y, 2H), 7,38 (d, J=8,9 'y, 2H), 7,42 (d, J=8,9 'y, 2H), 7,62 (d, J=8,8 'y, 2H), 7,90 (s, 1H), 9,48
(brs, 1H), 9,84 (br s, 1H), 10,10 (br s, 1H); MS (ESI+): m/z 424 (M+H)".
Mpuknag 16. 2-(4-AmiHodeHokci)eTaHon (npoMikHuiA npoaykT 10):

PSR

.10

Po3uuH 2-(4-HiTpodeHokci)etaHony (2,1 r, 12 mmons) y MeOH (30 mn) npoaynu aproHom i B
Heoro nomictunu Pd/C (10 % (mac.)). Micna uboro cymiw BakyymyBanu nif, BakyyMHUM KOBMAaKoMm i
3anoBHWNM 6GanoHHum BogHem. [ani uen UuWKn MNOBTOPWMM, i CTBOPEHY TakMM YMHOM CyMill
nepemiysanu npu KiMHaTHIN TemnepaTypi ynpoaoBx 2 roA. Lo HeogHopiaHy peakuiiHy cymill
npodinbTpyBanu Yepes NoayLwKy i3 uenity, npomunu MeOH i KoHUeHTpyBanu y BakyyMmi, ogepxasLuu
3a3HadeHun y 3aronoBky npomikHui npogykt 10 (1,8 r, 99 %) y Burnsaai TBepAoi peyvOBUHM
KOPUYHEBOrO Konbopy. MS (ESI+): m/z 154 (M+H)".

Mpuknag 17. 2-{4-[4-(4-Xnop-3-meTokcndeHinamiHo)-5-meTunnipumignH-2-
inamiHo]deHokci}etaHon (cnonyka 1X):
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Cl

o NH
(e}
\ka \/\OH
)\
N N

H LIX

CycneHsito onMcaHux suLe npomMixkHmx npoayktis 7 (50 mr, 0,17 mmons) i 10 (40 mr, 0,26 Mmonb),
Pd,(dba), (8 mr, 0,01 mmonb), kcaHtdocy (10 mr, 0,02 mmonb) i kapboHaty uesito (0,13 r, 0,40
MMONb) B AiokcaHi (3 Mm) repMeTuU4HO 3akpunu Yy MIKPOXBWUIBbOBIA peakuilHin  npobipui
onpomiHoBanu Mikpoxeunsmun npu temnepatypi 160 °C npotsarom 15 xB. [Micns oxonomkeHHs Ao
KiMHaTHOI TeMnepaTypu KpULLIKY Npobipku 3HANK, 1 OTpUMaHy B pesynbTaTi CyMill npodinbTpyBanm i
BiadinbTpoBaHy TBepAy pedoBuHY npomunn DCM. ®inbTpaTt KOHUEHTpYyBanu, a 3aruwoK O4UCTUn
3a gonomorol dnell-xpomatorpacpii Ha cunikareni (entoeHT: Big rekcaHy oo EtOAc), ogoepxaBLum
3a3HadeHy B 3aronoBky cnonyky IX (14 wr, 21 %), aka ssnsna coboio TBepay PEevOBUMHY CBITMO-
KopW4HEBOro konbopy. ‘H AMP (500 My, DMSO-dg): 2,10 (s, 3H), 3,69 (t, J=5,3 Iy, 2H), 3,75 (s,
3H), 3,92 (t, J=5,1 'y, 2H), 4,83 (t, J=5,6 'y, 1H), 6,78 (d, J=9,0 'y, 2H), 7,29 (d, J=8,5 'y, 1H), 7,43
(dd, J=8,6 'y, J=2,2 'y, 1H), 7,48 (d, J=2,3 'y, 1H), 7,52 (d, J=9,0 'y, 2H), 7,88 (s, 1H), 8,31 (s, 1H),
8,80 (s, 1H); MS (ESI+): m/z 401 (M+H)".

Mpuknaa 18. 5-Metun-N>-[4-(2-niponianH-1-ineTokcu)beHin]nipumianH-2,4-giamin - (MPOMixXHMIA
npogykT 11):

NH,
o
DUORAY,
)\
N N
H .11

Cymiw 2-xnop-5-metunnipumigunH-4-inaminy (0,13 r, 0,87 MMornb) Ta ONMCAHOro BULLLE MPOMKHOMO
npoaykty 6 (0,30 r, 1,5 mMonb) cycneHayBanu B ouTOBIN KMCMOTi (8 mn) i rpinu npu TemnepaTtypi 100
°C ynpogosx 2 rog. licnga uboro cymilli ganu ocTUrHyTK A0 KiMHaTHOT TemnepaTtypw, i nig 3HWXEHUM
TMCKOM BMAANUNN 3 HEi ouTOBY KMCMOTY. 3anuwok Bigibpanu y Bogi (15 mn) Ta HenTpanisyBanu go
pH~7 7M po3unHom NaOH. YTBopeHy B pesynbtati TBepay peyoBuHy BiadinstpyBanu (30 mr) i
npomunu etepom. dinbtpat ekctparysanm EtOAc (30 mn) i opraHiyHuin wap Bigokpemunu. Oani
OpraHiYHWi Wwap NPOMUM CONbOBUM PO3YMHOM, BUCywunn Hag MgSQO, i npodineTpyBanu. dinbTpat
KOHLUEHTpyBanu, OTpMMaBlUM O0AaTKOBY KinbkicTb TBepgoro npoaykry (0,2 r), sky ob'egHanum 3
nepLUoo NapTield NPOAYKTY i B pe3ynbTaTi oAepxanu 3asHa4yeHnIn y 3aroroBKy NpOMKHUI NpoaykT 11
(0,23 1, 85 %) y BUrnsAi TBEPAOi PEUOBUHM CBITIIO-KOPUYHEBOTO Korbopy. “H AMP (500 My, DMSO-
de): 1,65-1,70 (m, 4H), 1,89 (s, 3H), 2,74 (t, J=6,0 'y, 2H), 3,98 (t, J=6,1 'y, 2H), 6,30 (s, 2H), 6,78 (d,
J=9,1 Ty, 2H), 7,62 (d, J=9,1 'y, 2H), 7,64 (s, 1H), 8,50 (s, 1H); MS (ESI+): m/z 314 (M+H)".

Mpuknag 19. 5-MeTI/IJ'I-N4-d)eHiJ‘I-N2-[4-(2-Flip0ﬂiﬂ,I/IH-l-iJ'IeTOKCM)CbeHiﬂ]ﬂipMMiﬂMH-2,4-,D,iaMiH
(cnonyka X):

ﬁ”@ O

X
CycneHsito onuncaHoro BuLle npomikHoro npoaykty 11 (25 mr, 0,08 mmone), 6pombeHsony (0,05
mn, 0,50 mmone), Pd,(dba), (5 mr, 0,006 mmons), kcaHtdpocy (10 mr, 0,02 mmonb) | kapboHaTy Lesito
(70 mr, 0,21 MmMornb) B giokcaHi (3 mMI1) repMeTUYHO 3aKpUin Y MiIKPOXBUITbOBIM peakUiiHin npobipui
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onpomiHioBanu Mikpoxsunsmu npu temnepatypi 160 °C npotsrom 15 xB. [licns oxonogxeHHs A0
KiMHaTHOI TeMnepaTypu KpULLKY Npobipku 3HAMK, M OTpMMaHy B pe3ynbTaTi Cymil npodinbTpyBanm i
BiadinbTpoBaHy TBepAy pedoBuHy npomunn DCM. ®inbTpaTt KOHUEHTpYyBanu, a 3ariuwoK O4YuCTUn
3a pgonomorol dnew-xpomatorpadii Ha cunikareni (entenT: Big DCM go 30 % MeOH/DCM),
ofepXaBLUM 3a3Ha4veHy B 3aronoBky cnonyky X (10 mr, 32 %), sika sBnsna coboto TBepay peyHoBUHY
CBITNO-KOPUYHEBOro kombopy. "H AMP (500 My, DMSO-dg): 1,65-1,72 (m, 4H), 2,10 (s, 3H), 2,48-
2,58 (m, 4H), 2,75-2,82 (m, 2H), 4,00 (t, J=5,9 I'u, 2H), 6,77 (d, J=9,0 I'u, 2H), 7,04 (t, J=7,3 'y, 1H),
7,32 (t, J=7,9 'y, 2H), 7,54 (d, J=9,0 'y, 2H), 7,71 (d, J=7,8 'y, 2H), 7,84 (s, 1H), 8,20 (s, 1H), 8,76
(s, 1H); MS (ESI+): m/z 390 (M+H)".

Mpuknag 20. (4-Xnop-3-dTopdeHin)(2-xnop-5-metunnipumiguH-4-in)amiH  (NPOMKHUI NPOAYKT
12):

Cl
F NH
B
)\
N Cl

Cymiw 2-xnop-5-metunnipumignn-4-inaminy (0,50 r, 3,5 mmone), 4-6pom-1-xnop-2-cpTopbeHsony
(1,0 r, 4,8 mmoneb), Pdy(dba); (0,16 r, 0,17 mmonb), kcaHTdocy (0,20 r, 0,34 mmonb) i kapboHaTy
uesito (2,3 r, 7,0 mmonb) cycneHgyBanu B giokcaHi (25 mn) i kun'aTunm 3i 3BOPOTHUM XONOANMbHUKOM
B aTMocdepi aproHy npotdarom 15 roa. lMicna uUbOro peakuiHy Cymill OXOnoaunu Ao KiMHaTHOI
TemnepaTypu i po3dasunu DCM (30 mn). dani cymiw npodinbTpyBanu, i inbTpaT KOHUEHTpYyBanu y
BakyyMi. 3anuwwok o4ncTunM 3a ponomorotw drew-xpomartorpadii Ha cunikareni (enioeHT: Big
rekcaHy o 40 % EtOAc/rekcaH), oTpumaBsLuM 3a3Ha4YeHWIN Y 3aronoBKy NpomMixkHui npoaykt 12 (0,75,
80 %) y BUrMsai TBEPAOT PEYOBMHM He Uinkom Binoro konbopy. MS (ESI+): m/z 272 (M+H)".

Mpuknag 21. N4-(4-Xnop-3-cpTopcpeHin)-5-meTV|n-N2-[4-(2-niponi,uMH-l-ineTOKcm)cpeHin]nipMMip,MH-
2,4-piamiH (cnonyka XIl):

Cl

F NH
o
O OIS
)\
N N
H X

Cymiw onucaHux BuLle npomMikHux npoayktis 12 (0,20 r, 0,74 mmons) i 6 (0,20 r, 0,97 Mmonb)
cycnenayBanu B ouToBin kucnoti (8 mn) i rpinu npu Temnepatypi 100 °C npotarom 6 rog. MNMicns uboro
CyMiLWi Aanu OCTUrHYTU A0 KiIMHATHOI TemnepaTypu, i Nig 3HWKEHUM TUCKOM BUAANWMAM 3 Hel ouToBY
kucnoty. 3anuwok Bigibpanu y Bogi (15 mn) Ta HewnTtpanisyBanu go pH~7 7M posynHom NaOH.
YTBOpeHuit y pesynbTati po3uuH ekctparysanu EtOAc (30 mn) i opraHiyHui wap sBigokpemunu. Odani
OpraHiyHWi Wap NPOMUIM COMbOBUM PO3YMHOM, BUCYLIMNK Hag MgSCX; i npodineTpyBanu. ®instpat
KOHLUEHTpYyBanu y BaKyyMi i Liei Cupvin NpoayKT OYMCTUAM 3a JOMOMOrow drew-xpomarorpadii Ha
cunikareni (entoeHT: Big DCM go 30 % MeOH/DCM), ogepxaBLum 3a3HayeHy B 3arofnoBky crnonyky Xl
(90 Mr, 28 %), sika siBNsiNa coBot TBEPAY peyoBuHy 6inoro konbopy. "H AMP (500 MIu, DMSO-de):
1,65-1,71 (m, 4H), 2,10 (s, 3H), 2,45-2,55 (m, 4H), 2,77 (t, J=6,0 'y, 2H), 4,01 (t, J=6,0 I'u, 2H), 6,82
(d, J=9,0 l'u, 2H), 7,44 (t, J=8,8 I'u, 1H), 7,50 (d, J=9,0 I'u, 2H), 7,55 (dd, J=8,9 I'u, J=2,0 'y, 1H),
7,91 (s, 1H), 8,07 (dd, J=12,5 l'u, J=2,0 Iy, 1H), 8,43 (s, 1H), 8,90 (s, 1H); MS (ESI+): m/z 442
(M+H)".

Mpuknag 22. N4-(4-Xnop-5-MeTOKcmq)eHin)-5-meTmn-N2-(4-MopcboniH-4-inmeTMnd>eHin)nipMMi,qMH-
2,4-piamiH (cnonyka XII):
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Cl

OO

H Xl

CycneHsito onucaHoro Buule npomixHoro npoaykty 7 (50 wmr, 0,17 mmons), 4-mopdoniH-4-
inmeTundeHinamidy (50 mr, 0,26 mmons), Pd,(dba), (8 mr, 0,009 mmonb), kcaHTgocy (10 wmr, 0,0,?
MMonb) i kapboHaty uesito (0,13 r, 0,40 mmonb) B AgiokcaHi (3 Mn) repmMeTMyHoO 3akpunun y
MIKpPOXBUITLOBIN peakuiiHin npobipui W onpoMiHioBanyM MiKpoxBunsMmn npu Temnepatypi 160 °C
npotsarom 15 xB. [licns oxonomkeHHss OO0 KiIMHaATHOI TemnepaTypyu KpuWKy nNpobipkn 3HANN, n
OTpUMaHy B pe3ynbTaTi cymiw npodinbTpyBanu i BigdinsTpoBaHy TBepay pevoBuHy npomunun DCM.
QinbTpaT KOHUEHTpYyBanu, a 3anuwiok oumctunm 3a gonomoroto HPLC-xpomatorpadii, ogepxasLum
3a3HadeHy B 3aronosky cnonyky Xl (40 mr coni TFA, 43 %), sika sBnana coboto TBepay peyoBUHY
©nigo-XOBTOro KONbopy. 'H ampP (500 Ml'y, DMSO-dg): 2,16 (s, 3H), 3,05-3,15 (m, 2H), 3,10-3,20 (m,
2H), 3,60-3,70 (m, 2H), 3,90-4,00 (m, 2H), 4,28 (s, 2H), 4,01 (t, J=6,0 Iy, 2H), 7,25-7,35 (m, 3H),
7,35-7,41 (m, 2H), 7,65 (d, J=8,3 ', 2H), 7,98 (s, 1H), 9,10 (br s, 1H), 9,86 (br s, 1H), 9,95 (br s, 1H);
MS (ESI+): m/z 440 (M+H)".

Mpuknag 23. beHso[b]TiodeH-5-in-(2-xnop-5-metTunnipyumiguH-4-in)amid (MpomikHUA npoaykT 13):

S

\

LA

N Cl

Cymiw 2-xnop-5-metnnnipumignH-4-inamidy (0,30 r, 2,1 mmons), 5-6pom6eHso[b]tiocdeny (0,6 T,
2,8 mmons), Pdy(dba)s (95 mr, 0,10 Mmonb), kcaHTdpocy (0,12 r, 0,20 mmonb) i kapboHaTy uesito (1,3 T,
4,0 mMOrb) cycneHgyBanu B AiokcaHi (25 mn) i kun'atmnm 3i 3BOPOTHUM XONOAUNBHUKOM B aTtMocdepi
aproHy npotdroMm 3 rog. llicns UpOro peakuiiHy CyMill OXOnoaunu A0 KiMHaTHOI TemnepaTtypu i
posbasunu DCM (30 wmn). Oani cymiw npodinbTpyBanm i inbTpaT KOHUEHTpyBanu y BakyyMi.
3anuwok o4mMcTMnM 3a 4onomMorow dnetu-xpomartorpadii Ha cunikareni (entoeHT: Big rekcany go 30
% EtOAc/rekcaH), oTpymaBLUK 3a3HA4YeHUn y 3aronoBky npomikHui npogykt 13 (0,23 r, 40 %) y
BUrNAZAi TBEPAOT peyoBuHM Ginoro konbopy. MS (ESI+): m/z 276 (M+H)".

Mpuknag 24. N4-58H3O[b]Ti0(beH-5-iJ'I-5-MeTI/IJ'I-NZ-[4-(2-I'IipOJ'Iiﬂ,I/IH-1-iJ'IeTOKCM)(beHiJ'I]ﬂipI/IMiLI,I/IH-
2,4-piamiH (cnonyka XIlII):

S

\

ASIY o\/\N
Bt i,

X
Cymiw onucaHmx suue npomikHux npoayktis 13 (0,23 r, 0,83 mmone) i 6 (0,35 r, 1,7 mmonb)
cycneHgyeanu B OUTOBIN KucroTi (8 mn) i rpinu npu Temnepatypi 100 °C npotarom 1 gHs. lNicns
LbOro CyMilli Jann OCTUrHYTU A0 KiMHATHOIT TemnepaTypu, i Nig 3HWKEHUM TUCKOM BuAanumim 3 Hel
ouTOBY kucnoTy. 3anuwok Bigidpanu y Bogi (15 mn) Ta HenTpanidyBanu go pH~7 7M posdnHOoM
NaOH. YTBopeHun y pesynbtaTi po3umH ekctparyBanm EtOAc (30 mn) i opraHiyHuMm wap
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Bigokpemunu. [ani opraHiyHMn Lwap MApOMUAM COMbOBUM PO3YMHOM, Bucywimnu Hag MgSO, i
npocinbTpyBanu. OinbTpaTt KOHUEHTPYBanuM y BakyyMi i Lieii CMpUN NpoayKT OYUCTUIM 32 JONOMOrOH0
dnew-xpomatorpadii Ha cunikareni (emoeHT: Big DCM pgo 15 % MeOH/DCM), opgepxasLumn
3a3HadeHy B 3aronosky cnonyky Xl (0,13 r, 35 %), ska aBnsana coboto TBepay peyvoBuHY Binoro
konbopy. "H AMP (500 My, DMSO-ds): 1,65-1,75 (m, 4H), 2,12 (s, 3H), 2,50-2,62 (m, 4H), 2,75-2,85
(m, 2H), 3,99 (t, J=5,9 'y, 2H), 6,70 (d, J=9,0 'y, 2H), 7,36 (d, J=5,4 Ty, 1H), 7,51 (d, J=9,1 'y, 2H),
7,61 (dd, J=8,7 'y, J=2,0 l'u, 1H), 7,74 (d, J=5,4 'y, 1H), 7,85 (d, J=0,8 'y, 1H), 7,92 (d, J=8,6 'L,
1H), 8,29 (d, J=1,7 'u, 1H), 8,34 (s, 1H), 8,76 (s, 1H); MS (ESI+): m/z 446 (M4-H)".

Mpuknag 25. beHso[b]tiodeH-3-in-(2-xnop-5-meTnnnipumianH-4-in)amid (MPOMiKHUA NpoayKT 14):

S
/
NH

NN

LA

N Cl
.14

Cymiw 2-xnop-5-metnnnipumianH-4-inamidy (0,30 r, 2,1 mmons), 3-6pombeH3o[b]triodpeny (0,6 r,
2,8 mmone), Pdy(dba)s (95 mr, 0,10 mmonb), kcanTdpocy (0,12 r, 0,20 mmonb) i kapboHaTy uesito (1,3 T,
4,0 MMOrb) cycneHayBanu B fiokcaHi (25 M) i kun'atnnm 3i 3BOPOTHUM XONOAUNBHUKOM B aTtMocdepi
aproHy npotsarom 3 rog. [llicna Uboro peakuinHy cymilwl oxonogunuM Ao KiMHaATHOI TemnepaTtypu i
po3basunu DCM (30 mn). Oani cymiw npodinbTpyBanu, i dinbTpaT KOHUEHTPYBanM y BaKyyMmi.
3anuuok o4ncTnnm 3a 4onomMoro dnell-xpomartorpadii Ha cunikareni (entoeHT: Big rekcany o 30
% EtOAc/rekcaH), oTpMMaBLUM 3a3HAYeHWUI Y 3aronoBKy NPOMKHUA NpoaykT 14 (65 wmr, 11 %), Akun
aBnss coboto TBepay PerBMHy KOBTOrO konbopy. MS (ESI+): m/z 276 (M+H)".

Mpuknag 26. N -5€H30[b]Ti0CbeH-3-iJ‘I-5-MeTI/IJ'I-Nz-[4-(2-l'lipOJ‘Ii,D,I/IH-l-iJ'IeTOKCVI)CbeHiJ'I]I'IipI/IMiLI,I/IH-
2,4-piamiH (cnonyka XIV):

S
= NH
(0)
ﬁN IO
)\
N N
H
- XIV

Cywmiw onuncaHmx Buwe npomikHux npogyktis 14 (50 wmr, 0,18 mmonb) i 6(0,10 r, 0,48 mmonb)
cycneHgyBanu B OuTOBIW KucnoTi (8 mn) i rpinu npu TemnepaTtypi 100 °C npotsarom 15 rog. lNMicns
LbOro CyMilli Janu OCTUTHYTM OO KIMHATHOI TemnepaTtypw, i Nig 3HWKEHUM TUCKOM BWAANWMM 3 Hel
ouToBy KucroTy. 3anuvwok Bigidpanu y Bogi (10 mn) ta HemTpanisyBanu go pH~7 7M po3ymHOM
NaOH. YTBopeHun y pesynbTaTi po3umH ekctparyBanu EtOAc (20 mn) i opraHiyHum wap
Bigokpemunu. [ani opraHiyHUMW LWap MApOMUAN COMbOBUM PO3YMHOM, Bucywmnu Hag MgSO, i
npodinbTpyBanu. OiNnbTpaTt KOHUEHTPYBaNM y BakyyMi, i Lle CMpUin NpoayKT O4YUCTUNN 3a JONOMOroH
dnew-xpomatorpadii Ha cunikareni (entoeHT: Big DCM pgo 15 % MeOH/DCM), opgepxaBLuun
3a3HauveHy B 3aronosky crnonyky XIV (10 mr, 13 %), sika gBnsana coboto TBepay pPevOoBUHY He LLiMKOM
Binoro konbopy. 'H amp (500 Ml'y, DMSO-dg): 1,70-1,80 (m, 4H), 2,19 (s, 3H), 2,65-2,80 (m, 4H),
2,85-3,00 (m, 2H), 3,98-4,03 (m, 2H), 6,63 (d, J=8,8 I'u, 2H), 7,37 (d, J=8,6 'y, 2H), 7,38-7,45 (m,
2H), 7,79-7,83 (m, 1H), 7,87 (s, 1H), 7,90-8,03 (m, 1H), 8,33 (s, 1H), 8,78 (s, 1H); MS (ESI+): m/z 446
(M+H)".

Mpuknapg 27. (2-Xnop-5-meTunnipumigunH-4-in)(3-xnopdeHrin)amid (npomixxHui npoaykt 15):
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Cl NH

R

N CI.15

Cymiw 2-xnop-5-metunnipumignH-4-inaminy (0,30 r, 2,1 mmonb), 1-6pom-3-xnopbeHsony (0,60 r,
3,1 mmonb), Pd,(dba); (95 mr, 0,10 mmonb), kcaHTdocy (0,12 1, 0,20 mmonb) | kapboHaTy uesito (1,3 T,
4,0 mmorb) cycnengyBanu B giokcaHi (20 mn) i kun'aTunm 3i 3BOPOTHUM XOSNOAUMBHUKOM B aTMocdepi
aproHy npotsarom 4 rog. licna uboro peakuinHy Cymilwl oxonogunu Ao KiMHaTHOI Temnepartypu i
posbasunu DCM (20 wmn). Oani cymiw npodinbTpyBanm i inbTpaT KOHUEHTpyBanu y BakyyMmi.
3anuuok oyncTunm 3a AonomMoror dnell-xpomartorpadii Ha cunikareni (entoeHT: Big rekcaHy o 40
% EtOAc/rekcaH), oTpMMaBLUKX 3a3Ha4YeHun y 3aronosky npomikHuin npogykt 15 (0,30 r, 56 %), akun
aBNsB cob0I0 TBEpay PeyoBuHY 6Mifo-}oBToro konbopy. MS (ESI+): m/z 254 (M+H)".

Mpuknag 28. N4-(3-XJ‘IOp)-5-MeTVIJ'I-N2-[4-(2-I'IipOJ‘Iip,VIH-l-iJ'IeTOKCI/I)CbeHiJ'I]I'IipI/IMiD,VIH-Z,4-D,iaMiH
(cnonyka XV):

cl NH
o
O 70
)\
N N
: . XV

Cymiw onuncaHunx suwe npomikHux npoaykrtie 15 (0,15 r, 0,59 mmone) i 6 (0,25 r, 1,2 MMOnb)
cycnengyeanu B ouToBin kucnoTi (8 mn) i rpinu npu temnepatypi 100 °C npotarom 21 rog. lMicns
LUbOro CyMmilli Aanu OCTUrHYTU A0 KiIMHATHOI TemnepaTypu, i Mig 3HWKEeHUM TUCKOM BMOanumnum 3 Hel
ouToBY KMCROTy. 3anuvwok Bigidbpanu y Bogi (15 mn) Ta HentpanisyBanu go pH~7 7M po3ymHOM
NaOH. YTtBopeHun y pesynbtati po3unH ekctparyBann EtOAc (30 mn), i opraHiyHuiA wap
Bigokpemunu. [ani opraHiyHuMin LWap ApoOMUNKM COMbOBUM PO34YMHOM, Bucywunum Hag MgSO, i
npodinbTpyBanu. OinbTpaTt KOHLEHTPYBanM y BakyyMmi, i Len cupui npoayKT OYNCTUM 3a OMOMOro0
dnew-xpomatorpadii Ha cunikareni (emoeHT: Big DCM go 10 % MeOH/DCM), ogepxasLum
3a3HaveHy B 3aronoBky crionyky XV (60 mr, 24 %), gka sienana coboto TBepay pedqoBuHy 6Ginoro
konbopy. "H AMP (500 My, DMSO-dg): 1,65-1,72 (m, 4H), 2,10 (s, 3H), 2,50-2,60 (m, 4H), 2,78-2,83
(m, 2H), 4,01 (t, J=5,9 'y, 2H), 6,81 (d, J=9,1 'y, 2H), 7,05-7,08 (m, 1H), 7,32 (t, J=8,1 'y, 1H), 7,52
(d, 3=9,0 'y, 2H), 7,71 (d, J=8,3 'y, 1H), 7,85 (t, J=2,1 'y, 1H), 7,89 (d, J=0,7 Iy, 1H), 8,33 (s, 1H),
8,86 (s, 1TH); MS (ESI+): m/z 424 (M+H)".

Mpuknag 29. 3-bpom-N-meTnnbeH3amig (MPOMiKHUA NpoayKT 16):

ZT

© .16

PosunH 3-6pombeHsoinxnopugy (2,93 r, 13,3 mmomnb, 1 ekB.) y 30 mn THF iHTEHCUBHO
nepemiwanu i amiwanu 3 2,0M metunamiHom y THF (15 mn, 29,4 mmonb, 2,2 ekB.) CnocTtepiranacsa
nosiea 6inoro ocagy, i peakuinHy Cymill 3anuwunum nepemiwysatmuca npotarom 20 xBunuH. lMicns
Lboro cymiw Bununu Ha etunauetat (100 mn) i npomunu Bogoto (2x150 mn) Ta CONbOBMM PO3YMHOM
(1x150 mn). OpraHniyHy a3y Bigpizanu Big BOAsHOI hasu i BUCYWIMIIM Hag CynbdaTtoMm Hatpito,
npodinbTpyBanu i BUNapunun, OTpMMaBLLM 3a3HaYeHNn y 3arofoBKy NPOMIKHUIA NpoaykT 16 y Burnagi
6inoro nopotwuky. (2,29 r, 82 % Buxia).
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Mpuknag 30. 3-(2-Xnop-5-meTunnipumignH-4-inamiHo)-N-metunbeHsamig (NPoMikHUA NpoayKT
17):

ZT

N Cl
.17

Y cyxin 50 mMn KpyrnogoHHin konbi 3miwanu 2-xnop-5-metunnipumignH-4-inamii (0,3 r, 2,09
MMornb, 1 ekB.), 3-6pom-N-meTnnbensamuy (0,489 r, 2,29 mmonb, 1,1 ekB.), kapboHaT uesito (2,04 T,
6,27 mmonb, 3 ekB.), 4,5-6ic-(andeHindocgiHo)-9,9-gumeTtunkcanTteH (0,242 r, 0,418 mmonb, 0,2
ekB.) i Tpuc(oubeHsunigeHaueToH)amnanagin (0,191 r, 0,209 mmonb, 0,1 ekB.) PeareHTn po3basunu
giokcaHom (20 mn), npogynu aproHoM, i konby obnagHanu 3BOPOTHUM XOMOAMIBHUKOM. PeakuiniHy
CYMILL KUM'ATUNW 3i 3BOPOTHUM XONOANMBbHUKOM ynpoaosx 16 roguH. licna uporo cymiw nepeHecnu y
LeHTpudyxHy npobipKy, NPOKPyTUNW, AekaHTyBanuM Ta nigganu BUNaploBaHHIO. YTBOPEHi B
pesynbTaTi TBepAi YacTKM XXOBTOro Konbopy posdasunu DCM Ta agcopbyBanu Ha cunikarens. llicns
xpomaTorpadii (3 rpagieHToM Big 50 % eTunauetaty B rekcaHi 4o 100 % eTunauertaTy) ogepxanu
3a3Ha4YeHUn y 3arofioBKy NPOMiKHUA npoaykT 17 y Burnagi 6nigo-xosTtoro nopowky (0,25 r, 43 %
Buxig). MS (ESI+): 277,01 (M+H), yac ytpumyBaHHsa = 1,92 xs.

Mpuknag 31. Cinb TpudTopoutoroi kucnotu N-metun-3-{5-metnn-2-[4-(2-niponiguH-1-in-
eTokcu)dpeHinamiHo]nipyumlanH-4-inamiHo}6eH3amigy (cnonyka XVI):

H

N
~ NH
)\
N N
H . XVI

Onucanun Buwe npomikHui npoaykt 17 (0,068 r, 0,246 mmonb, 1 ekB.), 4-(2-miponignH-1-
inetokcu)dpeninamiy (0,061 r, 0,296 mmonb, 1,2 eks.), kapboHaT uesito (0,241 r, 0,74 mmonb, 3 ekB.),
4,5-6ic-(andenindgocdiHo)-9,9-aumetunkcadten (0,029 r, 0,05 w~mmonb, 0,2 ekB.) i
Tpuc(anbensnnigeHaueToH)gunanagin (0,023 r, 0,025 mmonb, 0,1 ekB.) 3miwanm y 15 wmn
MiKPOXBMILOBIN MOCyAuHi. Iicna uboro peareHTV po3basunu 7 mMn giokcaHy | rpinu MiKpoxXBnnboBMM
BUMPOMIHIOBaHHAM npoTarom 15 xsunuH npu TemnepaTtypi 160 °C. lNicnga uboro peakuinHy nocyauHy
NPOKPYTUMM Ha LIeHTpUdYy3i, AekaHTyBanu Ta niggany BUnapoBaHHIO 40 CyXoro cTaHy. licna ouncTkm
wnsaxom HPLC-xpomaTorpacdii ogepxanu cinb TpUgTOPOLTOBOI KUCMOTU 3a3HA4YeHOro B 3arorioBKy
npoaykty XVI (0,084 r, 76 %). MS (ESI+): 447,20 (M+H), yac ytpumyBaHHa = 1,53 xB. H amp
(DMSO-dg): 6 1,87-1,91 (m, 2H), 2,02-2,06 (m, 2H), 2,16 (s, 3H), 2,79 (d, J=4,6 ', 3H), 3,11-3,15 (m,
2H), 3,57-3,61 (m, 5H), 4,23 (t, J=5,0 'y, 3H), 6,84 (d, J=8,8 'y, 2H), 7,34 (d, J=8,9 I'u, 2H), 7,47 (t,
J=7,9 'y, 1H), 7,68-7,70 (m, 2H), 7,93 (s, 1H), 8,00 (s, 1H), 8,46-8,47 (m, 1H),9,80(bs, 1H),9,93(bs,
1H) 10,41 (bs, 1H).

Mpvknag 32. Cinb TpudTopouToBoi kucnot N*-(4-Xnop-3-meTokcudeHinV5-metun-N>-r4-(2-
niponiguH-1-inetokcn)deHin]nipumianH-2,4-giaminy (cnonyka XVII):
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Cl

\O NH
N)\N
: . XVII

Onucanun Buwe npomikHuA npoaykt 7 (0,083 r, 0,293 mmonb, 1 ekB.), 4-(2-miponignH-1-
ineTokcu)deHinamid (0,073 r, 0,352 mmone, 1,2 ekB.), kapboHar uesito (0,287 r, 0,879 mmonb, 3 ekB.),
4,5-6ic-(anderindgocdiHo)-9,9-agumeTmnkcaHteH (0,034 r, 0,059 wmmomnb, 0,2 ekB.) i
Tpuc(andensnnigeHaueToH)gunanagin (0,027 r, 0,029 mmonb, 0,1 ekB.) 3miwanM y 15 wmn
MIKpOXBUITLOBIN nocyauHi. lMicns uboro peareHT po3daBunn 7 Mi AiokcaHy i rpinu MikpoXBUNbOBUM
BUNPOMIiHIOBaHHAM npoTtarom 15 xeunuH npwu Temnepatypi 160 °C. [Jani peakuinHy nocyauHy
NPOKPYTWUMM Ha LeHTpudy3i, AekaHTyBanu Ta nigaany BUNaproBaHHIO 4O CyXOro cTaHy. [licns ouncTtkm
wnaxom HPLC-xpomatorpacii ogepxanu cinb TpUTOPOLTOBOI KMCNOTM 3a3HAYEHOro B 3arofioBKy
npoaykty XVII (0,11, 75 %). MS (ESI+): 454,13 (M+H), yac ytrpumyBaHHs = 1,82 xa. ‘H AMP (DMSO-
de): 6 1,87-1,90 (m, 2H), 2,02-2,05 (m, 2H), 2,15 (s, 3H), 3,11-3,14 (m, 2H), 3,58-3,61 (m, 5H), 3,70
(s, 3H), 4,26 (t, J=5,0 I'u, 3H), 6,91 (d, J=8,9 'y, 2H), 7,23 (m, 1H), 7,34-7,4 (m, 4H), 7,93 (s, 1H),
9,63 (bs, 1H), 9,96 (bs, 1H) 10,40 (bs, 1H).

Mpuknag 33. N-(2-Xnop-5-metunnipumianH-4-in)-N',N'-gumetundeHson-1,3-giamiH - (MpoMiXKHUIA
npogykT 18):

N NH

NN

LA

N Cl
.18

2-Xnop-5-metunnipumignn-4-inamin (0,343 r, 2,38 mmonb, 1 eks.), (3-6pom-deHin)gumetTunamiy
(0,524 r, 2,62 mmomnb, 1,1 ekB.), kapboHaT uesio (2,3 r, 7,15 mmonb, 3 ekB.), 4,5-6ic-
(andbeHindocdiHo)-9,9-aMmeTnnkcaHTeH (0,276 r, 0,476 MMOIb, 0,2 €KB.) i
Tpuc(anbensnnigeHaueToH)gunanagin (0,218 r, 0,238 mmonb, 0,1 ekB.) 3miwanm y 30 wmn
MiKPOXBMITbOBI NocyauHi. Iicna uboro peareHTV po3daBunu 12 mn gioKcaHy i rpinu MiKpoOXBUIIbOBUM
BUMPOMIHIOBaHHAM yNpodoBX 25 xBunuH npu temnepatypi 160 °C. Micna uboro peakuiiHy nocyaunHy
NPOKPYTUM Ha UeHTpUdy3i, OeKkaHTyBanu Ta nigganu BMNaplOBaHHIO OO0 CYXOro CTaHy. YTBOpPeEHi B
pesynbTati TBepai Tina po3dasunu DCM Ta agcopOyBanu Ha cunikarenb. lMicna xpomaTorpadivHoi
06pobku (3 rpagieHTom Big 0 % meTaHony B DCM go 25 % metaHony B DCM) ogepxanu 3a3HayveHui
y 3aronosky NpoMiXHUI NpoaykT 18 y Burnsaai Teepaoi pevosuHn oparxesoro konbopy (0,184 r, 29 %
Buxig). MS (ESI+): 263,02 (M+H), yac ytpumyBaHHsa = 1,72 xB.

Mpvknag 34. Cinb TpudbTopouToBoi kucrmot  N*-(3-gumeTunamiHodenin)-5-meTtun-N>-[4-(2-
niponiguH-1-inetokcn)deHin]nipumianH-2,4-giaminy (cnonyka XVIII):

N O\/\D
L

. XVIII
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Onucanun suwe npomikHun npoagykt 18 (0,092 r, 0,35 mmonb, 1 eks.), 4-(2-niponiguH-1-
ineTokcu)deninamiy (0,087 r, 0,42 mmonb, 1,2 ekB.), kapboHat uesito (0,343 r, 1,05 mmonb, 3 eks.),
4,5-6ic-(anderindgocdiHo)-9,9-gumeTmnkcaHten (0,041 r, 0,0702 wmmonb, 0,2 ekB.) i
Tpuc(ambeHaunigeHauetoH)aunanagin (0,032 r, 0,035 mmonb, 0,1 ekB.) 3miwarm y 15 wmn
MIKpPOXBUITLOBIN nocyauHi. IMicnst uboro peareHT po3daBunn 7 MN OiOKCaHY i rpinu MiKpoOXBUIIbOBUM
BUMPOMIHIOBaHHAM npoTarom 15 xBunvH npu TemnepaTypi 160 °C. ToTiMm peakuiHy nocyauHy
NPOKPYTUIM Ha LeHTpudy3i, AekaHTyBanu Ta nigganv BunapioBaHHIO o cyxoro ctany. Micna HPLC-
XpomMaTtorpacdiyHoi OMMCTKM ofepKanu 3a3HayeHy B 3arofioBky Cinb TpudTopouTtoBoi knucnotn XVIIi
(0,035 1, 23 %). MS (ESI+): 433,21 (M+H), yac yTpumyBaHHs = 1,52 x8. "H SAMP (DMSO-dg): d 1,87-
1,90 (m, 2H), 2,03-2,06 (m, 2H), 2,15 (s, 3H), 2,87 (s, 6H), 3,12-3,15 (m, 2H), 3,57-3,60 (m, 4H), 3,70
(s, 3H), 4,25 (t, J=5,0 'y, 3H), 6,34 (dd, J=8,4 I'u, J=2,3 'y, 1H), 6,82-6,90 (m, 4H), 7,20 (t, J=8,0 Iy,
1H), 7,39 (d, J=9,1 I'u, 2H), 7,85 (s, 1H). 9,63 (bs, 1H), 9,90 (bs, 1H) 10,39 (bs, 1H).

Mpuknag 35. (2-Xnop-5-meTunnipumignu-4-in)(3,4-guxnopdeHin)amii (NpomixxHui npoaykT 19):

Cl
Cl NH
o
)\
N Cl

.19

2-Xnop-5-metunnipumignn-4-inamin (0,408 r, 2,83 mmonb, 1 ekB.), 4-6pom-1,2-anxnopbeH3on
(0,704 r, 3,12 mmomnb, 1,1 ekB.), kapboHaT uesito (2,8 r, 8,49 wmmonb, 3 ekB.), 4,5-6ic-
(andbeHindocdino)-9,9-aMmeTnnkcaHTeH (0,328 r, 0,57 MMOJb, 0,2 €KB.) i
Tpuc(anbensunigeHaueTtoH)aunanagin (0,26 r, 0,283 wmmonb, 0,1 ekB.) 3miwann y 30 wmn
MiKPOXBMILOBIN NocyAuHi. [icnsa uboro peareHTV po3basunu 12 mn giokcaHy i rpinu MiKpOXBUNbOBUM
BUNPOMIHIOBaHHAM npoTaroM 25 xsunuH npu Temnepatypi 160 °C. Nicng uboro peakuiivy nocyanHy
NPOKPYTUINM Ha LEeHTpUdy3i, AekaHTyBanu Ta nigganu BUNaptoBaHHIO OO0 CyXOro ctaHy. YTBOpPEHi B
pesynbTati TBepai Tina pos3dasunu DCM Ta agcopbysanu Ha cunikarenb. [licna xpomaTorpadivHoi
ouncTku (3 rpagieHTom Big 15 % etunauetarty i rekcari o 80 % eTunaueTaTty B rekcaHi) ogepxanu
3a3HayYeHun y 3arofioBKy NpoMiXkHUA npoaykT 19 y Burnagi 6nigo-xostoro nopouwky (0,366 r, 45 %
Buxia). MS (ESI4-): 287,97 (M+H), yac ytpumyBaHHa = 3,12 xB.

Mpuknag 36. N4—(3,4-,EI,V|xnopcbeHin)-5-MeTmn-N2-[4-(2-r|iponip,MH-1-ineT0Kcm)d)eHin]nipMMinMH-2,4-
AiamiHoBa cinb TpudTopouToBoi kucnotu (cnonyka XIX):

Cl

cl NH
0]
ﬁ“ 0
)\
N N
H . XIX
Onucanun Buwe npomikHu npogykt 19 (0,09 r, 0,313 mmonb, 1 ekB.), 4-(2-niponiguH-1-
inetokcu)dpeninamiy (0,078 r, 0,376 mmoneb, 1,2 ekB.), kapboHaT uesito (0,307 r, 0,941 mmorb, 3 eks.),
4,5-6ic-(andenindocdiHo)-9,9-gumeTmnkcaHten (0,036 r, 0,063 wmmomb, 0,2 ekB.) i
Tpuc(ombeHsunigeHaueToH)aunanagin (0,029 r, 0,0314 wmmonb, 0,1 ekB.) 3miwann y 15 wmn
MiKPOXBMITbOBIN MOcyAuHi. Tlicna uboro peareHT po3basunu 7 MmN QiOKCaHy i rpinu MiKpOXBUIbOBUM
BUNPOMIiHIOBaHHAM npoTarom 15 xBunuH npu Temnepatypi 160 °C. [lloTim peakuiiHy nocyauvHy
NPOKPYTUMM Ha LeHTpudy3i, AekaHTyBanu Ta nigganu BunapioBaHHIO Ao cyxoro ctaHy. lMicna HPLC-
XpomaTtorpadiyHoOi OYMCTKM OAepXanu 3a3HadeHy B 3arorfioBKy Cinb TpudTopouToBoi kucnotn XIX
(0,056 1, 39 %). MS (ESI+): 458,1 (M+H), yac ytpumyBaHHs = 1,93 xB. 'H ampP (DMSO-dg): 6 1,87-
1,91 (m, 2H), 2,03-2,06 (m, 2H), 2,14 (s, 3H), 3,12-3,15 (m, 3H), 3,57-3,60 (m, 4H), 4,26 (t, J=5,0 Iy,
2H), 6,97 (d, J=9,0 l'u, 1H), 7,40 (d, J=9 'y, 2H), 7,60 (s, 2H), 7,97 (d, J=15,35 'y, 2H), 9,46 (bs, 1H),
9,89 (bs, 1H) 10,17 (bs, 1H).
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Mpuknag 37. TpeTt-6ytunosun ectep 4-{3-[4-(4-xnop-3-MeToKCMdEHINamiHo)-5-MmeTunnipnmigmH-
2-inamiHo]6eH3un}ninepa3sunH-1-kapboHOBOT KNCNOTU (NpoMixkHUIA npoaykT 20):
Cl

jeVeVond

(4-Xnop-3-meTokcudeHin)(2-xnop-5-metunnipumignn-4-in)amii (0,092 r, 0,325 mmonb, 1 eks.),
TpeT-6yTunoBun ectep 4-(3-amiHob6eH3nn)ninepasnH-1-kap6oHoBoi kucroTtu (0,114 r, 0,39 mmonb, 1,2
ekB.), kapboHaT wuesito (0,318 r, 0,975 wmmomb, 3 ekB.), 4,5-6ic-(audeHindocgiHo)-9,9-
anmvetunkcardteH (0,038 r, 0,065 mmonb, 0,2 ekB.) i Tpuc(andeHaunnigeHaueToH)gunanagii (0,03 r,
0,0325 mmonb, 0,1 ekB.) 3amiwanu y 15 Mn MiKpOXBUNbLOBIM MocyauHi. llicna uboro peareHTu
posbaBunu 7 MM GiOKCaHy i rpinu MiKpOXBUMbOBMM BUMNPOMIHIOBAHHAM MpoTsarom 15 xBunvH npwm
Temnepatypi 160 °C. lMoTiM peakuinHy nocyamHy nNpPOKPYTWNWM Ha ueHTpudysi, gekaHTyBanu Ta
nigganu BunaploBaHHIO OO0 cyxoro ctaHy. [licna ounctkn wnaxom HPLC-xpomatorpadii ogepxanm
Cinb TPUPTOPOLTOBOI KMCNOTU 3a3HA4YeHOro B 3aronioBky npomixHoro npoaykty 20 (0,075 r, 43 %).
MS (ESI+): 539,32 (M+H), yac ytpumyBaHHs = 2,09 xB.

Mpuknag 38. N4-(4-Xnop-3-MeT0Kcmq)eHin]-5-meTvm-N2-(3-ninepa3v|H-1-inMeTmncbeHin)nipMMip,le-
2,4-piamiHoBa cinb TPUTOPOLTOBOI KMCNOTK (crnonyka XX):

Cl

o NH
| NN (\NH
)\ N\)
N N
H . XX

[o nepemiwyBaHOro po3umHy onMcaHoro suwe npomMikHoro npoaykty 20 (0,075 r, 0,14 mmons, 1
ekB.) y DCM (6 mn) pobasunu TFA (2 mn). 3a 2 roguHy po34YMHHUKM peakUinHOoT Cymili Bunapunu, a
YTBOPEHWUI 3anULLOK PO3Tepnv B NMOPOLLOK 3 eTepoM, OOepKaBLUM 3a3HayeHy B 3arofloBKY CMOMyKy
XX, cinb TpMdTOPOLTOBOI KUCNOTH, Y POPMi MirpocKoniyHMX TBEPAMX YacTok Ginoro konwbopy (0,05 T,
82 %). MS (ESI+): 439,13 (M+H), yac yTpumyBaHHst = 1,67 xB. ‘"H AMP (DMSO-dg): & 2,17 (s, 3H),
2,89 (bs, 4H), 3,2 (bs, 4H), 3,68 (s, 3H), 3,82 (bs, 3H), 7,16-7,20 (m, 2H), 7,28 (t, J=7,7 T'u, 1H), 7,33
(d, J=2,3 'y, 1H), 7,39 (s, 1H), 7,42 (d, J=8,5 'y, 1H), 7,49-7,51 (m, 1H), 7,98 (s, 1H), 8,87 (bs, 1H),
9,79 (bs, 1H) 10,57 (bs, 1H).

Mpuknag  39.  2-(4-(2-(Niponigmn-1-in)eTokcn)deHinamiHo)-4-amiHonipumignH-5-kapboHiTpun
(MpoMixkHWUIA NpoayKT 21):

NH,
NC o
\ﬁl\j /@/ \/\D
)\
.21

[o po3unHy 2,4-giamiHonipuMignH-5-kap6oHriTpmuny (135 mr, 1,00 mmone) B 1,4-giokcaHi (20 mn)
popjanun 1-(2-(4-6pomdpeHokci)eTun)niponiguH (270 mr, 1,0 mmons), Cs,CO; (1,3 1, 4,0 Mmonb),
Pd,(dba); (92 wmr, 0,1 mmons) i 4,5-6ic-(andenindocdiHo)-9,9-aumeTunkcanTteH (Xant Phos, 174 wr,
0,3 mmonb). CyMmil KUN'ATUAM 3i 3BOPOTHUM XOMNOAUNBHUKOM YNPOAOBX 4 roauH B atMocdepi aproHy.
Teepay a3y BiadinbTpyBanu i inbTpat npomMunu conboBuM po3ydnHom (1x100 mn). OpraHiyHun
po3unH Bigokpemunu i Bucywmnnn (Na,SO,). PosumHHUK Buganunu go 5 mn i goganu rekcad (50 mn).
TBepay pedvoBuMHY 3ibpanu wnaxoMm dinbTpadii. Llern cupuin npogykt oumctunu wnsxom HPLC-
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xpomaTtorpadii i B pe3ynbTaTti ogepXanu 3asHavyeHun y 3aronioBky NpomixxHui npoaykt 21 (32 mr, 10
%).
Mpuknapg 40. 4-(2,4-Onxnop-5-meTokcndeHinamido)-2-(4-(2-(niponiguH-1-in)eTokcn)deHin-
aMiHo)nipMMiguH-5-kapOoHiTpmn (cnonyka XXI):
Cl Cl

T NH
NC\EQN RGN
AT 70
N N
H . XXI

[lo po3umHy onucaHoro Buwe npomMikHoro npogykTy 21 (32 mr, 0,1 Mmonb) y 1,4-giokcani (10 mn)
popganun 1-6pom-2,4-guxnop-5-metokcnbenson (28 wr, 0,11 mmons), Cs,CO;3 (97 wr, 0,3 mmonsb),
Pd,(dba); (7 mr, 0,0074 mmonb) i 4,5-6ic-(andeHindocdiHo)-9,9-aumeTnnkcarHten (Xant Phos, 13 wr,
0,022 mmonb). Cymiw Kvn'aTAM 3i 3BOPOTHMM XONOAWMIBHUKOM YNPOAOBX 4 rognH B aTtmocdepi
aproHy. Teepgy ®asy BigdinbTpyBanu, i inbTpaT NPOMWMAM COMbOBUM PO3YnHOM (1x50 mn).
OpraHiyHni po3yumH Bigokpemunu i sucywnnu (Na,SO4). PosunHHuk Buganunu y sakyymi. Lien cupun
NPOAYKT ounmcTmnum wnaxom xpomarorpadii (SiO,/CH,Cl,, notim CH,CI, : MeOH : NH3H,O =100 : 10 :
1) i B pe3ynbTaTi ofepkanu 3asHaueHy B 3aronosky crionyky XXI (35 mr, 67 %). ‘*H AMP (500 MIy,
DMSO-dg): 1,88-1,90 (m, 2H); 2,00-2,03 (m, 2H); 3,07-3,11 (m, 2H); 3,54-3,56 (m, 4H); 3,81 (s, 3H);
4,25 (br, 2H); 6,68 (br, 2H); 7,32 (br, 2H); 7,33 (s, 1H); 7,75 (s, 1H); 8,50 (s, 1H); 9,73 (br, 1H); 9,94
(br, 1H); 10,60 (br, 1H). MS (EI): 499,0.

Mpuknag 41.  2-(3-(2-(MNiponignn-1-in)eTokcn)deHinamiHo)-4-amiHonipumignH-5-kapboHiTpun
(MpoMiXHWUIA NPOAYKT 22):

NH,
NC
ﬁN /@\
)\ N@
N N i
H 22

o po3unHy 2,4-giamiHonipuMignH-5-kap6oHriTpuny (145 mr, 1,07 mmone) B 1,4-giokcaHi (20 mn)
poganun 1-(2-(3-6pomdpbeHokci)eTnn)niponiguH (290 mr, 1,07 mmons), Cs,CO3 (1,43 1, 4,4 MMoOnb),
Pd,(dba)s; (92 wmr, 0,1 mmons) i 4,5-6ic-(andeHindocdiHo)-9,9-aumeTunkcanteH (Xant Phos, 174 wr,
0,3 mmonb). Cymilw kKMN'aTUNK 3i 3BOPOTHUM XONOAUNBHUKOM YNPOAOBX 4 roanH B atMocdepi aproHy.
Teepay a3y BigdineTpyBanu i dinbTpaT npoMunu conboBuM po3ddnHoMm (1x100 mn). OpraHiyHun
po3uumH Bigokpemunm i Bucywnnu (Na,SO,). Po3umHHUK Buganunu go 5 mn i goganu rekcad (50 mn).
TeBepgy pevoBuHy 3ibpanu wnaxom @inbTpauii. Len cupun npogykt odmctunu wnsxom HPLC-
xpomaTtorpadii i B pe3ynbTaTti ogepxXanv 3asHavyeHui y 3arofioBky NPOMiKHWUIA npoaykT 22 (55 wmr, 16
%).

Mpuknag 42. 4-(2,4-Ouxnop-5-meTokcudeHinamiHo)-2-(3-(2-(niponianH-1-
in)eTokcu)deHinamiHo)nipumignH-5-kapboHitpun (cnonyka XXII):
Cl Cl

O NH
LA D
N)\” O/\/N

- XXII
[lo po34mHy onucaHoro Bule NpomikHOro npoAdykty 22 (50 mr, 0,15 mmons) B 1,4-giokcani (10
mMn) goganu 1-6pom-2,4-amxnop-5-metokcnberHson (44 wmr, 0,17 mmonb), Cs,CO;z; (200 mr, 0,62
mmoneb), Pd,(dba); (14 wr, 0,015 mmonb) i 4,5-6ic-(andenindocdiHo)-9,9-gumeTumnkcaHTeH (Xant
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Phos, 27 wmr, 0,05 mmonb). Cymiwl Kun'aTunum 3i 3BOPOTHUM XOMOAWMBHUKOM YNPoaoBX 4 roavH B
aTtmoccpepi aproHy. Teepay a3y BigdinbTpyBanu i inbTpaTt NpoMMnM ConboBMM po3vmHoM (1x50
Mn). OpraHiyHun po3umH Bigokpemunu i Bucywmnnm (Na,SO,). Po3umHHMK BMaanunu y Bakyymi. Llen
cvpuii npoaykT ounctunu wnsxom HPLC-xpomatorpadii i B pesynbTaTti ogep)anu 3asHayvyeHy B
3aronoBky crionyky XXII (6 mr, 8 %). ‘*H AMP (500 MI'y, DMSO-dg): 1,87-1,89 (m, 2H); 1,90-2,03 (m,
2H); 3,04-3,08 (m, 2H); 3,52-3,56 (m, 4H); 3,80 (s, 3H); 4,23 (br, 2H); 6,62 (d, J = 6,4 'y, 2H); 6,97
(br, 1H); 7,14 (br, 2H); 7,34 (s, 1H); 7,74 (s, 1H); 8,54 (s, 1H); 9,70 (br, 1H); 9,95 (br, 1H); 10,83 (br,
1H). MS (EI): 499,0.

Mpuknag 43. 2-Xnop-N-(2,4-guxnop-5-meTokcndeHin)-5-metunnipumignH-4-amiH - (MPOMiDKHWUIA
nNpoaykT 23):

Cl Cl
MeO NH
B
le\\
N Cl

.23

[o po3unHy 2-xnop-5-metvnnipumignH-4-amivy (44,8 mr, 0,31 mmonb) B 1,4-giokcaHi (20 mn)
popanu 1-6pom-2,4-guxnop-5-metokcndenson (96 mr, 0,37 mmonb), Cs,CO;3 (408 mr, 1,25 mmonsb),
Pd,(dba)3 (37 wr, 0,04 mmonb) i 4,5-6ic-(andeHindgocdiHo)-9,9-gumeTtunkcanteH (Xant Phos, 70 wr,
0,12 mmonb). CyMiw KaN'ATUNM 3i 3BOPOTHMM XOMOAMUITBHMKOM YMpOJoBX 4 roanH B aTtmocdepi
aproHy. Teepay a3y BiadineTpyBanu i inbTpat nNpoMunM conboBUM po3dmHom (1x100 mn).
OpraHiyHnn po3ymnH Bigokpemunu i Bucywmnm (Na,S0O,). Po3unHHMK BUaanunu y Bakyymi. Llen cupun
NPOAYKT BMKOPUCTOBYBANWN Ha HACTYMHIiW cTagii 6e3 ouncTku.

Mpuknag 44, N2-(3-(2-(I'Iiponi,qMH-l-in)eTOKcm)q)eHin]-N4-(2,4-,qunop-5-meT0|<cmcpeHin)-5-
MeTunnipumignH-2,4-giamid (cnonyka XXIII):

Cl Cl

MeO NH
\fQN
N ”/‘ :::: '\O//A\\\//
. XX

[o po3unHy onucaHoro BuLle NpoMikHOro npogdykty 23 B 1,4-giokcani (10 mn) goganmn 3-(2-
(niponigmH-1-in)eTokcn)beHsonamid (77,3 mr, 0,38 mmonb), Cs,CO; (488 mr, 1,25 mmons), Pdy(dba)s
(28 wmr, 0,03 mmonb) i 4,5-6ic-(amdeHindocdiHo)-9,9-anmeTunkcaHteH (Xant Phos, 53 wmr, 0,09
MMoOnb). CyMmill KUN'aTUnM 3i 3BOPOTHUM XOMNOAUINBHUKOM YNPOAOBX 4 roauH B aTMocdepi aproHy.
Teepay dasy BigdinbTpyBanu i dinbTpat NPOMUNU CONMbOBUMM po3umMHOM (1x50 mn). OpraHivyHum
po3uunH Bigokpemunu i sucywmnu (Na,SO,). Po3umMHHUK BUaanunn y Bakyymi. Llen cupun npoaykr
ounctunu wngaxom HPLC-xpomatorpadii i B pe3ynbtati ogepXanu 3asHayeHy B 3arofnoBKy CroOMyky
XX (25 mr, 15 %). *H AMP (500 My, DMSO-dg): 1,87-1,89 (m, 2H); 1,90-2,03 (m, 2H); 2,18 (s, 3H);
3,04-3,08 (m, 2H); 3,52-3,56 (m, 4H); 3,80 (s, 3H); 4,24 (t, J=5,0 'y, 2H); 6,71 (d, J=7,65 lu, 1H);
6,91 (s, 1H); 6,96 (d, J=8,5 I'u, 1H); 7,02 (t, J=8,2 'y, 1H); 7,37 (s, 1H); 7,83 (s, 1H); 8,02 (s, 1H);
10,09 (br, 1H); 10,66 (br, 1H); 10,82 (br, 1H). MS (El): 488,2.

Mpuknag 45. 2-Xnop-N-(3-meTokcudeHin)-5-metTunnipumianH-4-amin (MPOMIKHUIA NPOAYKT 24):
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MeO NH

LA

N I
C.24

[o posunHy 2-xnop-5-metunnipumignH-4-amidy (320 mr, 2,23 mmonb) B 1,4-giokcaHi (40 mn)
poganun 1-6pom-3-metokcnberson (458,5 wr, 2,45 mmons), Cs,CO3 (2,9 1, 8,9 mmons), Pd,(dba); (201
mr, 0,22 mmonb) i 4,5-6ic-(andeHingocgiHo)-9,9-aumeTtunkcanteH (Xant Phos, 382 wr, 0,66 mmorb).
CyMiWw Kun'sTunm 3i 3BOPOTHMM XOJTOAMIBHUKOM YNpodoBX 4 roavH B aTmocdepi aproHy. Teepay
dasy BiadinbTpyBanu i dinbTpaT NPOMUNN CONbOBUM PO3vmMHOM (1x100 mn). OpraHiyHui po34mH
Bigokpemunu i sucywunu (Na,SO,). PosunHHuk Buganunu go 5 mn i goganv rekcad (100 mn). Teepay
peyoBuHy 3ibpanu wnaxom oinbTpauii. Len cupuin npogykt, To6TO 3a3HayeHun y 3arorioBKy
npomMikHun npoaykt 24 (500 mr, 90 %), BUKOPWUCTOBYBanM B HACTYMHiN peakuii 6e3 nogansLiol
OYUCTKMN.

Mpuknag 46. N2-(4-(2-(I‘IiponiAMH-l-in)eTOKcm)(beHin]-N4-(3-MeT0|<cmcbeHin)-5-meTmnnipMMiQMH-
2,4-piamiH (cnonyka XXIV):

MeO NH
ﬁ "0
N

. XXIV

[o po3unHy onmncaHoro BuLLle NpoMiKHOro npoaykty 24 (240 mr, 0,96 mmons) B 1,4-giokcaHi (20
mMn) goganu 4-(2-(niponignn-1-in)etokcn)beHsonamin (200 mr, 0,96 mmone), Cs,CO3 (1,3 mr, 4,0
MMonb), Pdy(dba); (82 wmr, 0,09 mmonb) i 4,5-6ic-(amdeHindocdiHo)-9,9-anmeTunkcaHteH (Xant
Phos, 156 wmr, 0,27 mmonb). CyMmiwl Kun'aTunu 3i 3BOPOTHUM XOJTOAMMBHUKOM YMNPOAOBX 4 roavH B
aTmocdpepi aproHy. Teepay a3y BigdinbTpyBanu i inbTpaT NPOMUNM COMNbOBMM PO34mMHOM (1x50
mn). OpraHiyHmim po3uunH Bigokpemunu i Bucywmnm (Na,SO,). Po3uvHHMK Buganunu y Bakyymi. Lien
cvpuin npogykt ounctunum wnsaxom HPLC-xpomatorpadii i B pesynbTati ogepkanu 3a3HayeHy B
3aronosky crnonyky XXIV (85 wr, 20 %). 'H ampP (500 Ml'y, DMSO-dg): 1,89-1,91 (m, 2H); 1,98-2,05
(m, 2H); 2,16 (s, 3H); 3,07-3,12 (m, 2H); 3,52-3,56 (m, 4H); 3,73 (s, 3H); 4,33 (t, J=4,5 'y, 2H); 6,83-
6,85 (m, 1H); 6,91 (d, J=8,8 'y, 2H); 7,17 (s, 1H); 7,34 (d, J=8,8 I'u, 2H); 7,41 (t, J=7,7 I'u, 1H); 7,56
(d, J=7,7 T'u, 1H); 7,89 (s, 1H); 9,75 (s, 1H); 10,51 (s, 1H); 10,96 (br, 1H). MS (El): 420,2.

Mpuknapg 47. 3-(2-(4-(2-(MiponiguH-1-in)eTokcun)deHinamiHo)-5-metTnnnipumianH-4-inamiHo)dpeHon
(cnonyka XXV):

HO NH
o)
)\
N N
H . XXV

o posunHy onucaHoi Buwe cnonyku XXIV (50 mr, 0,1 mmonek) y 6e3sogHomy CH,Cl, (10 mn)
poganun 1,0 M BBr3 y CH,CI, (0,3 mn, 0,3 Mmonb). YTBOpPEHY Cymill nepemillyBanu NnpoTaroMm 3 roguH
npw KiMHaTHIn TemnepaTypi. [icnsa ypboro o cymiwi HacnyeHun posyunH NaHCO; (20 mn), | opraHivyHun
wap Bigokpemunu. BogHy dasy ekctparyBanu y CH,Cl, (3x10 mn). O0'egHaHnin OpraHivyHUn po34unH
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npocywmnu (Na,SO4). YTBopeHuii npogykt ounctunm 3a gonomoroto HPLC-xpomatorpadii | B
pesynbTaTi ogepxanu 3asHadyeHy B 3aronoBky cnonyky XXV (17 mr, 35 %), sika sisnsina coboto TBepay
PEYOBUHY KOBTOrO Konbopy. "H AMP (500 MI'u, DMSO-dg): 1,89 (br, 2H); 2,00 (br, 2H); 2,14 (s, 3H);
3,09 (br, 2H); 3,42 (br, 4H); 4,33 (br, 2H); 6,72 (d, J=7,1 'y, 1H); 6,91 (d, J=8,4 ', 2H); 6,96 (d, J=7,6
lu, 1H); 7,00 (s, 1H); 7,18 (t, J=8,0 'y, 1H); 7,38 (d, J=8,6 'y, 2H); 7,88 (s, 1H);9,70(s, 1H);9,74(s,
1H); 10,55 (s, 1H); 11,09(br, 1H). MS (EI): 406,2.

Mpuknag 48. 2-Xnop-5-meTtun-N-(3-HiTpodeHin)nipumignH-4-amid (NPOMiXkKHUI NpoaykT 25):

O,N NH

Me
NN

LA

N Cl
.25

[o posuuHy 2-xnop-5-metunnipumignH-4-amidy (232 wmr, 1,61 mmonb) B 1,4-giokcaHi (40 mn)
poganu 1-6pom-3-HiTpobeHson (359 wmr, 1,78 mmone), Cs,CO3 (2,1 1, 6,4 mmons), Pd,(dba); (146 wr,
0,16 mmonb) i 4,5-6ic-(andeHindocdiHo)-9,9-ammeTnnkcadteH (Xant Phos, 278 wmr, 0,48 mmorb).
CyMilWw KuN'sTunm 3i 3BOPOTHMM XOJTOAMNBbHUKOM YNpodoBX 4 roavH B aTMmocdepi aproHy. Teepay
dasy BiadinbTpyBanu i dinbTpat NPOMUNMN ConboBMM pPo3vmMHOM (1x100 mn). OpraHiyHui pPo34mH
Bigokpemunu i Bucywmnnu (Na,SO,). Po3unHHuk Buganunm go 5 mn i go cymiwi goganm rekcat (100
mn). Teepady pedoBuHy 3idbpanu wnsaxom ginbTpauii. Ller cupnii npogykT, koTpum 6yB 3a3HavyeHun y
3arosflIoBKy NMPOMIKHWUA NPOAYKT 25, BAKOPUCTOBYBaNM B HAaCTYMHi peakuii 6€3 noganbLuoi O4YMCTKK.

Mpuknag 49. N*(4-(2-(niponiaunH-1-in)eToken)deHin]-5-metnn-N*-(3-HiTpodeHin)nipumianH-2,4-
Aiamin (cnonyka XXVI):

o
LD
)\
N
. XXVI

[o po3unHy onucaHoro BuLle MPOMIKHOro npoadykty 25 B 1,4-giokcani (40 mn) goganun 4-(2-
(niponigmH-1-in)etokcn)b6eHsonamid (367 mr, 1,78 mmone), Cs,CO;3 (2,1 1, 6,4 mmonb), Pdy(dba)s; (146
mr, 0,16 mmoneb) | 4,5-6ic-(andenindocdiHo)-9,9-aumeTnnkcanteH (Xant Phos, 218 mr, 0,48 mmorb).
CyMilw kun'aTunu 3i 3BOPOTHMM XOJOAMMBHUKOM YNpoAoBX 4 roavH B atMmocdepi aproHy. Teepay
dasy BigdinbTpyBanu i ¢inbTpaT NpOMUNN CONbOBUM po3umHOM (1x50 mn). OpraHiyHuiA PO34uMH
Bigokpemunu i sucywmnu (Na,SO,). Po34mMHHUK Buaanunu y Bakyymi. Llen cupuin npoaykT oumcTunu
wnaxom HPLC-xpomatorpadii i B pesynbTaTti ogepxanu 3asHayeHy B 3aronosky cnonyky XXVI (51
mr, 7 %). "H AMP (500 My, DMSO-de): 1,89-1,92 (m, 2H); 1,98-2,05 (m, 2H); 2,21 (s, 3H); 3,10-3,12
(m, 2H); 3,52-3,57 (m, 4H); 4,33 (t, J=4,8 'y, 2H); 6,90 (d, J=8,9 'y, 2H); 7,32 (d, J=8,9 'y, 2H); 7,67
(t, J=8,2 'y, 1H); 7,99 (s, 1H); 7,56 (dd, J=8,4 'y, J=1,8 'y, 1H); 8,09 (d, J=7,4 Ty, 1H);8,45(s,1H);
10,14 (s,1H); 10,60 (s, 1H); 11,17 (br, 1H). MS (EI): 435,2.

Mpuknag 50. 4-(2-Xnop-5-meTnnnipMMignH-4-inamiHo)-2-xnopOeH30oHITpun (NPOMKHUA NPOAYKT
26):
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NC
Cl NH
B
)\
N Cl

. 26

[o po3unHy 2-xrop-5-metunnipumigun-4-amivy (144 wmr, 1,0 mmonb) B 1,4-giokcadi (20 mn)
aoganun 4-6pom-2-xnopbensoHitpun (217 mr, 1,0 mmons), Cs,CO; (1,3 r, 4,0 mmonb), Pd,(dba); (91
mr, 0,1 mmone) i 4,5-6ic-(audeHindocdiHo)-9,9-aumeTunkcanteH (Xant Phos, 173 mr, 0,3 mmonb).
CyMilw Kun'sTunm 3i 3BOPOTHUM XOJTOAMNBbHUKOM YNpodoBX 4 roavH B aTmocdepi aproHy. Teepay
dasy BiadinbTpyBanu i dinbTpat NPOMUNMN CoNnboBMM pPo3vmMHOM (1x100 mn). OpraHiyHui po34mH
Bigokpemunu i Bucywmnm (Na,SO,). PosunHHuk Buganunu go 5 mn i goganum rekcatd (100 mn). Teepay
peyoBuHy 3ibpanu wnaxom oinbTpadii. Len cupuin npogykt, To6TO 3a3HayeHWr y 3arorioBKy
NPOMDKHWI NPOAYKT 26, BUKOPUCTOBYBASM B HACTYMHIN peakuii 6e3 noganbLuoi 04nCTKN.

Mpuknag 51. 4-(2-(4-(2-(MiponignH-1-in)eTokcun)deHinamiHo)-5-meTunnipumianH-4-inamiHo)-2-
xnop6ensoHiTpun (cnonyka XXVII):

NC

ClI NH
ﬁ“ "0
PN

- XXVII

[o po34mHy onucaHoro BuLle nNpomikHOro npodykty 26 (140 mr, 0,5 mmons) B 1,4-giokcaHi (20
mn) goganun 4-(2-(niponigunH-1-in)etokeun)éensonamid (113 mr, 0,55 mmonb), Cs,CO; (660 wr, 2,0
MMonb), Pdy(dba); (46 mr, 0,05 mmonb) i 4,5-6ic-(amdeHingocdiHo)-9,9-anmeTtunkcanteH (Xant
Phos, 87 wmr, 0,15 mmMonb). Cymiw kun'aTunu 3i 3BOPOTHUM XONOAWMBbHUKOM YNPOAOBX 4 FOAWH B
aTtMocdepi aproHy. Teepay a3y BigdinbTpyBanu i inbTpaT NpoMUnM ConbOBUM po3vmHoM (1x50
Mn). OpraHiyHuin po3yuuH Bigokpemunu i Bucywmnum (Na,SO,). Po3unHHWK Buaanunu y sakyymi. Lien
cnpuii npodykT ouvnctunu wnsaxom HPLC-xpomatorpadii i B pesynbTaTti ogepxanu 3asHayeHy B
3aronosky cnonyky XXVII (11,5 mr, 5 %), sika aBnana coboto TBepay pPevOoBUHY XOBTOr0O KOMbopy. 'H
AMP (500 MI'y, DMSO-dg): 1,89-1,92 (m, 2H); 1,98-2,05 (m, 2H); 2,20 (s, 3H); 3,08-3,13 (m, 2H);
3,56-3,59 (m, 4H); 4,36 (t, J=4,9 'y, 2H); 7,03 (d, J=9,0 'y, 2H); 7,40 (d, J=9,0 I'u, 2H); 7,87 (br, 1H);
7,92 (d, J=8,6 I'u, 1H); 8,03 (s, 1H); 8,16 (s, 1H); 9,82 (br, 1H); 10,37 (br, 1H); 10,90 (br, 1H). MS (EI):
449,1.

Mpuknag 52. N (4-(2-(niponiguH-1-in)eTokcn)denin)-5-meTtun-N*-p-toninnipumianH-2,4-giamin
(cnonyka XXVIII):

NH
ﬁ "0
N)\N
H . XXVII

[0143] o po34nHy onmncaHoro BuLle nNpoMikHoro npoaykty 11 (50 mr, 0,16 mmonb) B 1,4-AiokcaHi
(20 mn) popanu 1-6pom-4-metunbeHson (28 mr, 0,16 mmonb), Cs,CO3z (210 mr, 0,64 mMmonb),
Pd,(dba); (10 mr, 0,01 mmons) i 4,5-6ic-(amdeHindocdiHo)-9,9-aumeTtunkcarnteH (Xant Phos, 18 wmr,
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0,03 mmonb). Cymiw kun'atunu 3i 3BOPOTHUM XOMOAWMNBHMKOM YNpoAoBX 4 roguH B aTtmocdepi
aproHy. Teepay ¢asy BiadinbTpyBanu, pPO3YMHHWK Buaanunu y Bakyymi. Llei cupuin npogykt
ounctunu wnsaxom HPLC-xpomatorpadii i B pe3ynbtati ogepanu 3a3HayeHy B 3arofloBKY CMOJyKY
XXVIII (15,7 mr, 6 %), sika siBnsina coboo TBepAy PEYOBMHY XOBTOro konbopy. ‘H AMP (500 M,
DMSO-dg): 1,85-1,89 (m, 2H); 1,96-2,01 (m, 2H); 2,12 (s, 3H); 2,31 (s, 3H); 3,04-3,08 (m, 2H); 3,51-
3,55 (m, 4H); 4,32 (br, 2H); 6,89 (br, 2H); 7,18 (br, 2H); 7,31 (br, 2H); 7,41 (br, 2H);7,84(s, 1H);9,71
(s, 1H); 10,46 (s, 1H); 11,13 (br, 1H). MS (EI): 404,2.

Mpuknapg 53. NZ-(4-(2-NiponiguH-1-in)eTokcu)denin)-N*-(4-xnop-3-meTundeHin)-5-
mMeTunnipumianH-2,4-giamid (cnonyka XXIX):
Cl

NH
o
ﬁ“ O
)\
N N
H . XXIX
[o po34mHy onucaHoro sue npomixHoro npodykty 11 (80 mr, 0,25 mmons) B 1,4-giokcaHi (20
mn) gopanu 4-6pom-1-xnop-2-metundenson (63 mr, 0,30 mmonb), Cs,CO3 (326 mr, 1,0 mmonb),
Pd,(dba); (18 mr, 0,02 mmons) i 4,5-6ic-(amdeHindocdiHo)-9,9-aumeTtunkcarnteH (Xant Phos, 36 wmr,
0,06 mmonb). Cymiw KuN'ATURM 3i 3BOPOTHMM XOMOAUIBHMKOM YNpodoBX 4 roanH B aTtmocdepi
aproHy. TBepay dasy BiadinbTpyBanu. PO3uYMHHUK Buganunu y Bakyymi. Lle cupuii npogykr
ounctunu wnsaxom HPLC-xpomatorpadii i B pe3ynbtati ogepanu 3a3HavyeHy B 3arofioBKy Crosyky
XXIX (17,5 wr, 15 %), ska sBnana cobot TBEpAY PEYOBMHY >XOBTOIO KOMbOPY. 'H AmMP (500 Mrlu,
DMSO-dg): 1,85-1,89 (m, 2H); 1,96-2,01 (m, 2H); 2,12 (s, 3H); 2,25 (s, 3H); 3,04-3,08 (m, 2H); 3,51-
3,55 (m, 4H); 4,32 (br, 2H); 6,91 (br, 2H); 7,04 (br, 1H); 7,31 (br, 1H); 7,41 (br, 2H); 7,58 (s, 1H); 7,89
(br, 1H); 9,75 (s, 1H); 10,54 (s, 1H); 11,13(br, 1H). MS (El): 438,1.
Mpuknag 54. N-(4-(2-(MiponignH-1-in)eTokcun)deHin)-4-6eH3nn-5-meTnnnipMmMignH-2-amiu
(cnonyka XXX):

NH
6]
) 0
)\
N N
H . XXX
o po3unHy 4-6eH3un-2-xnopnipumignH (286 mr, 1,4 mmonb) B 1,4-giokcani (20 mn) goganm 4-(2-
(miponiguH-1-in)eTokcn)oeHsonamiH (288 wr, 1,4 mmons), Cs,CO3 (1,82 1, 5,6 mmonsk), Pd,(dba)s (92
mr, 0,1 mmonb) i 4,5-6ic-(amdeHindocgiHo)-9,9-aumeTunkcanteH (Xant Phos, 173 wmr, 0,3 Mmonb).
CyMilw Kun'aTunu 3i 3BOPOTHMM XONOAMMBHUKOM YNpodoBX 4 roavH B atMmocdepi aproHy. Teepay
da3sy BigdinbTpyBanu. Po3uMHHUK Buaanunu y Bakyymi. Lleln cupuini NpoAyKT OUYUCTUNU LUMSIXOM
HPLC-xpomatorpadii i B pe3yneTaTti ogepxanu 3asHadeHy B 3aronosky cnonyky XXX (42 mr, 10 %),
sika siBnsna cobo TBeEpAY PEYOBMHY XXOBTOIO KOMbOpY. H AmpP (500 Ml'y, DMSO-dg): 1,89 (br, 2H);
2,00 (br, 2H); 3,09 (br, 2H); 3,54 (br, 4H); 4,31 (br, 2H); 6,71 (d, J=5,0 'u, 1H); 6,93 (d, J=8,8 ', 2H);
7,24 (m, 1H); 7,32 (m, 4H); 7,62 (d, J=8,8 I'u, 2H); 8,32 (d, J=5,0 'y, 1H); 9,66 (s, 1H); 10,92 (br, 1H).
MS (El): 375,2.
Mpuknag 55. 4-((1H-ingon-4-in)metun)-N-(4-(2-(niponiguH-1-in)etokcn)deHin)-5-metTunnipymiguH-
2-amiH (cnonyka XXXI):
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HN

NH
ﬁ JORAS
NQ\N
H . XXX

[o po3unHy onncaHoro Bulle npomikHoro npoaykty 11 (460 mr, 1,46 mmonb) B 1,4-giokcani (20
mn) goganu 4-6pom-1H-iHgon (288 wmr, 1,46 mmonb), Cs3CO3 (1,95, 6,0 mmonb), Pdy(dba)s; (128 wr,
0,14 mmonb) i 4,5-6ic-(andeHindocdino)-9,9-ammeTnnkcadteH (Xant Phos, 243 wr, 0,42 mmonb).
Cymilw kun'aTmnm 3i 3BOPOTHUM XONOAWMBHUKOM YNPOAOBXK HOui B aTMocdepi aproHy. Teepay dasy
BiadinbTpyBanu. Po3unHHMK Buaanunu y Bakyymi. Llen cupuin npoaykt oumctunu wnsxom HPLC-
xpomaTtorpadii i B pedynbtaTi ogep)kanu 3asHadyeHy B 3aronosky cnonyky XXXI (66 mr, 10 %), aka
sBNsna cobolo TBepay PEHOBMHY XOBTOro Komnbopy. ‘H AMP (500 Mru, DMSO-dg): 1,87 (br, 2H);
1,98-2,05 (m, 2H); 2,21 (s, 3H); 3,15 (br, 2H); 3,52 (br, 2H); 3,69 (br, 2H); 4,24 (br, 2H); 6,33 (s, 1H);
6,60 (br, 2H); 6,82 (br, 1H); 6,92 (br, 1H); 7,02 (br, 2H); 7,16 (br, 1H); 7,26 (br, 1H); 7,43 (m, 1H); 7,88
(m, 1H); 10,11 (s, 1H); 11,40 (s, 1H). MS (El): 429,1.

Mpuknag 56. 2-Xnop-5-metun-N-(HadTaniH-1-in)nipumignH-4-amin (NPOMiXKHWUIA NPOAYKT 27):

NH

NN
LA
N CI.27

[o po3uunHy 2-xnop-5-metunnipumignH-4-amid (144 mr, 1,0 mmons) B 1,4-giokcani (40 mn) goganu
1-6pomHadpTaniy (227 mr, 1,1 mmons), Cs,CO;3 (1,3 1, 4,0 mmonb), Pd,(dba)s (91 wmr, 0,1 mmonb) i 4,5-
bic-(andeHrindgocdiHo)-9,9-gumeTnnkcanteH (Xant Phos, 183 wmr, 0,3 mmonb). Cymiw kun'atunu 3i
3BOPOTHMM XOJTOAUMBHUKOM YNpoaoBX 4 roavH B atMocdepi aproHy. Teepay dasy siadinstpysanu i
dinbTpaT NpoMMU conboBuM po3ynHoM (1%100 mn). OpraHivyHWA PO3YMH BIJOKPEMUNN i BUCYLLMIIUN
(Na,S0,). PosunHHMK Buganunn go 5 mn i goganu rekcad (100 mn). Teepay pevoBuHy 3ibpanu
wnaxom dinbTpadii. Len cupuin npogykt, To6TO 3a3HadYeHUn y 3arofioBKy MPOMDKHUA NpoaykT 27,
BMKOPWCTOBYBANW B HACTYMHIN peakuii 6e3 nogansLoi 04nCTKu.

Mpuknag 57. N-(4-(2-(MiponiguH-1-in)eTokcu)deHin)-5-metun-4-(HadTaniH-1-in)nipumignH-2-amiu
(cnonyka XXXII):

ASIY O\/\N
L i,

7

. XXX
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[o po3unHy onucaHoro BuLle NPOMiKHOro npoaykty 27 (235 mr, 0,87 mmonb) B 1,4-giokcaHi (20
mn) gopann 4-(2-(niponigunH-1-in)etoken)éensonamit (183 wmr, 0,87 mmonb), Cs,CO; (1,3 1, 4,0
mmonb), Pd,(dba); (46 mr, 0,05 mmonb) i 4,5-6ic-(andeHindocdino)-9,9-anmeTnnkcaHteH (Xant
Phos, 87 wmr, 0,15 mmonb). Cymiw KMN'sTUnM 3i 3BOPOTHUM XOSNOAWUSIBHUKOM YNpoAoBX 4 rognH B
aTtMocdepi aproHy. Tepay a3y BigdinsTpyBanu i ginbTpat NpoMuMnM ConboBMM po3ynHOM (1x%50
Mn). OpraHiyHun po3umH Bigokpemunu i Bucywmnnm (Na,SO,). Po3umHHMK BMaanunn y Bakyymi. Llen
cvpuii npoaykT ounctunu wnsxom HPLC-xpomatorpadpii i B pesynbTaTti ogep)anu 3asHayvyeHy B
3aronoBky cronyky XXXII (89 wmr, 21 %), sika aBnsina coboto TBepAy PEYOBUHY XKOBTOIO KOMbOPY. 'H
AMP (500 My, DMSO-dg): 1,88-1,90 (m, 2H); 1,97-2,03 (m, 2H); 2,30 (s, 3H); 3,03-3,08 (m, 2H);
3,50-3,53 (m, 4H); 4,21 (t, J=4,9 I'u, 2H); 6,50 (d, J=7,2 'y, 2H); 6,82 (d, J=8,6 'y, 2H); 7,54 (d, J=7,8
My, 2H); 7,57-7,61 (m, 1H); 7,63 (t, J=7,4 'y, 1H); 7,89 (d, J=8,3 'y, 2H); 7,95 (s, 1H); 8,02 (d, J=8,3
My, 1H); 8,08 (d, J=7,7 'y, 1H); 10,37 (s, 1H); 10,43 (s, 1H); 10,93 (br, 1H). MS (El): 440,1.

Mpuknag 58. 1-(2-Xnop-5-meTnnnipumianH-4-in)isoxiHoniH (NPoMixXHUIA NpoaykT 28):

[ N

—

N NH

R

N |
C.28

[o po3sdnHy 2-xnop-5-metunnipumignH-4-aminy (144 wmr, 1,0 mmons) B 1,4-giokcani (40 mn)
poganu 1-xnopidoxiHoniH (164 mr, 1,0 mmone), Cs,CO3 (1,3 1, 4,0 mmone), Pd,(dba); (91 wr, 0,1
MMonb) i 4,5-6ic-(andeHindocdiHo)-9,9-aumeTunkcaHteH (Xant Phos, 183 wmr, 0,3 mmons). Cymiw
KNM'ATUIN 31 3BOPOTHUM XOMNOAUNBHUKOM YynNpoaoBX 4 roavH B atmocdpepi aproHy. Teepay dasy
BigdiNbTpyBanu i inbTpar nNpoMunu conboBuUM posdnHoMm (1x100 mn). OpraHivyHWA  pPO34uH
Bigokpemunu i sucywimnum (Na,SO,). PosunHHuk Buganunu oo 5 mn i goganu rekcad (100 mn). Teepay
peyoBuMHY 3ibpanu wnaxom dinbTpauii. Len cupuin npogykT, To6TO 3a3HayeHuid y 3arofioBKy
NPOMIKHUIA NPOAYKT 28, BUKOPUCTOBYBANM B HACTYMHIN peakuii 6e3 noganbLoi O4MCTKN.

Mpuknag 59. N-(4-(2-(MiponigunH-1-in)eTokcu)deHin)-4-(i3oxiHoNiH-1-in)-5-meTunnipuMianH-2-amiH
(cnonyka XXXIII):

[ N

—
N NH
o
)\
N N
H
. XXX

[o po3unHy onucaHoro Buule npomixkHoro npoaykty 28 (90 mr, 0,33 mmonb) B 1,4-giokcaHi (20
mn) pgoganu 4-(2-(niponiguH-1-in)etokcu)oeHsonamin (76 mr, 0,37 mmonb), Cs,COs; (391 wr, 1,2
MMonb), Pdy(dba); (28 wmr, 0,03 mmonb) i 4,5-6ic-(amdeHindocdiHo)-9,9-anmeTunkcaHteH (Xant
Phos, 52 wmr, 0,09 mmonb). Cymilwl KMA'ATUAM 3i 3BOPOTHUM XOMOAWMBHUKOM YNPOAOBX 4 roouH B
aTtMocdepi aproHy. Teepay a3y BiodinbTpyBanu i inbTpat NpoMUnM CorbOBMM po3ynMHOM (1x50
Mn). OpraHiyHun po3umH Bigokpemunu i Bucywmnnm (Na,SO,). Po3umHHMK Buganunu y Bakyymi. Llen
cvpuii npoaykT ounctunu wnsxom HPLC-xpomatorpadii i B pesynbTaTti ofgepanu 3a3HaveHy B
3aronoeky crionyky XXXIII (21 mr, 15 %), sika siBnsina co6oio TBepAy PEYOBUHY XOBTOMO KOnbopy. "H
AMP (500 MIu, DMSO-dg): 1,64-1,70 (m, 6H); 2,23 (s, 3H); 2,78 (t, J=5,9 'y, 2H); 4,04 (t, J=5,9 Iy,
2H); 6,38 (d, J=7,2 'y, 1H); 6,93 (d, J=9,0 'y, 2H); 6,97 (d, J=7,2 T'u, 1H); 7,45 (br, 1H); 7,57 (d,
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J=8,8 'y, 1H); 7,58-7,62 (m, 1H); 7,70-7,78 (m, 2H); 8,04 (s, 1H); 8,75 (d, J=8,1 I'u, 1H); 9,06 (s, 1H);
9,19 (s, 1H). MS (El): 441,2.

Mpuknapg 60. NZ-(4-(2-(niponiguH-1-in)eTokc)deHin)-N*-(3-(TpucbTopmeTn)deHin)-5-
MeTuUnnipumMigunH-2,4-giamin (cnonyka XXXIV):

FaC NH
O
\fQN /©/ \/\D
)\
N N
H . XXXIV

CymiL 2-xnop-5-meTunnipumianH-4-inamiHy (143 M, 1,0 MMOJb), 1-6pom-3-
(TpucpTopmeTun)beHsony (225 wmr, 1,0 mmons), Pdy(dba)s (9,0 mr, 0,01 mmonk), kcaHTdpocy (12 wr,
0,02 mmonb) i kapboHaTy uesito (650 mr, 2,0 MMonb) cycnengyBanu B giokcaHri (15 mn) i kmn'atunu 3i
3BOPOTHMM XONOAUNBHUKOM B aTtMocdepi aproHy npotarom 15 roa. Micna uboro peakuinHy cymil
oxonogunu Ao KimHatHoi Temnepatypu i posbasunm DCM (30 mn). Oani cymiw npodpineTpyBanm i
dinbTpaT KOHUEHTpyBanu y Bakyymi. [licns ouncTkm 3anuvuwky 3a gonomoroto HPLC-xpomatorpadii
otpumanu N*-(3-(TpudpTopmeTnn)eHin)-5-MeTUnnipumianH-2,4-aiamiH y BUrNsAi TBepaoi peyHoBUHM
He Uinkom 6inoro kombopy (192 mr, 67 %). MS (ESI+): m/z 288 (M+H)". Cymiw N*(3-
(TpudpTopmeTun)deHrin)-5-metTunnipumianH-2,4-giaminy (28,7 wmr, 0,1 mmons) i 4-(2-(niponignH-1-
in)etokcn)oeHsonamiHy (22 mr, 0,12 MMOMb) PO34YMHUNM B OUTOBIA kucnoti (5 mn) i rpinu nig
MIKpOXBUITLOBMM OMpOMiHIOBaHHAM npu Temnepatypi 150 °C npotsrom 10 xBunuH. [llicns uboro
CyMill oxonogunun Ao KiMHaTHOI TemnepaTypw, i Nig 3HWKEHUM TWUCKOM BUAanNUMM 3 Hel ouToBy
kncnoty. 3anuwok ounctunu 3a pgonomoroto HPLC-xpomartorpadii, ogepxaslin 3a3HayeHy B
3aronoBky crnonyky XXXIV, ska sasnsna coboto TBepay pe4oBUHY KOPUYHEBOro Konbopy (16 mr, 35 %).
'H AMP (500 My, DMSO-de): 1,65-1,71 (m, 4H), 2,11 (s, 3H), 2,45-2,55 (m, 4H), 2,74 (t, J=6,0 I'u,
2H), 3,98 (t, J=6,0 I'u, 2H), 6,76 (d, J=9,0 I'u, 2H), 7,35 (d, J=5,1 'y, 1H), 7,45-7,57 (m, 3H), 7,9-7,97
(m, 2H), 8,20 (d, J=7,6 'y, 1H), 8,41 (s, 1H), 8,85 (s, 1H), m/z 458 (M+H)".

Mpuknag 61.  2-Xnop-N-(4-(TpudTopmeTtun)deHin)-5-metunnipumignH-4-amiH -~ (NPOMIXKHUI
npoaykT 29):

F3C

NH

NN

LA

N CI.29

CycneHsito  2-xnop-5-meTvnnipumigunH-4-amivy (159 wmkn, 1,2 wmmonb),  1-6pom-4-
(TpucpTopmeTun)beHsony (150 mr, 1,0 Mmonb), TpeT-OyTokcupy kanito (224 wmr, 2,0 mMMmonb),
kcaHTpocy (120 mr, 0,2 mmonsk) Ta auetaty nanagito (26 mr, 0,1 MMOMb) repMeTUYHO 3aKpuUnu y
MiKPOXBMWITbOBI peakuiiHiin nNpobipui Ta onpomiHioBanu npu Temnepatypi 160 °C npotsrom 15 xB.
[Micna yboro cymiwi ganu OCTUrHYTM OO0 KiIMHaTHOI TemnepaTypu, TBepAy peyvoBuHy BiadinsTpyBany,
omunu DCM, i po3unH KOHUEHTpyBanu nig 3HWKEHUM TUCKOM. 3anulioK OYMCTUNM 3a AOMOMOroH
drnew-xpomartorpadiii Ha cunikareni (entoeHT: Big rekcaHy go EtOAc), oTpumaBluM 3a3HayeHui y
3aronoBKy NpoMiXXHMIM npoaykT 29 (128,7 wmr, 43 %) y Burnagi TBepaoi pedosuHu Ginoro konsopy. MS
(ESI+): m/z 288 (M+H)".

Mpuknag 62. N*-(4-(2-(MiponiavH-1-in)eTokcun)denin)-N*-(4-(TpudpTopmeTn)deHin)-5-

MeTUNNipMMiguH-2,4-giamin (cnonyka XXXV):
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Cymiw onucaHux BuLle NpomikHMX npoaykTie 29 (128 wmr, 0,5 mmonk) i 6 (212 wmr, 1,0 MmmMonb)
cycneHgysanu B OUTOBIV KMcnoTi (5 mn) i rpinu npu temnepatypi 75 °C npotarom 18 roguH. lNicns
LbOro CyMmilli ganu OCTUIHYTU A0 KiMHaTHOI TemnepaTypu, i Nia 3HWKEHUM TUCKOM BUAANUNN 3 Hei
OUTOBY KMCMOTY. 3anuiiky Haganu OCHOBHOCTI HacuyeHuM BOAHUM po3dmHom NaHCO; (50 mn) Ta
ekctparyBanu B DCM (2x50 mn). OpraHiyHui Wwap KOHUEHTpyBanu y BakyyMi, i Len CMpuin npogykT
o4MCTMNIN 3a gonomoroto dreww-xpomartorpadii 3 o6epHeHo ¢asoro Ha KonoHui C18 (entoeHT: Big
Boau go CH3CN, 0,1 % TFA). BogHi dpakuii HenTpanisyBanu HacmdeHum BogHMM po3dnHoMm NaHCO;
Ta ekctparyBanu etunauetatom EtOAc. OpraHiyHi ¢asn KOHUEHTpyBanuM y BaKyyMi, a 3anuLiok
Binibpann y DCM. [Logmann HCI B piokcaHi pasom 3 eTepoM i YTBOpPeHy TBepay pPeYoBUHY
BiagiNbTpyBanu, oTpMMaBLUKX B pe3ynbTaTi rigpoxrnopua 3a3HadeHoi B 3arofioBky cnonykn XXXV (166
Mr, 70 %), sika siBrsina co6oto TBEP/ly PeHOBHY Ciporo konkopy. "H AMP (500 My, DMSO-dg): 1,80-
1,95 (m, 2H), 1,95-2,10 (m, 2H), 2,19 (s, 3H), 3,05-3,20 (m, 2H), 3,55-3,65 (m, 6H), 4,33 (t, J=4,7 'L,
2H), 6,97 (d, J=8,7 l'u, 2H), 7,34 (d, J=8,8 I'u, 2H), 7,73 (d, J=8,5 I'u, 2H), 7,83 (d, J=8,0 I'u, 2H), 7,94
(s, 1H), 9,92 (br s, 1H), 10,44 (br s, 1H), 10,85 (br s, 1H); MS (ESI+): m/z 458,5 (M+H)".

Mpuknag 63. BeHso[1,3]aiokcon-4-in-(2-xnop-5-meTunnipyumignH-4-in)amii  (MPOMKHMI NPOAYKT
30):

| )\
N Cl 30

Cywmiw 2-xnop-5-meTtunnipumigunH-4-inaminy (1,4 r, 9,7 mmons), 4-6pombeH3o[1,3]giokcony (2,0 r,
10 mmone), Pd,(dba); (0,80 r, 0,87 mmonb), kcanTdocy (1,0 r, 1,7 mmonb) i kapboHaTy Lesito (6,3 T,
19 mmonb) cycneHayBanu B giokcaHi (40 mn) i KMN'aTunu 3i 3BOPOTHUM XONOAUINBLHUKOM B atMocdepi
aproHy npotarom 5 roa. llicng LbOro peakuiiHy Cymilwl oxonogunu Ao KiMHaTHOI Temnepatypwu i
po3basunu DCM (30 mn). Oani cymiw npodpinbTpyBanu i ¢inbTpaT KOHLEHTPYBanu y BaKyyMi.
3anuLok o4McTMnM 3a OONOMOrol dreLl-xpoMaTtorpadii Ha cunikareni (entoeHT: Big rekcaHy o 50
% EtOAc/rekcaH), ogepxaBlum 3a3HaveHy B 3aronosky crnonyky (1,0 r, 39 %), ska sBnana coboto
TBEPAY PEYOBUHY Ginoro konbopy. 'H amP (500 MIl'y, DMSO-dg): 8 2,13 (s, 3H), 5,99 (s, 2H), 6,80-
6,90 (m, 3H), 8,01 (s, 1H), 8,92 (s, 1H). MS (ES+): m/z 264 (M+H)".

Mpuknan 64. N-Benso[1,3]giokcon-4-in-5-metun-N>-[4-(2-niponiauH-1-ineTokey)dbeHin]nipumianH-
2,4-giamiH (cnonyka XXXVI):
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Cymiw npomixHoro npoaykty 30 (0,25 r, 0,95 mmonb) i 4-(2-niponignH-1-ineTokcu)deHinamiHy
(0,40 r, 1,9 mmonb) B ouToBin kncnoti (15 mn) rpinu npu Temnepatypi 100 °C npotsarom 20 rog. Micns
LbOro CyMilli gann OCTUIrHYTU OO0 KiMHATHOI TemnepaTtypw, i Nig 3HWKEHWA TUCKOM Buaanunm 3 Hel
ouToBY KMCMOTy. 3anuwok Bigibpanu y Bogi (20 mn) Ta HewTtpanidysann go pH~7 10 % posdnHom
NaOH. YTBopeHun y pesynbrati po3umH ekctparyBanu EtOAc (2x30 mn) i opraHiyHun wap
Bigokpemunu. [ani opraHiyHui wap npoMunn CONbOBMM PO3YMHOM, BUCYWUNWM Hag 6e3BogHuM
Na,SO, i npodinbTpyBanu. PinbTpaT KOHUEHTPYBaNM y BakyyMi i Lled CUpui NpOoAYyKT OYMCTMNK 3a
gonomoroto  dnew-xpomatorpadii Ha cwunikareni (entoeHT: Big DCM po 20 % MeOH/DCM),
ofepXaBlUM 3a3HayeHy B 3aronoBky cnonyky (0,14 r, 34 %) y Burmnsagi TBepaoi peyvyoBuHU Binoro
KOnbopy.

'H AMP (500 Mru, DMSO-dg): 8 1,65-1,75 (m, 4H), 2,06 (s, 3H), 2,55-2,65 (m, 4H), 2,78-2,88 (m,
2H), 3,98 (t, J=5,8 I'u, 2H), 5,89 (s, 2H), 6,65 (d, J=9,0 'y, 2H), 6,79-6,84 (m, 2H), 6,89 (dd, J=7,7,
1,7 Ty, 1H), 7,45 (d, J=9,1 ', 2H), 7,81 (s, 1H), 8,23 (s, 1H), 8,73 (s, 1H). MS (ES+):m/z434(M+H)".

Mpuknapg 65. N4-56H3O[1,3],D,i0KCOJ'I-4-iJ'I-5-MeTMJ'I-N2-[4-(4-MeTVIJ'II'IiI'Iepa3VIH-1-iJ'I)(beHiJ’I]I‘IipVIMi,D,l/IH-
2,4-piamiH (cnonyka XXXVII):

P\

o

NH (\N/
v
NN
1 L
N N
4 . XXXVII

Cymiw npomixHoro npoaykty 30 (0,10 r, 0,38 mmonb) i 4-(4-meTunninepasuH-1-in)deHinamiHy
(0,12 r, 0,51 mmonb) B oUTOBIN KUCAOTI (3 MN) repMETUYHO 3aKpUnM y MIKPOXBUMBOBIN peakuiviHin
npobipui 1 onpomiHoBanu MikpoxBunamu npu Temnepatypi 150 °C npotsrom 15 xB. [Micns
OXOIOPKEHHS A0 KiIMHATHOI TeMnepaTypy KpULLKY NPOBIpKM 3HANW | CyMill KOHLEHTpyBanu. 3anumiiok
Bigibpanu y Boai (20 mn), a cymiw HentpanidyBann 10 % po3unHom NaOH ax noku He yTBOpMBCSA
TBepaun ocap. Lo TBepay peyoBuHY BiadinbTpysBanu, a noTiM OYUCTUNKN 3a SOMNOMOrow dreLl-
xpomaTtorpadii Ha cunikareni (emoeHT: Big DCM go 15 % MeOH/DCM), ogepxaBlimn 3a3Ha4yeHy B
3aroslIoBKy crnonyky (22 mr, 14 %), sika sBnsana cobot TBEpAY PeYOBMHY CBITII0-YEPBOHOIO KOJbOPY.

'H AMP (500 My, DMSO-dg): & 2,06 (s, 3H), 2,21 (s; 3H), 2,44 (t, J=4,8 'y, 4H), 2,97 (t, J=4,9
lu, 4H), 5,89 (s, 2H), 6,67 (d, J=9,1 'y, 2H), 6,80-6,86 (m, 2H), 6,91 (dd, J=7,6, 1,7 'y, 1H), 7,41 (d,
J=9,0 'y, 2H), 7,79 (s, 1H), 8,17 (s, 1H), 8,63 (s, 1H). MS (ES+): m/z 419 (M+H)".

Mpuknag 66. (4-Xnop-3-meTokcudeHin)(2-xnop-5-metTunnipumigmH-4-in)amid (MPOMPKHUIA NPOaYKT
31):
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Cymiw  2-xnop-5-metunnipmmignH-4-inamivy (0,50 r, 3,5 wmmonb), 4-6pom-1-xnop-2-
meTokcubensony (0,65 mn, 4,8 mmonb), Pdy(dba); (0,17 r, 0,19 mmonb), kcaHtdocy (0,22 r, 0,38
MMoOnb) i kapboHaTy uesito (2,3 r, 7,1 Mmmonb) cycneHgyBanu B giokcaHi (20 mn) i kun'atunu 3i
3BOPOTHUM XONOAMMBHUKOM B atmocdepi aproHy npotaroM 5 rog. llicns uboro peakuinHy cymill
oxonogunun Ao KimHatHoi Temnepatypu i posbasunu DCM (30 mn). Oani cymiw npodinbTpysBanu i
inbTpaT KOHUEHTpYyBanu y Bakyymi. 3anuwoK O4vCTMnM 3a gonomorot drel-xpomaTtorpadii Ha
cunikareni (entoeHT: Big rekcaHy o 40 % EtOAc/rekcaH), ogepxaBlim 3a3HayeHy B 3aronosky
cnonyky (0,55 r, 55 %), sika aBnsna coboo TBepAY PEHOBUHY XOBTOrO KOMbOPY.

'H AMP (500 My, DMSO-dg): & 2,18 (s, 3H), 3,85 (s, 3H), 7,35 (dd, J=8,6,2,3 Iy, 1H), 7,39 (d,
J=8,7 'y, 1H), 7,56 (d, J=2,3 'y, 1H), 8,09 (d, J=0,9 'y, 1H), 8,91 (s, 1H). MS (ES+): m/z 284 (M+H)".

Mpuknag 67. N4-(4-XJ‘IOp-3-MeTOKCMCbeHiJ‘I)-5-MeTVIJ'I-NZ-(4-I'Iipa30n-1-iJ'IMeTI/Iﬂd)eHiJ'I)I'IipI/IMi,D,VIH-
2,4-piamiH (cnonyka XXXVIII):

C

MeO NH
N
\ —
| N N N
/A .
N N
H . XXXVIII

Cycnensito npomixkHoro npoaykty 31 (0,20 r, 0,70 mmonb), 4-nipason-1-inmetunderinaminy (0,14
r, 0,81 mmone), Pd,(dba)s (40 mr, 0,044 mmone), kcaHTdocy (50 mr, 0,086 mmonb) | kapboHaTy Lesito
(0,50 r, 1,5 mmonb) y cymiwi giokcaH/DMF (3/1,4 Mn) repmMeTUYHO 3aKkpunu y MiKPOXBUMbOBIN
peakuinHin npobipui n onpomiHioBanu Mikpoxsunammu npu TemnepaTypi 160 °C npotarom 20 xB. Micns
OXOJIOMKEHHS OO0 KiIMHATHOI TemnepaTypu KpuULLIKY NpoBipku 3HANW, 1 OTpUMaHy B pe3ynbTaTti CyMill
npodinbTpyBanu i BiadinbTpoBaHy TBepAay pedoBuHy npomunu DCM. ®inbTpaT KOHUEHTpyBanu, a
3anuwok ovmctunm 3a gonomoroto HPLC-xpomaTtorpadii. ®pakuii o6'egHany i BUNunun y HacmyeHun
po3unH NaHCO; (40 mn). O6'egHaHi BogHi wapu ekctparyBanm EtOAc (2x30 mn), a o6'egHaHi
OpraHiyHi Wapu MpoMWAM COMbOBUM  PO3YMHOM, Bucywmnnu Hag 6GessogHum Na,SO, i
npoginbTpyBanu. PiNbTpaTt KOHUEHTPYBaW, a yTBOPEHY B pe3ynbTaTi TBepay PeHOBUHY PO3YNHUIN B
MiHiManbHIn KinbkocTi EtOAC i rekcaHy, L0 AoAaBanucs, ax nokn He yTBOpUBCSA TBepauin ocag. lNicna
GinbTpauii 3a3HaveHa y 3aronoBKy crofniyka 6yna oTpMmMaHa y BUrnsgi TBEPOOi PEYOBUHM HE LLINIKOM
6inoro konbopy (0,13 1, 44 %).

'H AMP (500 Mry, DMSO-dg): 5 2,11 (s, 3H), 3,74 (s, 3H), 5,22 (s, 2H), 6,25 (t, J=2,1 ', 1H),
7,08 (d, J=8,6 T'u, 2H), 7,27 (d, J=9,3 Iy, 1H), 7,40-7,45 (m, 3H), 7,60 (d, J=8,6 'y, 2H), 7,75 (d,
J=1,8 Ty, 1H), 7,91 (s, 1H), 8,36 (s, 1H), 9,04 (s, 1H) MS (ES+): m/z 421 (M+H)".

Mpuknan 68. 5-MeTun-N*-[4-(4-meTunninepasuH-1-in)eHin]-nipumianH-2,4-aiamiH - (MPOMixXHUiA

npoaykT 32):
NH, (\ N

.32
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Cymiw 2-xnop-5-metunnipumignH-4-inamivy (1,0 r, 6,9 mmonb) i 4-(4-meTunninepasnH-1-
in)dpeninaminy (1,5 mn, 7,8 mmons) B outoBin kucroTi (15 mn) rpinn npu Ttemnepatypi 100 °C
BNpogosx 2,5 roa. Micnsa uboro cymiwi gann ocTUrHYyTU OO KiMHATHOI TeMmnepaTypu, i Nig 3HWKEHUM
TUCKOM BMAANWAM 3 HET OUTOBY KMCNOTY. 3anuwok Bigibpanu y Bogi (20 mn), a cyMils HenTpanisyBanu
10 % po3umHom NaOH, ax noku He yTBOpMBCA TBepaun ocag. Nicns dinbTpauii i n(poMmnBaHHA BOAOK
Oyna oTpumaHa 3a3HayeHa y 3arofoBKy Crofyka, sika siBnsdna cobow TBepay PevYoBMHY Ciporo
konbopy (1,31, 63 %).

'"H AMP (500 Mru, DMSO-dg): 5 1,88 (s, 3H), 2,21 (s, 3H), 2,21 (s, 3H), 2,44 (t, J=4,8 Ty, 4H),
3,00 (t, J=4,8 'y, 4H), 6,27 (s, 2H), 6,79 (d, J=9,0 ', 2H), 7,57 (d, 7=9,0 'y, 2H), 7,63 (s, 1H), 8,42
(s, TH). MS (ES+): m/z 299 (M+H)".

Mpuknan 69. N4-(4-Xnop-3-MeT0KcmbeHin)-5-meTvm-Nz-[4-(4-MeT|/|nninepasvm-l-
in)dpenin]nipumiann-2,4-giamin (cnonyka XXXIX):
Cl

MeO NH (\ N

. XXXIX

CycneHnsito npomixHoro npogykty 32 (0,30 r, 1,0 mmonb), 4-6pom-1-xnop-2-meTokcn-6eHsony
(0,20 mn, 1,5 mmonb), Pd,(dba)s (50 mr, 0,055 mmonsb), kcaHTdocy (65 mr, 0,11 mmonb) i kapboHaTy
uesito (0,70 r, 2,1 mmonb) y cymiuwi giokcadH/DMF (3/1,8 mn) repMeTUYHO 3aKpunn y MiKPOXBUIbOBIN
peakuinHin npobipui 1 onpomiHioBann Mikpoxsunamu npu temnepatypi 160 °C npotarom 20 xB. MNicns
OXOJTOKEHHS 00 KIMHATHOI TeMnepaTypyu KpuULIKY NpoBipku 3HANW, # OTpUMaHy B pe3ynbTaTi CyMill
npodinbTpyBanu i BiaginbTpoBaHy TBepAy peyvosuHy npomunu DCM. ®inbTpaT KOHLUEHTpyBanu, a
3anuwok o4ncTunm 3a gonomoroto HPLC-xpomaTorpadii. ®pakuii o6'egHany i BUNUNn y HacuyeHun
po3unH NaHCO; (40 mn). O6'egHaHi BogHi wapu ekctparyBanm EtOAc (2x30 mn), a o6'egHaHi
OpraHiyHi Wapy npoMWUNM COMbOBMM  PO3YMHOM, Bucywunum Hag 6e3sogHuM  Na,SO, i
npodinbTpyBanu. PinbTpaT KOHUEHTPYBanu, i 3anuwiok po3Tepnu B nopowwok y cymiwi EtOAc/rekcaH
(1/5, 30 mn). Micna ginbTpauii 6yna oTpumaHa 3a3HavyeHa B 3arofioBKy Crornyka, sika asnsina coboto
TBEpAY pevoBUHy He uinkom binoro konoopy (0,20 r, 46 %).

'H AMP (500 My, DMSO-dg): & 2,09 (s, 3H), 2,21 (s, 3H), 2,45 (t, J=4,9 'y, 4H), 3,02 (t, J=4,9
lu, 4H), 3,73 (s, 3H), 6,79 (d, J=9,1 T'u, 2H), 7,27 (d, J=8,6 'y, 1H), 7,42-7,47 (m, 3H), 7,49 (d, J=2,3
Mu, 1H), 7,86 (s, 1H), 8,28 (s, 1H), 8,72 (s, 1H). MS (ES+): m/z 439 (M+H)".

Mpuknag 70. N4-(4-Xnop-3-MeT0Kcm¢>eHin)-5-MeTV|n-N2-(4-MopcponiH-4-in(beHin)nipMMi,u,MH-Z,4-
AiamiH (cnonyka XL):

Cl

N

MeO NH (\o

. XL

Cywmiw npomixHoro npogykty 31 (0,10 r, 0,35 mmonb) i 4-mopdoniH-4-in-cdeHinaminy (80 mr, 0,45
MMOJb) B OUTOBIN KMCMOTi (3 MIT) repMETUYHO 3aKpUM y MIKPOXBUITbOBIN peakuinHii npobipui n
onpoMiHoBanu Mmikpoxsunamu npu Temnepatypi 160 °C npotarom 20 xB. [licna oxonogXeHHA £o0
KiIMHaTHOI TemnepaTypu KpuLKy NPoBipKX 3HANM i Cymill KOHUeHTpyBanu. 3anvuwok Bigibpanu y Bogi
(20 mn), a cymiw Hentpanizysanu 10 % posunHom NaOH, ax noku He yTBOpuMBCH TBEpaun ocag. Lo
TBEpPAY PeYoBUHY BiAMdINbTpyBanu, a noTiM O4YUCTUNM 3a Aonomoro dnew-xpomarorpacdii Ha
cunikareni (entoeHT: Big DCM go 10 % MeOH/DCM), ogepxaBLlun 3a3HadeHy B 3arofioBkKy CMoOnyky
(55 mr, 37 %) y Burnsagi TBepaoi pe4oBUHU CBITNIO-KOPUYHEBOTO KOMbOPY.
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'H AMP (500 My, DMSO-dg): 5 2,10 (s, 3H), 3,00 (t, J=4,8 'y, 4H), 3,71-3,76 (m, 7H), 6,80 (d,
J=9,0 'y, 2H), 7,28 (d, J=8,6 'y, 1H), 7,45 (dd, J=8,7, 2,2 'y, 1H), 7,47-7,50 (m, 3H),7,87 (s, 1H),
8,29 (s, 1H), 8,75 (s, 1H). MS (ES+): m/z 426 (M+H)".

Mpuknag  71.  N*-(4-Xnop-3-meTokcudeHin)-5-metun-N-(4-nipa3on-1-in-geHin)nipumianH-2,4-
piamiH (cnonyka XLI):

(¢]]

N—

MeO NH ’3
ﬁ o’
N)\N
H . XLI

Cywmiw npomixHoro npoaykty 31 (90 mr, 0,32 mmonb) i 4-nipa3on-1-in-dexinaminy (70 mr, 0,44
MMOJIb) B OUTOBIA KUCIOTi (3 MM) repMeTMYHO 3aKkpuin Yy MIKPOXBUITbOBIA peakuilHiin npobipui 1
onpoMiHioBanu Mmikpoxsunamu npu Temnepatypi 160 °C npotarom 20 xB. [licna oxonogXeHHA [0
KiIMHaTHOI TemnepaTypu KpuULKy NpobipKkM 3HANK i Cymiw KOHUEHTpyBanu. 3anuiwok Bigibpanu y Bogi
(20 mn), a cymiw HewTtpanidyBanm 10 % posunHom NaOH, nokn He yTBOpMBCS TBepamh ocag. Lio
TBEpAy peyvoBuMHy BigdinbTpyBanu, a noTiMm oumctunm  wnaxom  HPLC-xpomatorpadii.
HentpanizoBaHi dppakuii o6'egHanu i KOHUEHTPYBanu, oAepXKaBLUM 3a3Ha4vyeHy B 3aronoBKYy CrOMyKy
(40 mr coni TFA, 24 %) y Burnsaai TBepaoi pe4oBrHU 6inoro konbopy.

'H AMP (500 Mru, DMSO-d): 8 2,17 (s, 3H), 3,75 (s, 3H), 6,54 (t, J=1,9 I'u, 1H), 7,30 (d, J=6,6
My, 1H), 7,39 (d, J=2,1 'y, 1H), 7,40 (d, J=8,6 'u, 1H), 7,59 (d, J=8,9 'y, 2H), 7,71 (d, J=8,9 'y, 2H),
7,73 (d, J=1,6 I'u, 1H), 7,93 (s, 1H), 8,41 (d, J=2,5 'y, 1H), 9,41 (s, 1H), 10,05 (s, 1H). MS (ES+): m/z
407 (M+H)".

Mpuknag 72. N4-(4-Xnop-3-MeT0Kcmq)eHin)-5-MeTV|n-N2-(4-nirlepwJ,MH-1—incbeHin)nipMMi,q|/|H-2,4-
aiamiH (XLII):

Cl

MeO NH
N
B
)\
N N
H . XL

Cywmiw npomixHoro npogykty 31 (0,11 r, 0,39 mmonb) i 4-ninepnanH-1-in-peninamidy (90 mr, 0,51
MMOIb) B OUTOBIN KACMOTI (3 MN) repMeTUYHO 3aKpunn y MIKPOXBUIBbOBIN peakuiviHii npobipui 1
onpoMiHoBanu Mmikpoxsunamu npu Temnepatypi 160 °C npotarom 20 xB. [licna oxonogXeHHA [0
KiIMHaTHOI TemnepaTypu KpuLKy NPoBipkX 3HANM i Cymill KOHUeHTpyBanu. 3anvuwok Bigibpanu y Bogi
(20 mn), a cymiw Hentpanisysann 10 % posdnHom NaOH, ax noku He yTBopmBcsa TBepaun ocaf. Lo
TBEpOY pedqYoBUMHY BiadinbTpyBanu, a MNOTIM OYMCTUAM 3a [ONOMOrol nell-xpomartorpadii Ha
cunikareni (entoeHT: Big rekcany o 70 % EtOAc/rekcaH), ogepXaBluM 3a3HayeHy y 3arofioBky
crnonyky (10 mr, 6 %) y Burnsaai Tsepaoi peYoBUHU CBITNO-KOPUYHEBOTO KOMbOPY.

'H AMP (500 MIu, DMSO-dg): 5 1,48-1,53 (m, 2H), 1,59-1,65 (m, 4H), 2,09 (s, 3H), 3,00 (t, J=5,4
My, 4H), 3,73 (s, 3H), 6,78 (d, J=9,0 'u, 2H), 7,27 (d, J=8,7 'y, 1H), 7,40-7,47 (m, 3H), 7,50 (d, J=2,2
My, 1H), 7,86 (s, 1H), 8,28 (s, 1H), 8,71 (s, 1H). MS (ES+): m/z 424 (M+H)".

Mpuknap 73. N*-(4-Xnop-3-meTokcudein)-5-metun-N>-[4-(4-meTunninepasun-1-inmeTun)deHin]-
nipumigunH-2,4-giamin (XLIII):
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Cycnensito npomikHoro npogykty 31 (50 wmr, 0,18 wmmonb), 4-(4-meTnnninepaswH-1-
inmeTun)derinaminy (50 mr, 0,24 mmons), Pd,(dba); (10 mr, 0,011 mmonb), kcaHTgocy (13 mr, 0,022
MMonb) i kapboHaTty uesito (0,12 r, 0,37 mmonb) y cymiwi giokcaH/DMF (3/1, 4 mn) repMeTuyHO
3aKpUnNn y MiKpOXBUITbOBIV peakuiiHii Npobipui 1 onpoMiHIoBanu MikpoxBunsmu npu temnepaTtypi 160
°C npotarom 15 xB. llicns oxonomkeHHA OO0 KiMHaATHOI TemnepaTypu KpULIKY Npobipku 3HAMW, i
OTpUMaHy B pe3ynbTaTi cymiw npodinbTpyBanu i BigdinsTpoBaHy TBepay pevoBuHy npomunun DCM.
dinbTpaT KOHUEHTPYBasnu, i 3anuwoK O4MCTUNKN 3a AONOMOrow cnew-xpomartorpadii Ha cunikareni
(entoeHT: Biga DCM o 10 % MeOH/DCM), ogepxaBLumn 3a3HayeHy y 3aronoBky cnonyky (35 wr, 44 %)
y BUrNSAi TBEPAOT PEYOBMHU HE Linkom B6inoro konoopy.

'H AMP (500 My, DMSO-dg): & 2,11 (s, 3H), 2,15 (s, 3H), 2,20-2,45 (m, 8H), 3,35 (s, 2H), 3,75
(s, 3H), 7,07 (d, J=8,5 'y, 2H), 7,28 (d, J=8,5 'y, 1H), 7,44 (dd, J=8,7, 2,3 'y, 1H), 7,47 (d, J=2,3 'L,
1H), 7,57 (d, J=8,5 I'u, 2H), 7,91 (s, 1H), 8,36 (s, 1H), 8,98 (s, 1H). MS (ES+): m/z 453 (M+H)".

Mpuknan 74. N*-(4-Xnop-3-meTokcudeHin)-5-metun-N*-(4-ninepasun-1-in-heHin)nipumiann-2,4-
giamin (cnonyka XLIV):

Cl

N

MeO NH r//\\NH

. XLIV

Cymiw npomikHoro npogykty 31 (0,20 r, 0,70 mmonb) i TpeT-b6yTnnosoro ectepy 4-(4-
amiHodbeHin)ninepasuH-1-kapboHoBoi kucnotn (0,22 r, 0,79 mMmonb) B OUTOBIN KucMOTI (4 Mn)
repMETUYHO 3aKPUIM Yy MIKPOXBUITbOBIM peakUiHin npobipui M onpoMiHOBann MiKpOXBUMAMU Npwu
TemnepaTypi 150 °C npotdarom 15 xB. [licna oxonomXeHHs A0 KiMHaTHOI TemnepaTypu KpULLIKY
NPOBIpKN 3HAMM | CyMill KOHUEHTpyBanu. 3anuwok ounctunm 3a gonomoroto HPLC-xpomaTorpadii, n
oumwleHi dpakuii o6'egHanm i Bununu y HacmdeHun posdmH NaHCO3; po3uumH (40 mn). O6'egHaHi BogHi
wapwn ekctparyBanu EtOAc (2x30 mn), a o6'egHaHi opraHiyHi Wwapy NpoOMUIIM CONMbOBUM PO3YUHOM,
BUCywnnun Hag 6e3sogHum Na,SO, i npodinbTpyBanu. inbTpaTt KOHUEHTPYBanu, B YTBOPEHY TBEPAY
PEYOBUHY PO3YMHUNKM B MiHiManbHin kinbkocTi EtOAc, i 0O po3uMHy godanu rekcaH, ax Mok He
yTBOpMBCA TBepaun ocag. lNicns dinbTpadii 6yna oTpumaHa 3a3HaveHa B 3arofioBKy cronyka, sika
aBnsina coboto TBepAy peyvoBUHyY He Linkom 6inoro konbopy (0,10 r, 33 %).

'H AMP (500 My, DMSO-dg): & 2,10 (s, 3H), 3,16 (s, 8H), 3,73 (s, 3H), 6,83 (d, J=9,0 Iy, 2H),
7,29 (d, J=8,8 I'u, 1H), 7,44 (dd, J=8,7, 2,1 'y, 1H), 7,49-7,52 (m, 3H), 7,88 (s, 1H), 8,32 (s, 1H), 8,81
(s, TH) MS (ES+): m/z 425 (M+H)".

Mpuknag 75. N-tpeT-0yTun-3-{5-metun-2-[4-(4-meTnnninepasuH-1-in)deHinamiHolnipumignH-4-
inamiHo]6eH3oncynbdoHamig (cnonyka XLV):
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CycneHnsito  npomixHoro npogykty 32 (0,30 r, 1,0 wmmonb), 3-6pom-N-TpeT-6yTun-
©eHsoncynbdoHamigy (0,35 r, 1,2 mmonsb), Pd,(dba); (60 mr, 0,066 mmonsb), kcaHTdgocy (70 mr, 0,12
MMonb) i kapboHaty uesito (0,70 r, 2,1 mmonb) y cymiwi giokcaH/DMF (3/1, 8 mn) repmMeTnyHo
3aKpUNM Yy MIKPOXBUIbOBIA peakLiiHiin npobipui 1 onpoMiHIOBanM MIKPOXBUNSMU NpU Temneparypi
160 °C npoTtdarom 20 xB. lNicns oxono4keHHs A0 KiMHATHOI TeMnepaTypyu KpULIKY NpoBipku 3HANN, 1
OTpMMaHy B pesynbTaTi CyMil npodinbTpyBanu i BigdinsTpoBaHy TBepay pedosuHy npomunu DCM.
®PinbTpaT KOHUEHTpyBanu, a 3anuwok ounctunm 3a gonomoroto HPLC-xpomatorpadii. ®pakuii
ob6'egHanu i Bununu y HacmdeHun po3umH NaHCO; (40 mn). OB'egHaHi BOAHI Wwapun ekcTparyBanu
EtOAc (2x30 mn), a ob'egHaHi OpraHiyHi Wwapu NPOMUAM COMbOBMM PO3YMHOM, BUCYLUWAWN Hag
6essogHum Na,SO, i npodinbTpyBanu. PinbTpaT KOHUEHTPYBanu i 3anuLIoK po3Tepniv B NOPOLLOK Y
cymiwi EtOAc/rekcan (1/7, 40 mn). lMicna dinbTpauii 6yna oTpMMaHa 3a3HayeHa B 3arofloBKy
cronyka, sika siBnsna cobot TBepAy pevoBuHy He uinkom binoro konsopy (0,30 r, 59 %).

'H AMP (500 Mru; DMSO-dg): & 1,12 (s, 9H), 2,11 (s, 3H), 2,22 (s, 3H), 2,45 (t, J=4,7 T, 4H),
3,02 (t, J=4,8 'y, 4H), 6,81 (d, J=9,1 'y, 2H), 7,45-7,52 (m, 4H), 7,56 (s, 1H), 7,89 (s, 1H), 8,10-8,16
(m, 2H), 8,51 (s, 1H), 8,70 (s, 1H) MS (ES+): m/z 510 (M+H)".

Mpuknag 76. N-TpeT-6yTnn-3-(2-xnop-5-meTunnipnmianH-4-inamiHo)6eH3oncynbdoHamisg
(npomixHUA npoaykT 33):

O

N
>( \Sl NH
o) Ny

LA~

Cymiw  2-xnop-5-metunnipumiguH-4-inamivy (0,4 r, 2,8 wmmonb), 3-6pom-N-TpeT-
OyTunbensoncynedoHamig (1,0 r, 3,4 mmons), Pd,(dba)s (0,17 r, 0,19 mmons), kcaHTdocy (0,2 1, 3,5
MMonb) i kapboHaTy uesito (2,0 r, 6,1 MMonb) cycneHgyBanu B AiokcaHi (25 mn) i kun'atunu 3i
3BOPOTHMM XONOAWMBHUKOM B aTMocdepi aproHy npotaroMm 3 rof. [licng uboro peakuiiHy cymill
oxonogunu Ao KimHatHoi Temnepatypu i po3basunu DCM (30 mn). dani cymiw npodinbTpyBanu i
QinbTpaT KOHUEHTPYBanu y Bakyymi. 3anuwok posunHunm B EtOAC | 4o po3unHy Joganu rekcaH, ax
MOKM He YTBOpMBCS TBepaun ocag. lNicns dinbTpauii 6yna oTpmaHa 3a3HadeHa B 3arofioBKy Crosiyka
(1,2 1, 98 %), ska aBnana cobow TBEPAY PEYOBUHY CBITIO-KOPUYHEBOro Konbopy. Llen npogykr
BUKOPMCTOBYBABCA Ha HaCTYNHiil cTagii 6e3 ouncTkn. MS (ES+): m/z 355 (M+H)".

Mpuknag 77. N-TpeT-6yTnn-3-[5-meTun-2-(4-mopdoniH-4-inmeTnndeHinamiHo)nipumigmH-
4inamiHo]6eH3oncynbdoHamig (cnonyka XLVI):

oy
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Cywmiw npomixHoro npoaykty 33 (0,50 r, 1,4 mMmonb), 4-mopdoniH-4-inmeTundeninaminy (0,35 r,
1,8 mmone), Pd,(dba); (0,10 r, 0,11 mmonb), kcaHTdocy (0,12 r, 0,21 mmonb) i kapboHaty uesito (1,0
r, 3,1 MMonb) cycneHgyBanu B pfiokcaHi (25 mn) i kun'aTunm 3i 3BOPOTHUM XOSOAWSIbHUKOM B
atmocgepi aproHy npotsarom 3 rog. [licna uboro peakuinHy cymill OXOnogunn Ao KiMHaTHOI
TemnepaTypm i po3basunmn DCM (30 mn). dani cymiw npodinbTpyBanu i inbTpaT KOHUEHTPYBanNu y
BaKyyMmi. 3anuuwok ounctunm 3a gonomoroto HPLC-xpomaTorpadii i ounwieHi dpakuii ob'egHanm i
BUNUNKN y HacudeHuin po3unH NaHCO; (50 mn). O6'egHaHi BogHi wapu ekctparyBanu EtOAc (2x50
M), a 00'egHaHi opraHivHi Lapu NpoMuM CoNbOBMM PO3YMHOM, BUCYLUMIKN Hag 6e3BogHnM Na,SOy, i
npocinbTpyBanu. dinbTpaTt KOHUEHTPYBaNu i yTBOPEHY TBeEpAY PEYOBMHY PO3YUHUNKN B MiHIMAIbHIN
kinbkocTi EtOAc. [1o po3unHy goganu rekcaH, ax noku He YyTBopmBCS TBepaun ocag. lNicna dineTpauii
Oyna oTpumaHa 3as3HadeHa B 3arofloBKy CMonyka, dka aBnsna cobolo TBepay PeYOBUHY He LiNKOM
6inoro konbopy (0,23 r, 31 %).

'H AMP (500 My, DMSO-ds): 8 1,12 (s, 9H), 2,13 (s, 3H), 2,28-2,34 (m, 4H), 3,35 (s, 2H), 3,55 (t,
J=4,8 'y, 4H), 7,10 (d, J=8,5 'y, 2H), 7,45-7,52 (m, 2H), 7,57 (s, 1H), 7,59 (d, J=8,5 'y, 2H), 7,94 (s,
1H), 8,10 (s, 1H), 8,13-8,16 (m, 1H), 8,58 (s, 1H), 8,95 (s, 1H). MS (ES+): m/z 511 (M+H)".

Mpuknag 78. N-tpeT-6yTun-3-(5-metun-2-[4-(4-okcumopdoniH-4-inmeTun)deHinamiHo]nipumignH-
4-inamiHo]6eH3oncynbdoHamig (cnonyka XLVII):

NH
7
o Y
/)\ K/O
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H _XLVII

PosunH onuncaHoi Buwe cnonykm XLVI (30 mr, 0,06 mmonb) i 3-xnopnepbeH3oniHoi kucnotu (77 %,
14 wr, 0,06 mmonb) y xnopodopmi (30 Mn) nepemiwysany Npu KiMHaTHIN TemnepaTtypi NpoTarom 1
roAVHW. PO3YMHHMK BMAaAnuny WASIXOM POTOPHOIO BUMAPOBYBAHHA i OTpMMaHy B pe3ynbTaTi Cymill
ouncTunu cunikarenem 3 enoeHToMm i3 cymiwi 20 % CH3;OH/CHCI;, opepxaswiy 3a3HayeHy B
3arofoBKy CMOyKy, Ska siBnsna cobow TBepay peyoBUHY He Linkom binoro konbopy (15 mr, 48 %).

'H AMP (500 MIy, DMSO-dg): 8 1,12 (s, 9H), 2,14 (s, 3H), 2,71 (d, J=10,9 'y, 2H), 3,63 (d, J=9,9
Mu, 2H), 4,08 (t, J=11,6 'y, 2H), 4,28 (s, 2H), 7,38 (d, J=8,5 'y, 2H), 7,50 (d, J=5,0 'y, 2H), 7,61 (s,
1H), 7,66 (d, J=8,5 'u, 2H), 7,96 (s, 1H), 8,13 (m, 2H), 8,63 (s, 1H), 9,13 (s, 1H). MS (ES+): m/z 527
(M+H)".

Mpuknag 79. N-TpeT-6yTnn-3-[5-meTun-2-(4-nipason-1-injdeHinamiHo)nipumigmH-4-
inamiHo]6eH3oncynedoHamig (cnonyka XLVIII):

T D
\ﬁN N/
N/)\N
H XLV

Cywmiw npomixHoro npogykty 33 (0,10 r, 0,28 mmons) i 4-nipason-1-indeninamidy (50 mr, 0,31
MMOMb) B OLTOBIA KACMOTi (3 MM) repMeTMYHO 3akpunm y MIKPOXBUIbOBIN peakuiviHin npobipui 1
onpomiHioBanu Mmikpoxsunamu npu temnepatypi 130 °C npotarom 15 xB. [icns oxonomkeHHA A0
KiMHaTHOI TeMnepaTypu KPULLKY NPOGipKM 3HAMM i CyMill KOHLEHTpYyBanu. 3anuuok Bigidpanu y Bogi
(20 mn) i HenTpanisyBanu 10 % po3unHom NaOH, ax noku He yTBopuBCH TBepaun ocag. Lo tBepay

O

H
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~
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PEYOBUHY KOPUYHEBOrO KONbOPY BiadinbTpyBanu, a noTiMm ounctunu wnsaxom HPLC-xpomaTtorpadii.
O6pobneHi dpakuii ob6'egHanu i Bununn y HacudeHnn posunmH NaHCO; (30 mn). OG'egHaHi BOAHI
wapu ekctparysanu EtOAc (2x30 mn), a ob'egHaHi OpraHiyHi wapu NpoMUM CoNibOBUM PO3YUHOM,
Bucywnnun Hag 6e3sogHumM Na,SO, i npodinbTpyBanu. dinbTpaT KOHLUEHTPYBanNu i yTBOPEHy TBeEpAY
PEYOBUHY PO3YMHUIIM B MiHiManbHiA kinbkocti EtOAC i OO0 po3umMHy godanu rekcaH, ax Mok He
yTBOpUBCS TBepaun ocag. lMicna dinbTpauii 6yna oTpumaHa 3as3HadeHa B 3arofiloBKy CMofyka, sika
aBnsAna cobow TBepay pevoBuHy b6inoro konbopy (15 mr, 11 %).

'H AMP (500 My, DMSO-dg): & 1,12 (s, 9H), 2,15 (s, 3H), 6,49 (t, J=2,2 I'u, 1H), 7,50-7,55 (m,
2H), 7,58 (s, 1H), 7,62 (d, J=9,1 l'u, 2H), 7,68 (d, J=1,3 'y, 1H), 7,77 (d, J=9,1 'y, 2H), 7,96 (s, 1H),
8,11 (s, 1H), 8,13-8,16 (m, 1H), 8,33 (d, J=2,5 'y, 1H), 8,64 (s, 1H), 9,17 (s, 1H). MS (ES+): m/z 478
(M+H)".

Mpuknag 80. N-TpeT-6yTun-3-[5-metnn-2-(6-ninepasuH-1-innipyuanH-3-inamiHo)nipumiguH-4-
inamiHo]6eH3oncynedoHamig (cnonyka XLIX):

Wil
N
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Cymiw npomikHoro npogykty 33 (0,10 r, 0,28 mmonb) i TpeT-byTnnosoro ectepy 4-(5-
amiHonipnanH-2-in)ninepasvH-1-kapb6oHoBoi kucnota (90 mr, 0,32 mMmonb) B OUTOBIA KMCMOTI (3 Mn)
repMeTUYHO 3aKpUIM Yy MIKPOXBWUIMbOBIMA peakuiiHiin npobipui 1 onpoMiHIOBanM MIKpOXBMNSIMU MNpwu
Temnepatypi 130 °C npotarom 15 xB. [licna oxonogXeHHA OO0 KiMHaTHOI TemnepaTypy KpULLKY
NpoBIpKN 3HANW i CyMmil KOHUEHTpyBanu. 3anuuwok po3unHunu y DCM (5 mn) i 4o po3uuHy goganu
cymiwi 30 % TFA/DCM (6 mn). Cymiw nepemiwyBanu npu KiMHaTHI TemnepaTypi npoTarom 1 roauHu,
KOHLEHTpyBanu, a 3anuwok o4mctunu 3a gonomoroto HPLC-xpomaTorpadii. O6pobneHi Takum YnHoM
dpakuii ob'egHanu i Bununu y HacuyeHun podumH NaHCO; (30 mn). O6'egHaHi BOAHI wapu
ekctparyBanu EtOAc (2x30 mn), a o6'egHaHi oOpraHiyHi Lapu NpoMWnM COMNMbOBUM PO3YUNHOM,
Bucywunu Hag 6e3sogHnM Na,SO, i npodineTpyBanu. ®inbTpaT KOHUEHTPYBanu i yTBOpPeHy TBEpAY
PEYOBUHY PO3YMHUMM B MiHiManbHii kinbkocTi EtOAc. [lo po3unHy gopanu rekcaH, ax Moku He
yTBOpMBCA TBepaun ocag. lNMicnsa dinbTpadii 6yna oTpMmaHa 3a3HadeHa B 3arofioBKy cronyka, sika
ﬂBJ‘IFIJ‘Ia coboto TBepay peyoBuHy binoro koneopy (10 mr, 7 %).

'H AMP (500 My, DMSO-de): 8 1,12 (s, 9H), 2,11 (s, 3H), 2,83 (t, J=5,0 'y, 4H), 3,28-3,33 (m,
4H), 6,73 (d, J=9,1 'y, 1H), 7,40-7,49 (m, 2H), 7,57 (s, 1H), 7,86 (dd, J=9,1,2,7 I'u, 1H), 7,88 (s, 1H),
8,10-8,16 (m, 2H), 8,28 (d, J=2,5 'y, 1H), 8,53 (s, 1H), 8,72 (s, 1H). MS (ES+): m/z 497 (M+H)".

Mpuknag 81. N-TpeT-6yTnn-3-[5-meTun-2-(4-nipason-l-inmetnndeHinamiHo)nipumigmH-4-
inamiHo]6eH3oncynedoHamig (cnonyka L):

D O

Cymiw npomixkHoro npogykty 33 (0 10 r, 0,28 mmonb) i 4- nlpaaon -1l-inmeTundeHrinaminy (50 mr,
0,29 MMoOrb) B OLTOBIM KACNOTi (3 MIT) repMETUYHO 3aKPUIM Y MIKPOXBUITbOBIM peakuinHin npobipui 1
onpomiHioBanu mikpoxsunamu npu temnepatypi 130 °C npotarom 15 xB. [icns oxonomkeHHA A0
KiMHaTHOI TemnepaTypu KpULLKY MPOBipKM 3HAMM i CyMill KOHUEHTpyBanu. 3anuiiok o4nMcTunu 3a
ponomoroto  HPLC-xpomatorpadii i obpobneHi Takum 4ymHOM ppakuii ob'egHann Ta Bununun y
HacudeHun po3umH NaHCO; (30 mn). O6'egHani BogHi wapu ekctparyBanu EtOAc (2x30 mn), a
o0'eqHaHi OpraHiyHi Wapy NPOMUIIM COMBbOBUM PO3YMHOM, BUCYLWIMNM Hag 6GesogHum Na,SO, i
npodinbTpyBanu. PinbTpaT KOHUEHTPYBanNM i YTBOPEHY TBEPAY PEYOBUHY PO3UMHUIN B MiHIMAIbHIN
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kinbkocTi EtOAc. [1o po3unHy goganu rekcaH, ax noku He yTBopmBCS TBepaun ocag. lNicna dineTpauii
fyna oTpumaHa 3a3HadyeHa B 3arorfioBKy cCrionyka, sika ssnsna cobow TeBepay peyoBuHy 6inoro
konbopy (12 mr, 9 %).

'"H AMP (500 Mru, DMSO-dg): 8 1,12 (s, 9H), 2,13 (s, 3H), 5,21 (s, 2H), 6,24 (t, J=1,9 Ty, 1H),
7,08 (d, J=8,5T'u, 2H), 7,27-7,50 (m, 3H), 7,56 (s, 1H), 7,60 (d, J=8,4 'y, 2H), 7,75 (d, J=2,1 ', 1H),
7,94 (s, 1H), 8,14 (d, J=7,9 'y, 1H), 8,59 (s, 1H), 9,01 (s, 1H). MS (ES+): m/z 492.

Mpuknag 82. 5-Metun-N>-[3-(ninepuanH-1-cynbgoHin)heHin]nipumianH-2,4-aiamiH - (MPOMiKHUIA

npoaykt 34):
NH,
NN
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Cymiw  2-xrop-5-metunnipumignn-4-inamivy (0,25 r, 1,74 wmmonb) i 3-(ninepuguH-1-

cynbdoHin)deHinaminy (0,50 r, 2,1 mMmonb) B OUTOBIN KUCMOTi (4 MN) repmMeTM4HO 3akpunu y
MIKPOXBUITbOBI peakuiiHin npobipui 1 onpoMiHoBanM MikpoxBunamu npu TemnepaTypi 130 °C
npotsirom 15 xB. [licns oXonomkeHHs OO0 KiMHATHOI TemnepaTypu KpULLKY NpPoGipKM 3HANKU i cymill
KOHUeHTpyBanu. 3anuwok Bigibpanu y Bogi (20 mn) i pH sigperynioBanm Ha ~9 10 % po3ymMHOM
NaOH. YTBopeHun y pesynbrati po3umH ekctparyBanu EtOAc (2x30 mn) i opraHiyHun wap
Bigokpemunu. O6'egHaHi opraHiyHi Wapy NpoMUnn CONbOBMM PO3YMHOM, BUCYLUMAW Hag 6e3BogHuM
Na,SO, i npodinbTpyBanu. ®PinbTpaT KOHUEHTpyBanu y Bakyymi i uen cupumn npogykt (-0,6 r)
BVKOPMCTOBYBANM Ha HaCTYMHii cTagii 6e3 ouncTkn. MS (ES+): m/z 348 (M+H)".

Mpuknag 83. N-Tpet-6yTun-3-{5-meTnn-2-[3-(ninepmamnH-1-cynsdoHin)deHinamiHolnipumignH-4-
inamiHo}6eH3oncynbgoHamig (cnonyka LI):

>r NH
%AQO

0 L

CycneHsito  npomixHoro  npogykty 34 (0,10 r, 0,29 wmwmonb), 3-6pom-N-TpeT-
oytnnb6eHsoncynbgoHamigy (84 mr, 0,29 mmone), Pd,(dba)s (15 mr, 0,016 mmone), kcaHTdocy (20 wmr,
0,035 mmonb) i kapboHaTy uesito (0,18 r, 0,55 mmonb) y cymiwi giokcaH/DMF (3/1,4 mn) repmeTnyHo
3aKpUIn 'y MIiKpOXBWUIBOBIN peakuinHin npobipui 1/ OnpoMiHIOBanu MIKPOXBUNAMKU MpW TemnepaTypi
160 °C npoTtsrom 15 xB. licng 0xonomKeHHS 4O KiIMHaTHOI TemnepaTypu KpULLKY Npobipku 3HAMM, 7
OTpMMaHy B pe3ynbTaTi cymiw npodineTpyBanu. BiadinstpoBaHy TBepay peyosuHy npomunu DCM.
®PinbTpaT KOHUEHTpyBanu, a 3anuwok ounctunm 3a pgonomoro HPLC-xpomatorpadii. Ppakuii
ob6'egHanu i Bununu y HacmdeHun po3umH NaHCO; (30 mn). O6'egHaHi BOAHI Wwapu ekcTparyBanu
EtOAc (2x30 mn), a ob'egHaHi OpraHiyHi Wapy NPOMUIM COMIbOBMM PO3YMHOM, BUCYLUUNWN Hag
f6essogHumM Na,SO,; i npodinbTpyBanu. ®DinNbTpaT KOHUEHTPYBanu i 3anuWwoK po3YuHWIM B
MiHiManbHIn kinbkocti EtOAc. o po3unHy godanu rekcaH, ax Moku He yTBOPUBCSA TBepaun ocag.
Micns dinbTpauii 6yna oTpumaHa 3a3HadeHa B 3arofioBKy Crioflyka, sika siBnsna cobow TeBepay
peyoBuHY Binoro konbopy (20 mr, 12 %).

'H AMP (500 My, DMSO-dg): 5 1,12 (s, 9H), 1,30-1,40 (m, 2H), 1,50-1,56 (m, 4H), 2.16 (s, 3H),
2,88 (t, J=5,3 'y, 4H), 7,17 (d, J=7,8 'y, 1H), 7,43 (t, J=8,0 'y, 1H), 7,59-7,60 (m, 2H), 7,58 (s, 1H),
8,13 (s, 1H), 7,16 (dd, J=7,9, 1,9 'y, 1H), 8,18-8,22 (m, 1H), 8,67 (s, 1H), 9,37 (s, 1H). MS (ES+): m/z
559 (M+H)".

Mpuknag 84. N-TpeT-ByTnn-3-(5-meTun-2-[4-(4-metnnninepasuH-1-inmeTun)deHinamiHo1-
nipumigunH-4-inamiHo)6eHsoncynedoHamig (cnonyka LII):

O
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Cycnehnsito npomixHoro npoaykty 33 (0,10 r, 0,28 wmmonb), 4-(4-meTunninepasuH-1-
inmeTun)derinaminy (65 mr, 0,32 mmons), Pd,(dba); (20 mr, 0,022 mmonsb), kcaHTdocy (25 mr, 0,043
MMonb) i kapboHaty uesito (0,18 r, 0.55 mmonb) y cymiwi giokcadH/DMF (3/1, 4 Mn) repMeTuyHO
3aKpUNM Yy MIiKPOXBWUINBOBIMA peakuiiHii Npolipui W onpoMiHIOBanM MIKPOXBUNSMKU NpU Temneparypi
170 °C npotsdrom 15 xBunuH. llicnsa oxonomXeHHs OO KIMHATHOI TemnepaTypu KpuULIKYy npoOdipku
3HAMWM, W OTpMMaHy B pesynbTaTi cymiw npodpineTpyBanu. BigdineTpoBaHy TBepay peyoBuHY
npomunn DCM. ®inbTpaT KOHUEHTpyBanu, a 3anuwok ouuctunm 3a pgonomoroo HPLC-
xpomaTtorpadii. Ppakuii o6'egHanu i Bununu y HacudeHui posdmH NaHCO;3 (30 mn). O6'egHaHi BOAHi
wapu ekctparysanu EtOAc (2x30 mn), a ob'egHaHi OpraHiyHi Wwapy NnpomMunm ConbOBUM PO3YUHOM,
Bucywunu Hag 6essogHum Na,SO, i npodineTpyBanu. ®PinbTpaT KOHUEHTPyBanu i 3anuvLiok
PO34YMHUIIM B MiHiManbHih kinbkocti EtOAc. [Jo po3uvMHy goganu rekcaH, ax MOKW He YTBOPUBCS
TBepaun ocag. [llicna dinbTpauii 6yna oTpumaHa 3a3HayeHa B 3arofloBKY Croflyka, sika sBnsna
coboto TBepay peyoBuHy Binoro konbopy (53 mr, 36 %).

'H AMP (500 MIy, DMSO-dg): 5 1,12 (s, 9H), 2,13 (s, 3H), 2,15 (s, 3H), 2,20-2,45 (m, 4H), 3,25-
3,40 (m, 6H), 7,08 (d, J=8,6 'y, 2H), 7,45-7,52 (m, 2H), 7,56 (s, 1H), 7,57 (d, J=8,6 'y, 2H), 7,94 (s,
1H), 8,09 (s, 1H), 8,13-8,16 (m, 1H), 8,58 (s, 1H), 8,94 (s, 1H). MS (ES+): m/z 524 (M+H)".

Mpuknag 85. N-TpeT-6yTnn-3-[5-meTun-2-(4-ninepasmun-1-in-3-
rpudTopMmeTundeHinamiHo)nipumignH-4-inamiHo]6eHsoncynsgoHamig (cnonyka LII):

H O
N
::T// ﬁ NH CF, NH
B
/)\
N N
H LI

Cywmiw npomixHoro npogykty 33 (0,10 r, 0,28 mmonb), TpeT-6yTunosoro ectepy 4-(4-amiHo-2-
TpudpTopmeTundeHin)ninepasuH-1-kapboHosoi kucnotu (0,1 r, 0,29 mmons), Pd,(dba)s (20 wmr, 0,022
MMonb), kcaHTdocy (25 wr, 0,043 mmonb) i kapboHaty uesito (0,18 r, 0,55 mMmornb) y cymii
giokcaH/DMF  (3/1, 4 Mn) repMeTUYHO 3aKkpuiM Yy MIKPOXBUIbOBIA peakuinHin  npobipui 1
onpomiHoBanu Mmikpoxsunamu npu temnepatypi 170 °C npotarom 15 xB. [icns oxonomkeHHA A0
KiMHaTHOI TemnepaTypu KpWLIKY NpOOIpKK 3HAMNM i OTpUMaHy B pe3ynbTaTi cymiw npodinbTpyBanu.
BigdinbTpoBaHy TBepay peyvoBuHy npomunvu DCM i dinbTpaT KOHUEHTpyBanu. 3anvwoK PO3YUHUMMN Y
DCM (5 mn) i go posumHy gopamu 50 % TFA/DCM (6 mn). Cymiw nepemiwyBanu npy KiMHaTHIN
TemnepaTypi BNpoOAOBX 2 roAWH, KOHLUEHTpyBanu, a 3anuwok oductunm 3a gonomorow HPLC-
xpomaTorpadii. O6pobneHi Takum ynHoM cppakuii o6'egHanu i Bununn y Hacmdenun pozydnH NaHCO;
(30 mn). O6'egHaHi BogHi wapu ekctparyBanu EtOAc (2x30 mn), a o6'egHaHi opraHivHi wapwm
NPOMUIIN COSNIbOBMM PO3YMHOM, BUCYWMNM Hag ©OessogHum Na,SO, i npodinbTpyBanu. dinbtpaT
KOHLIEHTpYBarnu i yTBOPEHUA CUPUIA NPOOYKT PO3UYUHUNK B MiHiManbHin kinbkocti EtOAc. [lo po3unHy
AO[anu rekcaH, ax Noku He yTBOpUBCS TBepaun ocag. MNicnst ginbTpauii 6yna oTpyMmaHa 3asHadveHa B
3aron03|<y cnonyka, sika sisnana coboto TBepay pevoBuHy Ginoro konbopy (42 mr, 26 %).

'H AMP (500 My, DMSO-dg): 8 1,12 (s, 9H), 2,14 (s, 3H), 2,70-2,75 (m, 4H), 2,80-2,85 (m, 4H),
7,36 (d, J=8,5 'y, 2H), 7,45-7,52 (m, 2H) 7,55 (s, 1H), 7,90-8,00 (m, 3H), 8,07 (s, 1H), 8,15 (d, J=7,6
Fu, 1H), 8,63 (s, 1H), 9,22 (s, 1H) MS (ES+): m/z 564 (M+H)".

Mpuknag 86. 3-{2-[4-(4-AueTnnninepasuH-1-in)-3-TpudTopmeTnndeHinamiHo]-5-meTunnipnmigmH-
4-inamiHo}-N-TpeT-6yTnnbeHsoncynbgoHamig (cnonyka LIV):
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CymiL NMPOMIXXHOTO npoaykry 33 (0,10 r, 0,28 MMOJb), 1-[4-(4-amiHo-2-
TpudTOopMeTUNdeHin)ninepasunH-1-injetaHon (0,1 r, 0,35 mmonb), Pd,(dba); (15 mr, 0,016 mmonb),
kcaHTdpocy (20 mr, 0,035 mmonb) i kapboHaTty uesito (0,20 r, 0,61 mMmonb) y cymiwi giokcaH/DMF
(3/1,4 mMn) repmMeTMyHO 3aKpuMIM Yy  MIKpOXBWIBOBIM peakuiiHii npobipui W onpomiHoBanm;i
MikpoxBunsamm npu Temnepatypi 160 °C npotarom 15 xB. [licnsa oxonomXeHHs OO KiMHaTHOI
TemnepaTtypu KpuwKy npobipkn 3HANW, | OTpMMaHy B pesynbTaTi Cymiw npodinbTpyBanu.
BigdinbtpoBaHy TBepay pedvoBuHy npomunu DCM, dinbTpaT KOHUEHTpyBanu, a 3anuwioK O4UCTUnm
3a ponomoroto HPLC-xpomatorpadgii. O6pobneHi Takum 4mHOM dpakuii ob'egHanu i Bununum y
HacudeHun po3umH NaHCO; (30 mn). O6'egHani BogHi wapu ekctparyBanu EtOAc (2x30 mn), a
ob'egHaHi OpraHiyHi Wapy NPOMUNM COMbOBUM PO3YMHOM, BUCYWIMNM Hag 6GessogHuMm Na,SO, i
npodinbTpyBanu. dinbTpaT KOHUEHTPYBaNU i yTBOPEHY TBEPAY PEYOBMHY PO3YMHUIM B MiHIManbHiIn
kinbkocTi EtOAc. [1o po3unHy goganu rekcaH, ax noku He yTBopmBCS TBepaun ocag. lNicns dinbTtpauii
Oyna oTpvmaHa 3a3HadeHa B 3arofloBKy Cronyka, sika sasnsina cobow TBepay peyoBuHy 6inoro
Konbopy (64 mr, 38 %).

'H AMP (500 My, DMSO-d): 8 1,12 (s, 9H), 2,04 (3, H), 2,14 (s, 3H), 2,73 (t, J=4,9 'y, 2H), 2,79
(t, J=4,7 'y, 2H), 3,50-3,60 (m, 4H), 7,40 (d, J=8,7 'y, 2H), 7,45-7,52 (m, 2H), 7,56 (s, 1H), 7,90-8,00
(m, 3H), 8,07 (s, 1H), 8,14 (d, J=7,2 'y, 1H), 8,64 (s, 1H), 9,26 (s, 1H). MS (ES+): m/z 606 (M+H)".

Mpuknag 87. 5-|V|eTI/IJ'I-N2-[3-(4-MeTVIJ'II'IiI'Iepa3I/IH-l-CyJ‘IbeOHiJ'I)CbeHiJ'I]I'IipI/IMi,CI,I/IH-Z,4-,EI,iaMiH
(npomixHUA npoaykT 35):
NH,
= N
N N s~
H I
© .35

Cymiw  2-xnop-5-metunnipumignu-4-inaminy (0,25 r, 1,74 mmonb) i 3-(4-meTunninepasuH-1-
cynbdoHin)deHinamiHy (0,50 r, 2,0 Mmonb) B OUTOBIN KUCNOTi (4 MM) repMETUYHO 3aKkpunn y
MIKPOXBMWITbOBIN peakuiviHii npobipui 1 onpomiHioBanu Mikpoxsunamu npu Temnepatypi 130 °C
npotaroMm 15 xB. licng oxonomXeHHA OO0 KIMHATHOI TemnepaTypu KpWLLKY NPOBIpkM 3HANWU i Cymill
KOHUeHTpyBanu. 3anuwok Bigidbpanu y Boai (20 mn) i pH BigperynioBanm Ha ~9-10 % pO34MHOM
NaOH. YTtBopeHunm y pesynbTati po3umH ekcTparyBann EtOAc (2x30 mn) i opraniyHui wap
Bigokpemunu. O6'egHaHi opraHiyHi Wapu NpoMUnN CONbOBMM PO34YMHOM, BUCYLIMAW Hag 6e3BogHuM
Na,SO, i npodinbTpyBanun. dinbTpaT KOHLEHTpyBanu y Bakyymi i uen cupuin npogykt (-0,42 r)
BUKOPMCTOBYBANM Ha HaCTYMHiii cTagii 6e3 ounctkn. MS (ES+): m/z 363 (M+H)".

Mpuknag 88. N-TpeTt-6yTun-3-{5-metun-2-[3-(4-metunninepasuH-1-
cynbdoHin)deHinamiHo]nipumignH-4-inamiHo}6eH3oncynbgoHamig (cnonyka LV):

. LV
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Cycnensito  npomikHoro npogykty 35 (0,10 r, 0,28 wmmomnb), 3-6pom-N-TpeT-6yTun-
6eHsoncynbcoHamigy (80 mr, 0,27 mmons), Pd,(dba)s (15 mr, 0,016 mmonb), kcaHTdocy (20 mr, 0,035
MMonb) i kapboHaTty uesito (0,18 r, 0,55 mmonb) y cymiwi giokcaH/DMF (3/1, 4 mn) repMeTuyHO
3aKpUNM Yy MIKPOXBUIbOBI peakuiiHin npobipui 1 onpoMiHioBanyM MIKPOXBUNSAMM NpU Temneparypi
160 °C npoTtdarom 15 xB. lNicna oxonogkeHHs A0 KiMHATHOI TeMnepaTypyu KpULKY NpoBipku 3HANN, 1
OTpUMaHy B pe3ynbTaTi cymiw npodinbTpyBanu i BigdinsTpoBaHy TBepay pevoBuHy npomunun DCM.
dinbTpaT KOHUEHTPYBanu, a 3anuuok ouuctunm 3a pgonomoroto HPLC-xpomatorpadii. dpakuii
ob'egHanu i Bununun y HacudeHmn po3umH NaHCO; (30 mn). O6'egHaHi BogHi wapw ekcTparyBanu
EtOAc (2x30 mn), a ob'egHaHi opraHiyHi Wapy NPOMUNM COSMbOBMM PO3YMHOM, BUCYLUMNU Hag
6e3sogHum Na,SO,; i npodinbTpyBanu. PinbTpaT KOHUEHTpPYBanW, a 3anuwioK pPO3YMHUNN B
MiHiManbHIn kinbkocti EtOAc. [lo po3unHy goganu rekcaH, ax Moku He yTBOPMBCS TBEpAMW ocag.
Micna ¢inbTpauii 6yna oTpumaHa 3asHadyeHa B 3arofioBKy Cronyka, fka ssnsna coboio Teepay
peyoBuHy 6inoro konbopy (10 mr, 6 %).

'H AMP (500 MIy, DMSO-dg): & 1,12 (s, 9H), 2,13 (s, 3H), 2,16 (s, 3H), 2,33-2,40 (m, 4H), 2,85-
2,94 (m, 4H), 7,18 (d, J=8,1 'y, 1H), 7,44 (t, J=8,0 'y, 1H), 7,49-7,54 (m, 2H), 7,58 (s, 1H), 8,00-8,03
(m, 2H), 8,13 (s, 1H), 8,15 (dd, J=8,6,1,6 'y, 1H), 8,18-8,23 (m, 1H), 8,66 (s, 1H), 9,38 (s, 1H). MS
(ES+): m/z 574 (M+H)".

Mpuknag  89. N-TpeT-0yTun-3-[5-meTnn-2-(4-ninepasuH-1-inmeTundeHinamiHo)nipumignH-4-
inaMiHo1-6eH3oncynbdoHamig (cnonyka LVT):

NH
| NN N/\
/)\ k/NH
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Cymiw npomixHoro npoaykty 33 (0,10 r, 0,28 wmmonb), TpeT-OyTmnosoro ectepy 4-(4-
amiHo6eHsun)ninepasuH-1-kapboHosoi kucnotu (0,1 r, 0,34 mmonsb), Pd,(dba)s (15 wmr, 0,016 mmonb),
kcaHTdocy (20 wmr, 0,035 mmonb) i kapboHaty uesito (0,20 r, 0,61 mmonb) y cymiwi giokcaH/DMF
(3/1,4 wMn) repmeTM4HO 3aKpunM Yy  MIKPOXBWMbLOBIA peakuiiHii  npolbipui " onpomiHioBanu
MikpoxBunamu npu Temnepatypi 170 °C npotarom 15 xB. [licna oxonomXeHHA [0 KiMHaTHOT
TemMnepaTypu KpuWKy Mpobipkn 3HANW, W OTpMMaHy B pes3ynbTaTi Ccymiw npodinbTpyBanu.
BiadineTpoBaHy TBepay peyoBuHy npomunu DCM i ginbTpaTt KOHUEHTpyBanu.

3anuwok po3unHunu y DCM (6 mn), i goganu go Heoro TFA (3 mn). Cymiw nepemiwysanu npu
KiIMHaTHI TemnepaTypi NpoTAroMm 1 roguHW, KOHLEHTPyBanu, a 3arnuvwioK OYUCTUNKM 3a LOMOMOroH
HPLC-xpomatorpacii. O6pobneHi Takum 4nmHOM dpakuii o6'egHanu i BUNWAM Yy HAaCMYEHUIN PO3YUH
NaHCO; (30 mn). O6'egHaHi BogHi wapu ekctparysanv EtOAc (2x30 mn), a 06'egHaHi opraHivHi wapu
NPOMUNN CONbOBMM PO3YMHOM, BUCYWIMNM Hag GessogHum Na,SO, i npocdinbTpyBanu. ®inetpat
KOHUEeHTpyBanu, i yTBOpPeHYy Yy pesynbTaTti TBepAy PevYoBWHY po3Tepnn B MOPOLIOK B  CyMillli
rekcaH/EtOAc (10/1,55 mn). MNicna dinbTpauii 6yna oTpumaHa 3a3HadeHa B 3arofioBKy Crosyka, sika
aBnana coboto TBepAy pevoBuHy Binoro konbopy (32 mr, 22 %).

'H AMP (500 My, DMSO-dg): & 1,12 (s, 9H), 2,13 (s, 3H), 2,30-2,40 (m, 4H), 2,85 (t, J=4,7 T,
4H), 3,38 (s, 2H), 7,09 (d, J=8,5 'y, 2H), 7,45-7,52 (m, 2H), 7,56 (s, 1H), 7,59 (d, J=8,5 'y, 2H), 7,94
(s, 1H), 8,10 (s, 1H), 8,13-8,16 (m, 1H), 8,59 (s, 1H), 8,96 (s, 1H). MS (ES+): m/z 510(M+H)".

MPUKIAL 90. N-Tpet-6ytnn-3-{5-meTunn-2-[4-(2-niponignH-1-ineTokcu)dpeHinamiHolnipumianH-4-
inamiHo}6eH3oncynbdoHamig (cnonyka LVII):

N
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Cywmiw npomixHoro npogykty 33 (0,10 r, 0,28 mmonb) i 4-(2-niponianH-1-ineTokcn)derinaminy
(0,10 r, 0,49 mmonb) B OUTOBIN KMCAOTI (3 MI) repMETUYHO 3aKpUNN Yy MIKPOXBUIMBOBIN peaKLinHiIn
npobipui 1 onpomiHoBanu MikpoxBunaMmu npu TemnepaTypi 150 °C npotarom 20 xB. [licns
OXOJIOPKEHHST OO0 KIMHATHOI TeMnepaTypu KPULIKY NPoBipKK 3HANW i CyMill KOHUEHTpyBanu. 3anuiok
ounctunu 3a pgornomoroto HPLC-xpomatorpadii, i o0pobneHi TakMm 4MHOM dppakuii ob'egHanm i
BUNUNKN y HacudeHuin po3unH NaHCO; (30 mn). O6'egHaHi BogHi wapwu ekctparyBanu EtOAc (2x30
M), a 00'egHaHi opraHivHi Lapy NpoMuM CoNbOBMM PO3YMHOM, BUCYLUMINKN Hag 6e3BogHnM Na,SOy, i
npodinbTpyBanu. dinbTpaT KOHUEHTPYBanu, N yTBOPEHY TBEPAY PEYHOBUHY PO3YMHUMNN B MiHIMarnbHIN
kinbkocTi EtOAc. [1o po3unHy goganu rekcaH, ax noku He YyTBopmBCS TBepaun ocag. lNicna dineTpauii
Oyna oTpumaHa 3a3HayeHa B 3arosfioBKy Cronyka, ska ssnsna cobow TBepay peyoBuHy 6inoro
konbopy (40 mr, 27 %).

'H AMP (500 MIy, DMSO-dg): 5 1,12 (s, 9H), 1,65-1,70 (m, 4H), 2,12 (s, 3H), 2,45-2,55 (m, 4H),
2,76 (t, J=5,8 'y, 2H), 3,99 (t, J=6,0 'y, 2H), 6,79 (d, J=9,0 'y, 2H), 7,46-7,53 (m, 4H), 7,56 (s, 1H),
7,90 (s, 1H), 8,10-8,15 (m, 2H), 8,53 (s, 1H), 8,77 (s, 1H). MS (ES+): m/z 525 (M+H)".

Mpuknag 91. 3-{5-MeTtun-2-[4-(4-meTnnninepasuH-1-in)deHinamiHolnipumignH-4-
inamiHo]6eH3oncynedoHamig (cnonyka LVIII):

0
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Cycnensito npomixHoro npoaykty 32 (0,10 r, 0,33 mmonek), 3-6pombeHsoncynsdoHamigy (0,10 r,
0,42 mmons), Pd,(dba)s (20 mr, 0,022 mmonk), kcaHTdocy (25 mr, 0,043 mmonb) i kapboHaTy Lesito
(0,25 r, 0,77 mmonb) B AiokcaHi (3 M) repMeTUYHO 3aKpUIM y MIKPOXBUITLOBIN peakLUiviHii npobipui v
onpoMiHoBanu mikpoxsunamu npu temnepatypi 160 °C npotsarom 15 xB. [licns oxonomkeHHs A0
KiIMHaTHOI TemnepaTypu KpULIKY NpoBipkn 3HAMNW, 1 OTPUMaHy B pe3ynbTaTi Cymill NnpodinbTpyBanm i
BigdinbTpoBaHy TBEpAy peyoBuHy npomunym DCM. ®inbTpaT KOHUEHTPYyBanu, a 3anuwiok OYnCTUnm
3a gonomoroto HPLC-xpomaTtorpadii. ®Ppakuii 06'egHanm i Bununu y HacudeHuii po3dmH NaHCO; (30
mn). O6'egHaHi BoaHi wapwu ekctparyBanu EtOAc (2x30 mn), a ob'egHaHi opraHivHi wapy npomunm
CONMbOBUM  pO34MHOM, Bucywmnu Hag 6essogHuMm  Na,SO, i npodinbTpyBanu. @inbTpat
KOHLUEHTpyBanu, ogepkaBLUM 3a3HayeHy B 3arosfiloBKy CMOMyKy, sika fBnsna codoto TBepay pPeyOoBUHY
ciporo konbopy (10 mr, 7 %).

'H AMP (500 My, DMSO-dg): & 2,10 (s, 3H), 2,22 (s, 3H), 2,44 (t, J=4,9 'y, 4H), 3,03 (t, J=4,9
My, 4H), 6,81 (d, J=9,0 'y, 2H), 7,34 (s, 2H), 7,45-7,50 (m, 4H), 7,89 (s, 1H), 8,06 (s, 1H), 8,13-8,18
(m, 1H), 8,54 (s, 1H), 8,70 (s, 1H). MS (ES+): m/z 454 (M+H)".

Mpuknag 92. N-MeTtun-3-{5-metun-2-[4-(4-meTnnninepasuH-1-in)deHinamidolnipumignH-4-
inamiHo}6eH3oncynboHamig (cnonyka LIX):
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CycneHgito npomixkHoro npogykty 32 (0,10 r, 0,33 mmonb), 3-6pom-N-meTnnbeH3oncynbdoHamigy
(0,11 r, 0,44 mmonb), Pdy(dba)s (20 mr, 0,022 mmonb), kcaHTdocy (25 mr, 0,043 mmonb) i kapboHaTy
uesito (0,25 r, 0,77 mmonb) y cymiwi giokcaH/DMF (3/1, 4 M) repMeTUYHO 3aKpUIuM Y MiKpOXBUNbOBIN
peakuinHin npobipui n onpomiHioBanu Mikpoxasunamu npu TemnepaTtypi 160 °C npotarom 20 xB. Micns
OXOJIOPKEHHST A0 KIMHATHOI TeMrnepaTypu KpULLKy NpobipKu 3HSMW, 1 OTpMMaHy B pesyrbTaTi CyMmill
npodinbTpyBanu i BiaginbTpoBaHy TBEPAY peyvoBuHy npomunu DCM. ®inbTpaT KOHUEHTpyBanu, a
3anuuwok ouncTunu 3a gonomoro HPLC-xpomaTorpadii. ®pakuii o6'egHanu i BUNMNM y HacuveHun
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po3umH NaHCO; posunH (30 mn). O6'egHaHi BogHi wapwu ekctparyBanu EtOAc (2x30 mn), a o6'eaHaHi
OpraHiyHi Wapy npoOMUNN COMbOBMM  PO3YMHOM, Bucywmnu Hag 6e3sogHum  Na,SO, i
npodinbTpyBanu. PinbTpaT KOHUEHTPYBasnu, i 3anuvwoK po3Tepnu B nopowok y cymiwi DCM/Et,O
(1/5, 30 mn). Micna ginbTpauii 6yna oTpumaHa 3a3HadeHa B 3arofioBKy crionyka, sika siensina coboto
TBEpPAOY PEYOBMHY CBITII0-KOPUYHEBOIO KOMNbopy (65 Mmr, 42 %).

'H AMP (500 Mru, DMSO-ds): d 2,11 (s, 3H), 2,23 (s, 3H), 2,44 (d, J=5,0 Iy, 3H), 2,45-2,50 (m,
4H), 3,03 (t, J=4,9 I'u, 4H), 6,81 (d, J=9,1 'y, 2H), 7,40-7,43 (m, 2H), 7,46 (d, J=9,1 'y, 2H), 7,52 (t,
J=8,0 'y, 1H), 7,89 (s, 1H), 7,94 (t, J=1,8 'y, 1H), 8,29 (br d, J=8,3 'y, 1H), 8,56 (s, 1H), 8,72 (s, 1H).
MS (ES+): m/z 468 (M+H)".

Mpuknag 93. N,N-Oumetun-3-{5-metun-2-[4-(4-meTunninepasuH-1-in)dpeHinamiHo]nipumignH-4-
inamiHo}6eH3oncynbdoHamig (cnonyka LX):

| o
AN

| NH K\N/
O \ﬁN NJ
/)\
N N
H LX

CycneHsito  npomixHoro  npogykty 32 (0,13 r, 0,43  mmonb), 3-6pom-N,N-
anmeTtunbensoncynegoHamig (0,14 r, 0,53 mmone), Pdy(dba)s (25 mr, 0,027 mmone), kcaHTdocy (30
mr, 0,052 mmonb) i kapboHaty uesito (0,33 r, 1,0 mmonb) y cymiwi giokcaH/DMF (3/1, 4 wmn)
repmMeTUYHO 3aKpUIM Yy MIKPOXBWUIbOBIMA peakuiHiin npobipui 1 onpoMiHIOBaNM MIKpOXBMNSIMU MNpwu
TemnepaTypi 160 °C npotarom 20 xB. [licns OXonoOmKeHHS OO0 KiIMHATHOI Temnepatypu KPULLIKY
nNpobipkn 3HAMK, a 06pobneHy cymiw npodineTpyBanu i BiadiNbTpoBaHy TBEpPAY PEYOBUHY NPOMUIN
DCM. ®inbTpaT KOHUEHTpyBanu, a 3anuwiok oynctunu 3a gonomoroto HPLC-xpomatorpadii. ®paxuii
ob6'egHanu i Bununu y HacmdeHun po3dmH NaHCO; (30 mn). OB'egHaHi BOAHI Wwapu ekcTparyBanu
EtOAc (2x30 mn), a ob'egHaHi OpraHiyHi WwWapyv MPOMUIN COMbOBMM PO3YMHOM, BUCYLUMNWN Hapg
6essogHuM Na,SO, i npodinbTpyBanu. PinbTpaT KOHUEHTPYBanu, i 3anuLoK Po3TepPnN B MOPOLLOK Y
cymiwi EtOAc/rekcan (1/5, 30 wmn). [Micna dinbTpauii 6yna oTpMMaHa 3a3HayeHa B 3aronoBky
cronyka, sika siBnana coboto TBepay pevyoBUHY He Linkom binoro konbopy (60 mr, 29 %).

'H AMP (500 Mry, DMSO-ds): & 2,17 (s, 3H), 2,23 (s, 3H), 2,44 (d, J=5,0 I'u, 3H), 2,45-2,50 (m,
4H), 2,63 (s, 6H), 3,03 (t, J=4,9 'y, 4H), 6,81 (d, J=9,1 'y, 2H), 7,36 (d, J=8,0 I'u, 1H), 7,45 (d, J=9,1
My, 2H), 7,54 (t, J=8,0 'y, 1H), 7,84 (t, J=1,9 'y, 1H), 7,90 (s, 1H), 8,46 (br d, J=7,8 'L, 1H), 8,57 (s,
1H), 8,74 (s, 1H). MS (ES+): m/z 482 (M+H)".

Mpuknag 94.  N-Izonponin-3-{5-meTun-2-[4-(4-meTunninepasuH-1-in)peHinamiHo]nipumignH-4-
inamiHo}6eH3oncynboHamig (cnonyka LXI):

Wil
N
\( \ﬁ NH K\N/
i [
)
/)\
N N
H LXI

CycneHsito NPOMIXXHOIo NpoaykTy 32 (0,10 r, 0,33 MMOIb), 3-6pom-N-
isonponin6ex3oncynbgoHamigy (0,11 r, 0,39 mmons), Pd,(dba)s (20 mr, 0,022 mmorb), kcaHTdocy (25
mr, 0,043 mmonb) i kapboHaTy uesito (0,25 r, 0,77 mmornb) y cymiwi giokcan/DMF (3/1, 4 mn)
repMETUYHO 3aKPUIM Yy MIKPOXBUITbOBIMA peakUiHin npobipui W onpoMiHoBanu MiKpOXBUNSAMU Npwu
TemnepaTypi 160 °C npotarom 20 xB. [licns oOXOonomXeHHs [0 KIMHATHOI TemnepaTtypu KPULLIKY
npobipkn 3HANW, W OTpUMaHy B pes3ynbTaTti Cymill npodinbTpyBanu i BigdinbTpoBaHy TBEpAY
peyvoBuHy npomunu DCM. ®inbTpaT KOHLEHTpyBanu, a 3anuok ouuctunu 3a gonomoroto HPLC-
xpomatorpadii. Ppakuii 06'egHanu i Bununm y HacudeHun podymH NaHCO;3 (30 mn). O6'egHaHi BoaHi
wapu ekctparysanm EtOAc (2x30 mn), a o6'egHaHi opraHiyHi Wwapyu NpOMMUIIN CONbOBUM PO3YMHOM,
Bucywunnu Hag 6essogHum Na,SO, i npodinbTpyBanu. DinbTpaT KOHUEHTPYBanu, i 3anuLiok
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po3tepnn B nopowok y cymiwi EtOAc/rekcad (1/10, 33 wmn). Micns dineTpauii 6yna oTpumaHa
3a3HaveHa B 3arofioBKy Cronyka, sika siBngana coboto TBepay pedoBuHY He Uinkom Binoro konbopy (47
mr, 29 %).

'H AMP (500 Mru, DMSO-ds): d 0,98 (d, J=6,6 'y, 6H), 2,11 (s, 3H), 2,24 (s, 3H), 2,45-2,50 (m,
4H), 3,03 (t, J=4,8 I'u, 4H), 3,20-3,27 (m, 1H), 6,80 (d, J=9,0 'y, 2H), 7,40-7,52 (m, 4H), 7,59 (d,
7=7,1 Ty, 1H), 7,89 (s, 1H), 8,21 (brd, J=7,9 I'u, 1H),8,53(s, 1H), 8,71 (s, 1H). MS (ES+):m/z 496
(M+H)".

Mpuknapg 95. N*-(3-MeTaHcynbgoHiN-4-MeTundeHin)-5-mMeTnn-N>-[4-(4-meTunninepasuH-1-
in)dperin]nipumignn-2,4-giamin (cnonyka LXII):

i
5

0]

\

. LXI

Cycnensito npomixHoro npogykty 32 (0,10 r, 0,33 mmonb), 4-6pom-2-meTaHCynbdoHin-1-
meTunbensony (0,10 r, 0,40 mmonb), Pdy(dba); (20 mr, 0,022 mmone), kcaHTdocy (25 mr, 0,043
MMonb) i kapboHaty uesito (0,25 r, 0,77 mmonb) y cymiwi giokcaH/DMF (3/1,4 mn) repMeTu4Ho
3aKpUnNM y MIKPOXBWUIbOBIA peakuiiHii Npolipui W onpoMiHOBanM MIKPOXBUNSMU NpU Temnepatypi
160 °C npoTtdarom 15 xB. lNicna oxono4keHHs A0 KiMHATHOI TeMnepaTypyu KpULIKY NpoBipku 3HANN, 1
OTpUMaHy B pe3ynbTaTi cymiw npodinbTpyBanu i BigdinsTpoBaHy TBepay pevoBuHy npomunun DCM.
dinbTpaT KOHLUEHTPYBAnNK, a 3anuwok o4nuctunm 3a gonomoroto HPLC-xpomatorpadii.

®pakuii o6'egHann i Bununu y Hacndenmn podumH NaHCO; (30 mn). O6'egHaHi BogHI wapm
ekctparyBanu EtOAc (2x30 mn), a o6'egHaHi oOpraHiyHi Lapu NpoMWnnM COMNMbOBUM PO3YUNHOM,
Bucywunu Hag 6essogHum Na,SO, i npodinbTpyBanu. ®PinbTpaT KOHUEHTpyBanw, i 3anuvLiok
postepnun B nopowok y cymiwi EtOAc/rekcan (1/5, 30 mn). licna ¢inbTpaudii 6yna oTtpumaHa
3a3HadeHa B 3arofioBKy Crornyka, sika sBnsna cobol TBepAy PeyvoBUHY CBITNO-KOPUYHEBOIO KOMbOPY
(41 wr, 27 %).

'H AMP (500 Mru, DMSO-dg): & 2,09 (s, 3H), 2,22 (s, 3H), 2,45 (t, J=4,7 Ty, 4H), 2,61 (s, 3H),
3,03 (t, J-4,9 'y, 4H), 3,20 (s, 3H), 6,80 (d, J=9,1 'y, 2H), 7,35 (d, J=8,5 'y, 1H), 7,44 (d, J=9,0 Iy,
2H), 7,87 (s, 1H), 8,05 (d, J=2,4 Ty, 1H), 8,21 (br d, J=7,0 'y, 1H), 8,55 (s, 1H), 8,71 (s, 1H). MS
(ES+): m/z 467 (M+H)".

Mpuknag 96. N-Uwuknorekcun-3-{5-meTtun-2-[4-(4-meTunninepasuH-1-in)gpeHinamiHo]nipumignH-4-
inamiHo}6eH3oncynbdoHamig, (cnonyka LXII):

Wil
N
y
o | Ny
/)\
N N
H LI

CycneHsito NPOMIXXHOro NpoaykTy 32 (0,10 r, 0,33 MMOIJb), 3-6pom-N-
uuknorekcundensoncynsdoHamigy (0,13 r, 0,41 mmone), Pd,(dba); (20 mr, 0,022 mmors), kKcaHTdocy
(25 wr, 0,043 mmonb) i kapboHaty uesito (0,25 r, 0,77 mmonb) y cymiwi giokcan/DMF (3/1, 4 mn)
repMeETUYHO 3aKPUIM y MIKPOXBUITbOBIA peakuiiHin npobipui 1 OnpoMiHIOBaNu MiKpOXBUASIMU MpK
TemnepaTypi 160 °C npotarom 15 xB. [licns oXonomXeHHs [0 KIMHATHOI TemnepaTtypu KPULLIKY
NpobGipkn 3HANKW, W OTpMMaHy B pe3ynbTaTi cymiw npodinbTpyBanu i BigdinbTpoBaHy TBEpAY
peyvoBuHy npomunu DCM. ®inbTpaT KOHUEHTpyBanu, a 3anuwok ouuctunu 3a gonomorowo HPLC-
xpomatorpadii. ®pakuii 06'egHanu i Bununu y HacudeHun posdunH NaHCO; (30 mn). O6'egHaHi BogHi
wapu ekctparysanu EtOAc (2x30 mn), a o6'egHaHi opraHivHi Wwapy NPOMUNN COSIbOBUM PO3YMHOM,
Bucywunnu Hag 6essogHum Na,SO, i npodinbTpyBanu. QinbTpaT KOHUEHTPYBanu, i 3anuLiok
po3tepnn B nopowok y cymiwi EtOAc/rekcad (1/10, 33 wmn). Micns dinbTpadii 6yna oTpumaHa
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3a3HadeHa B 3arofnioBKy Cnonyka, sika sensna coboro TBepay pevoBuHY He Uinkom 6inoro konbopy (45
Mr, 25 %).

"HAMP(500 My, DMSO-dg): & 1,07-1,17 (m, 6H), 1,53-1,63 (m, 4H), 2,11 (s, 3H), 2,22 (s, 3H),
2,45 (t, J=4,7 Ty, 4H), 2,90-3,00 (m, 1H), 3,02 (t, J=4,8 'y, 4H), 6,80 (d, J=9,1 I'u, 2H), 7,43-7,53 (m,
4H), 7,65 (d, J=7,3 T'u, 1H), 7,89 (s, 1H), 8,05 (s, 1H), 8,18 (br d, J=7,7 'y, 1H), 8,52 (s, 1H), 8,71 (s,
1H). MS (ES+): m/z 536 (M+H)".

Mpuknag 97.  N,N-Oietun-3-{5-metun-2-[4-(4-meTunninepasuH-1-in)deHinamiHo]nipumignH-4-
|naM|Ho}6eH30ncynbcbOHaMUJ, crnonyka LXIV):

. LXIV

CycneHsito  npomixHoro  npogykty 32 (0,10 r, 0,33 wmmonb), 3-6pom-N,N-
gietunbensoncynsdoHamig (0,12 r, 0,41 mmons), Pd,(dba); (20 mr, 0,022 mmonb), kcaHTdocy (25 wr,
0,043 mmonb) i kapboHaty uesito (0,25 r, 0,77 mmonb) y cymiwi giokcaH/DMF (3/1,4 mn) repMeTU4HO
3aKpUnNM y MIKPOXBWUIbOBI peakuiiHii NpoOipui A onpoMiHOBanNM MIKPOXBUNSMW NpuU Temneparypi
160 °C npotdarom 15 xB. lNicna oxono4keHHs A0 KiMHATHOI TeMnepaTypyu KpULIKY NpoBipku 3HANN, 1
OTpUMaHy B pe3ynbTaTi cymiw npodinbTpyBanu i BigdinsTpoBaHy TBepay pevoBuHy npomunun DCM.
QinbTpaT KOHUEHTPYBanu, a 3anuuok oyuctunm 3a gonomorowo HPLC-xpomatorpadii. dpakuii
ob'egHanu i Bununun y HacudeHmn po3umH NaHCO; (30 mn). O6'eaHaHi BogHi wapu ekcTparyBanu
EtOAc (2x30 mn), a ob'egHaHi OpraHiyHi Wwapy NPOMUAM COMbOBMM PO3YMHOM, BUCYLUWAWN Hag
6e3sogHUM Na,SO, i npodinbTpyBanu. PinbTpaT KOHUEHTPYBanu, i 3anuLoK Po3TEPNN B MOPOLLOK Y
cymiwi EtOAc/rekcan (1/10, 33 mn). Micna oinbTpauii 6yna oTpumaHa 3asHavyeHa B 3aronosky
crnonyka, sika sisnana coboro TBepay pevyoBrHY He Uinkom Binoro konbopy (45 mr, 27 %).

'H AMP (500 Mru, DMSO-dg): & 1,06 (t, ,7=7,1 'y, 6H), 2,11 (s, 3H), 2,22 (s, 3H), 2,44 (t, J=4,7
Mu, 4H), 3,03 (t, J=4,8 I'u, 4H), 3,16 (q, J=7,1 I'u, 4H), 6,80 (d, J=9,1 'y, 2H), 7,39 (d, J=8,1 'y, 1H),
7,45 (d, J=9,0 'y, 2H), 7,50 (t, J=8,1 'y, 1H), 7,89 (t, J=1,9 'y, 1H), 7,89 (s, 1H), 8,39 (br d, J=7,9 'Ly,
1H), 8,53 (s, 1H), 8,74 (s, 1H). MS (ES+): w/z 510 (M+H)".

Mpuknag 98. 5-MeTun-N? -[4- (4-MeTV|nninepa3V|H-i-ini¢>eHin]-N4-[3-MopcboniH-4—
cynbdoHin)deHin]nipumiguH-2,4-giamin (cnonyka LXV):
@

N

\

~

@]

. LXV

CycneHsito MPOMIKHOTO npoayKTy 32 (0,10 r, 0,33 MMOJb), 4-(3-
OpombeHsoncynbdoHin)mopdonivy (0,12 r, 0,39 wmmonb), Pd,(dba); (20 wmr, 0,022 wmmonb),
kcaHTdocy (25 mr, 0,043 mmone) i kapboHaTy uesito (0,25 1, 0,77 mmonb) y cymiwi giokcad/DMF (3/1,
4 Mn) repMeTUYHO 3aKpunun y MIKpOXBUIBbOBIN peakuiriHiin npobipui 1 onpoMiHioBanu MiKpOXBUASMM
npu Temnepatypi 160 °C npotarom 15 xB. llicna oxonogXeHHss 00 KIMHATHOI TeMnepaTypu KpULLKY
NpobGipkn 3HANKW, W OTpMMaHy B pe3ynbTaTi cymiw npodinbTpyBanu i BigdinbTpoBaHy TBEpAY
peyvoBuHy npomunu DCM. ®inbTpaT KOHLEHTpyBanu, a 3anuok ouuctunu 3a gonomoroto HPLC-
xpomaTtorpadii. ®Ppakuii ob'egHann i Bununu y HacudeHun po3dnH NaHCOz posyuH (30 mnm).
O6'egHaHi BogHi wapu ekctparyBanu EtOAc (2x30 mn), a ob'egHaHi opraHiyHi wapu npoMunm
COMbOBMM  PO34YMHOM, Bucylunu Hag 6GessogHum Na,SO, | npoginbTpyBanun. @inbTpar
KOHLIEHTpYBarnu, i 3anuwok po3tepnu B nopowok y cymiwi EtOAc/rekcan (1/10, 33 mn). licns
GinbTpauii 6yna oTpMMaHa 3a3HadeHa B 3arofioBKy Crosyka, sika sBfsina coboto TBepay pevoBUHY
CBiTNoO-4epBOHOro konbopy (90 mr, 52 %).
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'H AMP (500 My, DMSO-dg): & 2,12 (s, 3H), 2,22 (s, 3H), 2,45 (t, J=4,8 'y, 4H), 2,89 (t, J=4,6
My, 4H), 3,03 (t, J=4,8 'y, 4H), 3,64 (t, J=4,7 'y, 4H), 6,81 (d, J=9,1 'y, 2H), 7,35 (d, J=8,1 'y, 1H),
7,45 (d, J=9,0 'y, 2H), 7,56 (t, J=8,1 'y, 1H), 7,84 (t, J=1,9 'y, 1H), 7,91 (s, 1H), 8,47 (br d, J=8,4 I'L,
1H), 8,59 (s, 1H), 8,75 (s, 1H). MS (ES+): m/z 524 (M+H)".

Mpuknag 99. ETunosuii ectep 3-{5-MeTtun-2-[4-(4-meTunninepasuH-1-in)deHinamiHo]nipumignH-4-
inamiHO}6eH30MHOT KNCNOTK (NPOMIXKHMIA NpoayKT 36):

EtO
NH K\ ~
N
(@] | \N
/)\
N N
H .36

CycneHnsito npomixkHoro npoaykty 32 (0,10 r, 0,33 mmonb), eTunoBoro ectepy 3-6pomBeH30MHOI
kucnotu (0,07 mn, 0,44 mmons), Pd,(dba); (20 mr, 0,022 mmons), kcaHTdocy (25 mr, 0,043 mmons) i
kapboHaty uesito (0,25 r, 0,77 mmonb) B AiokcaHi (3 MN) repMeTuyYHO 3aKkpunm y MIKpOXBUIbOBIN
peakuinHin npobipui n onpomiHioBanu Mikpoxsunamu npu Temnepatypi 160 °C npotarom 15 xB. lNicns
OXOJIOKEHHST A0 KIMHATHOI TeMrnepaTypu KpULKy Npobipkn 3HSMW, 1 OTpMMaHy B pesynbTaTi CyMmill
npodinbTpyBanu i BiadinbTpoBaHy TBepay peqoBuHy npomunun DCM. ®inbTpaT KOHUEHTpyBanw, i
3anULLOK OYUCTUIM 3a JonoMoro dnell-xpomartorpadii Ha cunikareni (entoeHT: Big DCM go 10 %
MeOH/DCM), ogepxaBwm 3a3HayveHy B 3aronoBky crnonyky (0,10 r, 68 %). MS (ES+): m/z 447
(M+H)".

Mpuknag 100. 3-{5-MeTtun-2-[4-(4-meTunninepasuH-1-in)deHinamiHo]nipumignH-4-
inamiHo}6eH3amig (cnonyka LXVI):

HN
o NH K\ e
N
o | Ny
/)\
N N
H . LXVI

Cywmiw npomixHoro npogykty 36 (0,10 r, 0,22 mmonb) y koHueHTpoBaHomy NH,OH repmeTtnyHo
3aKpunu B peakuinHin npobipui i rpinu npmn TemnepaTtypi 50 °C npotarom 3 gHis. licns uboro cymiw
Bununu y Bogy (15 mn) Ta ekctparyBanu etunauetatom EtOAc (2x30 mn). O6'egHaHi opraHivHi wapwu
NPOMUIM CONIbOBMM PO3YMHOM, BUCYWIMNM Hag 6e3sogHum Na,SO, i npodinbTpyBanu. ®inbtpaT
KOHLEHTpyBanu, a 3anuwok o4mctunu 3a gonomoroto HPLC-xpomaTorpadii. O6pobneHi Takum YnHOM
dpakuii ob'egHanu i Bununu y HacuydeHun po3dunmH NaHCO; posuvH (30 mn). BogHui wap
ekctparyBanu EtOAc (2x30 mn), a ob'egHaHi opraHiyHi Lapu NpoOMWIM CONbOBUM PO3YMHOM,
Bucywunu Hag 6e3sogHum Na,SO, i npodinbTpyBann. ®PinbTpaT KOHUEHTpyBanw, i 3anuvLiok
po3tepnn B nopowok y cymiwi EtOAc/rekcad (1/10, 33 wmn). Micns dinbTpauii 6yna oTpumaHa
3a3HayveHa B 3arosioBKy crosyka, gka siBnsina coboto t1Bepay peyoBuHy Ginoro koneopy (10 mr, 11 %).

'H AMP (500 My, DMSO-dg): 5 2,10 (s, 3H), 2,22 (s, 3H), 2,40-2,50 (m, 4H), 2,95-3,05 (m, 4H),
6,75 (d, J=9,1 'y, 2H), 7,30-7,40 (m, 2H), 7,45 (d, J=9,1 'y, 2H), 7,53-7,58 (m, 1H), 7,85 (s, 1H), 7,90
(br's, 2H), 8,03 (s, 1H), 8,37 (s, 1H), 8,71 (s, 1H). MS (ES+): m/z 418 (M+H)".

Mpuknag 101. ETunosui ectep 2-meTtun-3-{5-metun-2-[4-(4-meTunninepasunH-1-
in)cpeHinamiHo]nipumiguH-4-inamiHo}6eH301MHoI kncnotu (cnonyka LXVII):
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@) OEt

. LXVII

Cycnensito npomixHoro npoaykty 32 (0,10 r, 0,33 mwmonb), etunosoro ectepy 3-Opom-2-
mMeTunbensonHoi kucnotu (0,10 mn, 0,41 mmonb), Pdy(dba)s (20 mr, 0,022 mmonb), kcaHTdocy (25 wmr,
0,043 mmonb) i kapboHaty uesito (0,25 r, 0,77 MMonb) B AiokcaHi (3 Mr) repMeTUYHO 3akpunu y
MIKPOXBUITbOBI peakuiiHiin npobipui 1 onpoMiHoBanuM MIKpoxBunaMu npu Temnepatypi 160 °C
npotsarom 20 xB. [licns oxonomkeHHss OO0 KiIMHATHOI TemnepaTypyu KpULWKYy nNpobipkn 3HSAnW, W
OTpMMaHy B pesynbTaTi CyMil npodinbTpyBanu i BigdinsTpoBaHy TBepay pedosuHy npomunu DCM.
dinbTpaT KOHUEHTPYBaNM i 3anmwoK OYUCTUNKM 3a AO0MNOMOrow drew-xpomartorpadii Ha cunikareni
(entoeHnT: Big DCM go 30 % MeOH i 1 % TEA y DCM), ogepaBLumn 3a3Ha4YeHy B 3arofioBKy Cronyky
(0,14 1, 92 %) y Burnsai cBitTno-KOPNUYHEBOro Macna.

'H AMP (500 Mru, DMSO-dg): & 1,32 (t, J=7,1 T'u, 3H), 2,10 (s, 3H), 2,21 (s, 3H), 2,32 (s, 3H),
2,40-2,45 (m, 4H), 2,94 (t, J=4,8 I'u, 4H), 4,30 (q, J=7,1 'y, 2H), 6,57 (d, J=9,1 'y, 2H), 7,25 (d, J=8,9
Mu, 2H), 7,35 (t, J=7,8 'y, 1H), 7,48 (dd, J=7,9,1,0 T'y, 1H), 7,70 (dd, J=7,8, 1,1 'y, 1H), 7,78 (s, 1H),
8,23 (s, 1H), 8,58 (s, 1H). MS (ES+): m/z 461 (M+H)".

Mpuknag 102. 2-MeTtun-3-{5-meTun-2-[4-(4-metunninepasut- 1in)deninamiHo]nipumignH-4-
inamiHo)6eH3amig (cnonyka LXVII):
0 NH,

N
\N
|/)\
N N
H

. LXVII

Ho cymiwi onncanoi Buwe crnonykn LXVII (0,10 r, 0,22 mmons) i dhopmamigy (0,05 mn, 1,3 mmornb)
y DMF (5 mn) npu temnepatypi 100 °C B atmocdepi aproHy gogannm NaOMe (0,10 r, 0,46 mmorb).
Cymiw nepemiwyBanu npu Ti camin TemnepaTypi BAPOAOBX 2 rogwH, a NOTIM MpW KiMHAaTHIN
TemnepaTtypi npotarom we 15 rog. lMicna uboro cymiw Bununm y Bogy (15 mn) Ta ekcrtparyBanwu
etunauetatom EtOAc (2x15 wmn). O6G'egHaHi opraHiyHi Wwapu MNpoOMUNN COMBbOBUM PO3YMHOM,
Bucywunu Hapg ©6essogHum Na,SO, i npodinbTpyBanu. PinbTpaT KOHUEHTpyBanu, a 3anuLioK
ounctunu 3a pgonomoroto HPLC-xpomaTtorpadiii. ObpobneHi Takum 4ymMHOM dopakuii ob'egHann i
BunNunun y HacudeHun posunH NaHCO; (30 mn). BogHun wap ekctparysanu EtOAc (2x30 mn), a
0o6'egHaHi OpraHiyHi Wwapu nNpoOMWM COMIbOBMM PO3YMHOM, BUCYLIMNM Hap ©Oe3sogHum Na,SO, i
npodinbTpyBanu. PinbTpaT KOHUEHTPYBanu, i 3anuLIoK po3Tepnu B nopowok y cymiwi EtOAc/rekcaH
(1/5, 30 mn). Micna ginbTpauii 6yna oTpumaHa 3as3HavyeHa B 3arofioBKy Croryka, sika asnsina coboto
TBepAy pedvoBuHy binoro konbopy (20 mr, 21 %).

'H AMP (500 My, DMSO-dg): 5 2,09 (s, 3H), 2,21 (s, 3H), 2,23 (s, 3H), 2,40-2,45 (m, 4H), 2,97 (t,
J=4,8 I'u, 4H), 6,69 (d, J=9,1 'y, 2H), 7,24-7,28 (m, 2H), 7,35 (d, J=9,0 'y, 2H), 7,39-7,43 (m, 2H),
7,69 (s, 1H), 7,78 (s, 1H), 8,01 (s, 1H), 8,53 (s, 1H). MS (ES+): T/r 432(M+H)".

Mpuknag 103. (2-Xnop-5-metunnipnmianH-4-in)(4-xnop-3-tpudTopmeTundeHin)amid (MpomMikHWUIA
npoaykT 37):
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Cymiw  2-xnop-5-metunnipmmignH-4-inamivy (0,30 r, 2,1 wmmonb), 4-6pom-1-xnop-2-
TpudpTopmeTundensony (0,40 mn, 2,7 mmonb), Pd,(dba); (0,10 r, 0,11 mmonsb), kcaHTdocy (0,13 T,
0,22 mmonb) i kapboHaty uesito (1,5 r, 4,6 mmonb) y cymiwi agiokcaH/DMF (6/1, 7 mn) repmeTuyHO
3aKpuUnNn y MIiKPOXBUMNBOBIM peakuiriHii NpobipLi M onpoMiHIOBanM MIKPOXBUNSMU NpU Temneparypi
160 °C npoTtarom 15 xB. licng 0xonomKeHHS A0 KiIMHaTHOI TemnepaTypu KpULKY Npobipku 3Hamu, v
OTpMMaHy B pesynbTaTi CyMill npodinbTpyBanu i BigdinsTpoBaHy TBepay peyosuHy npomunu DCM.
dinbTpaT KOHUEHTPYBanu, i 3anuwoK O4YNCTUNN 3a AoMOMOorot dnewl-xpomatorpadii Ha cunikareni
(entoeHT: Big rekcany 0o 50 % EtOAc/rekcaH), ogepxaBlum 3a3HadveHy B 3aronosky crnonyky (0,65 r,
96 %) y BUrNsai TBepaoi pevoBmHM Ginoro konbopy. MS (ES+): m/z 322 (M+H)"

Mpuknag 104. N4-(4-XJ‘IOp-3-TpVI¢)TOpM6TVIJ‘Id)eH|J‘I)-5-MeTVIJ'I-N2-[4-(I'Iil'lepVIp,l/IH-4-
inokcun)deHin]nipumiagnH-2,4-giamid (cnonyka LXIX):
Cl

F,C NH
0
NN
| /)\ NH
N N
H . LXIX

Cymiw npomixHoro npoagykty 37 (0,10 r, 0,31 mmonb) i TpeT-6yTunosoro ectepy 4-(4-
amiHodeHoken)ninepuauH-1-kapboHosoi kucnotn (0,12 r, 0,41 mmonb) B ouTOBIN KMCAOTI (3 Mn)
repMETUYHO 3aKpUIM y MIKPOXBMUITBOBIM peakuinHin npobipui W onpoMiHoBanM MiKpOXBUMSMU Npwu
Temnepatypi 150 °C npotarom 15 xB. [licnd oxonogXeHHA A0 KiMHATHOI TemnepaTypu KpULLKY
NpoBipKkn 3HANW i CyMmill KOHUeHTpyBanu. 3anuuwok Bigibpanu y Boai (20 mn) i HenTpanidysanm 10 %
po3sumHoM NaOH, ax noku He yTBOpMBCSA TBepaun ocaf. YTBOPEHY B pe3ynbTaTti TBepay PeyoBUHY
BiaineTpyBanu 1 ounctunm wnaxom HPLC-xpomaTorpadii. O6pobneHi Takum 4mMHOM  dopakuii
o6'egHanu i Bununu y HacudeHun po3unH NaHCO; (30 mn). BogHuin wap ekctparysanu EtOAc (2x30
MI), @ 00'e4HaHi opraHiyHi LWapu NPOMWUIM CONbOBMM PO34YMHOM, BUCYLUNAW Hag, 6e3BogHNM Na,SOy i
npodinbTpyBanu. PinNbTpaT KOHUEHTPYBanu, oAepXaBluM 3as3HadeHy B 3arorfioBKy CrONyky, ska
aBnsAna cobowo TBepay pevouHy 6inoro konsopy (30 mr, 20 %).

'H AMP (500 M, DMSO-dg): 5 1,69-1,77 (m, 2H), 2,00-2,04 (m, 2H), 2,11 (s, 3H), 2,90-3,00 (m,
2H), 3,10-3,20 (rn, 2H), 4,40-4,48 (7, 1H), 6,84 (d, J=9,0 'y, 2H), 7,49 (d, J=9,0 'y, 2H), 7,58 (d,
J=8,8 'y, 1H), 7,94 (s, 1H), 8,12 (d, J=2,6 'y, 1H), 8,21 (br d, J=8,2 'y, 1H), 8,64 (s, 1H), 8,93 (s,
1H). MS (ES+): m/z 478 (M+H)".

Mpuknag 105. 5-MeTun-N>-[4-(2-niponiguH-1-ineTokcn)deHin]nipumianH-2,4-aiamiH - (MPoMixHUi
npoaykt 38):

NH,
OV\
] @
\Q /©/
N N
H .38
Cymiw  2-xnop-5-metunnipmmignH-4-inamivy - (0,50 r, 3,5 wmmonb) Ta 4-(2-miponignH-1-
ineTokcu)peninamiv (1,1 r, 53 MMomnb) B ouUTOBIN KUCMNOTI (8 MN) repMETUYHO 3akpunu vy
MIKPOXBUIbOBIN peakuinHin npobipui 1 onpoMiHoBanu MikpoxBunamu npu temnepatypi 150 °C

npotsarom 15 xB. licna OXonomkeHHs OO0 KiMHaTHOI TemMnepaTypu KPULLKY NPOBIpKM 3HANWU i CyMmill
KOHUueHTpyBanu. 3anuwok Bigibpanu y Bogi (30 mn) i HewTpanidyBanm 10 % posdmHom NaOH po
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BCTaHoBneHHss pH~10. YTBOpeHun y pesynbTaTti BogHun wap ekctparysanu EtOAc (2x30 wmn), a
ob'egHaHi OpraHiyHi Wapy NPOMUNM CONbOBUM PO3YMHOM, BUCyLLIMNM Haga 6Ge3ogHum Na,SO, i
npodinbTpyBanu. dinbTpaT KOHUEHTPYyBanu, OOEpXXaBLUM 3a3HaveHy B 3arosyioBKy CMOMyKy, fka
saBnsana coboto TBepay pevoBuHy ciporo konbopy (0,80 r, 73 %). Lle npogykT BMKOPMCTOBYBaBCS Ha
HaCTYMHiN cTagii 6e3 ounctkn. MS (ES+): m/z 314 (M+H)".

Mpuknapg 106. 3-{5-MeTun-2-[4-(2-niponianH-1-ineTokcn)deHinamiHo]nipumignH-4-
inamiHo]6eH3oncynbdoHamig (cnonyka LXX):

0
HN_|

i NH
O % Y
| /)\
N N
H . LXX

Cywmiw npomixHoro npoaykty 38 (0,10 r, 0,32 mmonb), 3-6pombeHsoncynbdonamigy (0,10 r, 0,42
mmonb), Pd,(dba)s (20 mr, 0,022 mmonb), kcaHtdocy (25 mr, 0,043 mmons) i kapboHaty uesito (0,20 T,
0,61 mmonb) y cymiwi giokcaH/DMF (3/1,4 mn) repmMeTM4HO 3aKkpunn y MiKpOXBUMBOBIA peakuinHin
npobipui W onpomiHoBanu MikpoxBunaMu npu Temnepatypi 170 °C npotarom 25 xB. [licns
OXOJIOKEHHST A0 KIMHATHOI TeMnepaTypu KpULLKY Npobipkn 3HSMAW, 1 OTpMMaHy B pesyrbTaTi CyMmill
npodinbTpyBanu i BiadinbTpoBaHy TBepAy pevoBuHy npomunu DCM. ®inbTpaT KOHUEHTpyBanu, a
3anuuwok oumctunu 3a pgonomoroto HPLC-xpomatorpadii. O6pobneHi TakMm 4mHOM  cbpakuii
o6'egHanu i Bununu y HacmdeHunn po3unH NaHCO; (30 mn). BogHuin wap ekctparysanu EtOAc (2x30
M), a 00'egHaHi opraHivHi LWapy NPOMUN CONbOBMM PO34YMHOM, BUCYLLMNKU Hag 6e3BogHnM Na,SOy, i
npodinbTpyBanu. ®dinbTpaT KOHUEHTpyBanu, i TBepay PEevYOBWHY pO3Tepnv B MOPOLIOK B CyMilli
EtOAc/rekcan (1/10, 33 mn). Micna dinbTpauii 6yna oTpMMaHa 3a3HadeHa B 3arofioBky Cronyka, sika
aBnana coboto TBepAy pevoBuHy binoro konbopy (11 mr, 7 %).

'H AMP (500 M, DMSO-dg): & 1,65-1,72 (m, 4H), 2,11 (s, 3H), 2,49-2,52 (m, 4H), 2,75-2,80 (m,
2H), 4,00 (t, J=5,9 'y, 2H), 6,80 (d, J=9,0 'y, 2H), 7,34 (s, 2H), 7,45-7,50 (m, 2H), 7,52 (d, J=9,0 Iy,
2H), 7,90 (s, 1H), 8,05 (s, 1H), 8,10-8,15 (m, 1H), 8,57 (s, 1H), 8,77 (s, 1H). MS (ES+): m/z 469
(M+H)".

Mpuknag 107. 5-|V|eTI/IJ'I-N2-(4-M0p¢)OJ'IiH-4-iJ'IMeTI/IJ'Id)eHiJ'I]nipVIMiLI,I/IH-Z,4-LI,iaMiH (MpoMixHWIA
npoaykrt 39):

NH,
ZZY N/\
N J\ K/O
N N
H .39
Cymiw  2-xnop-5-metunnipumigun-4-inamivy (0,40 r, 2,8 wMmonb) i 4-mopdoniH-4-
inmeTundgeHinamivy (0,60 r, 3,1 mmonb) B ouToBin kucnoTi (15 mn) rpinu npu Temnepatypi 70 °C
npotsarom 17 rog. lNicns oxonogkeHHs 40 KiIMHATHOI TeMnepaTypu CyMmill KOHLeHTpyBanu. 3anuLiok
Bigibpanu y Bogi (30 mn) i HenTpanizyBanm 10 % po3umHom NaOH go pH~10. BogHui wap, wo
yTBOopmuBCS, ekctparyBann EtOAc (2x30 mn), a o6'egHaHi opraHivHi Wwapyu nNpoMunIM CONMbOBUM
pPO34MHOM, BMCyWMnM Hag 6e3sogHum Na,SO, i npodinbTpyBanu. ®PinbTpaT KOHLEHTpyBanu,
O[EpXaBLUM 3a3HadeHy B 3arosfioBKY CMOmnyky y Burnsigi kopmyHesoro cupony (0,70 r, 83 %). Llen
NPoAYKT BUKOPUCTOBYBABCS Ha HACTYMHIN ctagii 6e3 ounctku. MS (ES+): m/z 300 (M+H)".
Mpuknag 108,  N*-(1H-lHaon-4-in)-5-meTun-N-(4-MopdoniH-4-inMeTundeHin)nipuMianH-2-4-
Aiamin (cnonyka LXXI):

wn—_—
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Cymiw npomixHoro npoaykty 39 (0,40 r, 1,3 mmonb), 4-6pom-1-Tpuiszonponincunain-1H-iHoony
(0,50 r, 1,4 mmons), Pd,(dba)s (0,10 r, 0,11 mmons), kcaHTdocy (0,12 r, 0,21 mmons) i kapboHaTy
uesito (0,90 r, 2,8 mmonb) cycneHgyBanum B AiokcaHi (20 mn) i KMN'ATMAM  3i 3BOPOTHUM
XOMNoAWmbHUKOM B atMocdepi aproHy npotarom 4 rod. llicns uboro peakuiiHy cyMmill oxonogunu go
KiMHaTHOi Temnepatypu i posbasunu DCM (30 mn). Oani cymiw npodinbTpyBanu i dinbtpat
KOHLUEHTpyBanun y BakyyMi. 3anvLOK O4MCTUAM 3a AOMNOMOrow dnew-xpomartorpadii Ha cunikareni
(emtoeHT: Big rekcaHy go EtOAc), otpumaBwmn Tl PS-3axuwieHun nonepeaHvK y BUIMSAAi XXOBTOrO
macna.

Ho BuwiesasHaveHoro TIPS-zaxuweHoro nonepegHuka (50 mr, 0,088 mmone) y THF (5 mn)
popganu TBAF (0,5 mn, 1M y THF). Cymiw nepemiwyBanu npu KiMHaTHIn TemnepaTypi npoTsirom 1
rogavHu, a notim Bununu y Boay (20 mn). BogHwuin wap ekctparyBanu EtOAc (2x20 mn), a o6'egHaHi
OpraHiyHi Wapu MpoOMWAM COMbOBMM  PO3YMHOM, BuCywmnm Hag 6essogHum Na,SO, i
npodpinbTpyBanu. ®PinbTpaT KOHUEHTpyBanu, a 3anuwiok o4ductunm 3a  gonomorowo HPLC-
xpomaTtorpadii. O6pobneHi Takum YnHoM dppakuii 06'egHanu i Bununn y Hacmdexnnn pos3ydnH NaHCO;
(30 mn). BogHun wap ekctparyBanu EtOAc (2x30 mn), a ob'egHaHi opraHiyHi wapu npomunu
COMbOBUM  pO34YMHOM, Bucywmnu Hag 6essogHum Na,SO, i npodinbTpyBanu. dinbTpat
KOHUEHTpyBanu, i TBepAy PeEeYOBUHY PO3YMHMIM B MiHiManbHin kinbkocTi EtOAc. Oani oo uporo
pPO34MHY AoJanu rekcaH, ax Mok He yTBOpUBCH TBepawn ocag. llicns dineTpadii 6yna otpumaHa
3a3HayeHa B 3arorioBKy cnonyka, ska siBnsna coboi TBepay PeYOBUHY CBiT/1I0-KOPUYHEBOTO KONbOPY
(6 mr, 3aranbHWin BUXig 1 %).

'H AMP (500 My, DMSO-dg): & 2,17 (s, 3H), 2,25-2,30 (m, 4H), 3,29 (s, 2H), 3,54 (t, J=4,5 Iy,
4H), 6,40 (t, J=2,2 'y, 1H), 6,89 (d, J=8,5 'y, 2H), 7,09 (t, J=7,8 'y, 1H), 7,25 (d, J=8,0 'y, 1H), 7,27
(t, 3=2,8 T'u, 1H), 7,30 (d, J=7,5Tu, 1H), 7,43 (d, J=8,5 'y, 2H), 7,85 (s, 1H), 8,14 (s, 1H), 8,77(8, 1H),
11,10 (s, 1H). MS (ES+): m/z 415 (M+H)".

Mpuknag 109. TpeT-6yTnnosui ecrtep 4-[4-(4-amiHO-5-meTuUNNipnMiguH-2-
inamiHo 6€H3I/IJ'I]I'III'Iepa3VIH -1-kapboHOBOI kMcnoTu (MpoMixkHun npogykT 40):

%x PO RGN

Cymiw 2-xnop-5-meTunnipumianH-4-inamiHy (0,35 r, 2,4 mmonb) i TpeT-6yTunoBsoro ectepy 4-(4-
amiHoGeHsun)ninepasuH-1-kapboHosoi kucnotu (0,80 r, 2,8 MMornb) B ouToBIM kncnoti (20 mn) rpinu
npu Temnepatypi 70 °C npotsarom 1 gHsa. Tlicna OXOonomKeHHs [0 KiMHATHOI TemnepaTtypu Cymill
KOHUeHTpyBanu. 3anuwok Bigibpanu y Bogi (30 mn) i HenTpanidyBanm 10 % posumHom NaOH pgo
pH~10. BogHwii wap, wo ytBopuscs, ekctparyBanu EtOAc (2x30 mn), a o6'egHaHi opraHivHi wapwu
NPOMUIM CONIbOBMM PO3YMHOM, BUCYWIMNM Hag 6e3sogHum Na,SO, i npodinbTpyBanu. ®inbtpaT
KOHUEHTPYBanu i 3asHayeHa B 3aronioBky Cronyka BUKOPUCTOBYBanM Ha HacTynHii cTagii 6e3
ounctkn. MS (ES+): m/z 399 (M+H)".

Mpuknag  110. N* -(1H-lHoon-4-in)-5-meTun- -N? -(4-ninepasuH-1-inmeTnndeHin)nipumignH-2,4-
Aiamin (cnonyka LXXII):
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Cymiw npomixxHoro npoaykty 40 (0,78 r, 2,0 mmonb), 4-6pom-1-Tpuizonponincunaxin-1H-iHoony
(0,70 r, 2,0 mmons), Pd,(dba)s (0,15 r, 0,16 mmons), kcaHTdocy (0,19 r, 0,32 mmonb) i kapboHaTy
uesito (1,3 r, 4,0 mmonb) cycneHgyBanu B giokcaHi (20 mn) i kun'atnnum 3i 3BOPOTHUM XONOANITBHUKOM
B aTmocdepi aproHy npotsrom 4,5 rog. llicns upOro peakuiiHy Cymill OXOnoaunu A0 KiMHaTHOl
Temnepatypu, npodineTpyBanu i BigdinbTpoBaHy TBepay pevoBuHy npomunu DCM (30 wmn).
dinbTpaT KOHUEHTPYBanu, i 3anuoK O4YNCTUNN 3a AoNoMOorot dnew-xpomartorpadii Ha cunikareni
(entoeHT: Big rekcaHy oo 30 % EtOAc/rekcaH), oTpumasum Tl PS-3axuieHnii nonepegHuk.

Ho BuwesasHadeHoro TIPS-saxuweHoro nonepegHuka (0,10 r, 0,15 mmonb) y DCM (8 mn)
poganu TFA (2 mn). Cymiw nepemiwyBanu npu KiMHaTHIA TemnepaTtypi BNPOAOBX 2 rogvH, M MoTim
KOHLleHTpyBanu. 3anuwok ounctunu 3a gonomoroto HPLC-xpomatorpadii i 06pobneHi Takum YMHOM
dpakuii o6'egHanu i UMM y Hacuyenuin po3unH NaHCO; (30 mn). BogHuii wap ekctparyBanm
EtOAc (2x30 mn), a oO'egHaHi opraHiYHi Wapy NPOMUIIM COSNIbOBMM PO3YMHOM, BUCYLUMNN Hag
6essogHum Na,SO, i npodinsTpyBanu. PinbTpaTt KOHUEHTPyBanwu, i TBepay pPeyvoBMHY po3Tepnu B
nopowok B cymiwi EtOAc/rekcan (1/5, 30 mn). lNicna dinbTpauii 6yna oTpumaHa 3a3HayeHa B
3arofloBKy Cronyka, sika asnana cobow TBepay pedvoBuHy Ginoro komnbopy (25 mr, 3 % 3aranbHui
BUXiA).

'H AMP (500 My, DMSO-dg): & 2,17 (s, 3H), 2,20-2,30 (m, 4H), 2,73 (t, J=4,6 'y, 4H), 3,28 (s,
2H), 6,41 (t, J=2,2 Ty, 1H), 6,89 (d, J=8,5 'y, 2H), 7,09 (t, J=7,8 T'u, 1H), 7,24 (d, J=8,3 'y, 1H), 7,27
(t, .J=2,8 'y, 1H), 7,31 (6, J=7,5 'y, 1H), 7,44 (d, J=8,5 'y, 2H), 7,85 (s, 1H), 8,13 (s, 1H), 8,77(s,
1H), 11,10(s, 1H) MS(ES+): m/z 414 (M+H)".

Mpuknag 111. 5-|\/|eTI/IJ'I-N4-(7-MeTVIJ'I-1H-iHD,OJ'I-4-iJ'I)-Nz-(4-(4-MeTI/IJ'II'IiI'Iepa3VIH-1-
in)deHin)nipumianH-2,4-giamid (cnonyka LXXIII):

/NH

HN //\ e
N
\ﬁN
/)\
N N
H CLXXII

Cywmiw npomixkHoro npogykty 32 (674 wr, 2,25 mmons), 4-6pom-7-meTtnn-1H-ingony (522 wr, 2,48
MMonb), Pdy(dba)s (182 mr, 0,2 mmons), kcaHTdocy (360 mr, 0,6 mmons) i kapboHaTy uesito (2,6 1, 8
MMOMb) cycneHaysanu B giokcaHi (50 mn) i kMA'aTunu 3i 3BOPOTHUM XONoAUNbHUKOM B aTMmocdepi
aproHy npotarom 20 rog. [Oani cymiw npodineTpyBanu i dinbTpaT KOHUEHTpyBanu Yy BakyyMi.
Banuwok ounctunu 3a ponomoroto HPLC-xpomaTorpadii, ogepxasLUn 3a3HavyeHy B 3arorioBky
cnonyky (136 mr coni HCI, 13 %) y Burnsagi Teepgoi pe4oBmHu Binoro Konbopy.

'H AMP (500 Mru, DMSO-dg): d 2,21 (s, 3H), 2,55 (s, 3H), 2,80 (d, J=4,6 Iy, 3H), 3,00-3,05 (m,
2H), 3,10-3,16 (m, 2H), 3,45-3,48 (m, 2H), 3,64-3,66 (m, 2H), 6,33-6,34 (T, 1H), 6,63 (br, 2H), 6,92-
6,97 (1, 4H), 7,35 (t, J=2,1 T'u, 1H), 7,83 (s, 1H), 10,04 (s, 1H), 10,24 (s, 1H), 11,08 (br s, 1H), 11,34
(s, 1H), 12,12 (br s, 1H). MS (ES+): m/z 428 (M+H)".

Mpvknag 112. N*-(7-Xnop-1H-iHaon-4-in)-5-meTun-N>-(4-(4-meTunninepasuH-1-
in)dpenin)nipumianH-2,4-giamid (cnonyka LXXIV):
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Cymiw npomixHoro npogykty 32 (298 wmr, 1,0 mmonb), 4-6pom-7-xnop-1H-iHgony (231 wr, 1,04
mMmonb), Pdy(dba); (92 mr, 0,1 mmonsb), kcaHTdocy (180 mr, 0,3 mmonb) i kapboHaTy uesito (1,3 r, 4
MMOIb) cycneHaysanu B giokcaHi (50 mn) i kun'aTunu 3i 3BOPOTHUM XOMNOAUMBLHUKOM B aTtMocdepi
aproHy npotarom 20 roa. [Hani cymiw npodineTpyBanu i pinbTpat KOHUEHTpyBanu y BaKyyMi.
Banuwok ounctunu 3a pgonomoroto HPLC-xpomaTorpacpii, ogepxaBlun 3a3HavyeHy B 3arosfioBKy
cnonyky (251 mr coni HCI, 51 %) y Burnagi Tsepaoi peyoBuHM Ginoro Konsopy.

'H AMP (500 MI'y, DMSO-dg): & 2,21 (s, 3H), 2,80 (d, J=4,6 'u, 3H), 3,01-3,05 (m, 2H), 3,08-3,13
(m, 2H), 3,46-3,48 (m, 2H), 3,65-3,67 (m, 2H), 6,46-6,47 (m, 1H), 6,64 (br s, 1H), 6,93 (d, J=8,9 I'u,
2H), 7,05 (d, J=8,1 'y, 2H), 7,25 (d, J=8,0 'y, 2H), 7,43-7,44 (m, 1H), 7,87 (s, 1H), 10,13 (s, 1H),
10,27 (s, 1H), 11,00 (br s, 1H2, 11,70 (s, 1H), 12,23 (br s, H). MS (ES+): m/z 448 (M+H)".

Mpuknag 113. N -(4-(2-(|-|ipOJ‘Ii}J,l/IH-l-iJ'I)eTOKCVI)d)eHiJ'I)-5-MeTI/IJ'I-N4-(7-MeTVIJ'I-1H-iH,CI,OJ'I-4-
in)nipumigunH-2,4-giamid (cnonyka LXXV):

/ NH
L0

. LXXV

Cywmiw npomixHoro npoaykty 38 (410 mr, 1,3 mMmonb), 4-6pom-7-metun-1H-ingony (275 wr, 1,3
mMonb), Pd,(dba)s (92 mr, 0,1 mmonsb), kcaHTdocy (180 mr, 0,3 mmonb) i kapboHaTy uesito (1,3 T, 4
MMOMb) cycneHaysanu B giokcaHi (50 Mn) i KMA'aTunu 3i 3BOPOTHUM XONoAUINbHUKOM B aTMmocdepi
aproHy npotarom 20 rog. [Oani cymiw npodinbTpyBanu i inbTpaT KOHUEHTpyBanu Yy BaKyyMi.
Banuwok ounctunu 3a gonomoroto HPLC-xpomaTorpadii, ogepxaBlin 3a3Ha4yeHy B 3arosioBKY
cnonyky (92 mr coni HCI, 15 %) y Burnagi TBepgoi pe4oBuHM 6irioro Konbopy.

'H AMP (500 My, DMSO-dg): 5 1,88-1,90 (m, 2H), 1,93-2,02 (m, 2H), 2,21 (s, 3H), 2,55 (s, 3H),
3,06-3,10 (m, 2H), 3,51-3,54 (m, 4H), 4,26 (t, J=4,9 'y, 2H), 6,33-6,34 (m, 1H), 6,61 (br d, 2H), 6,93-
6,95 (m, 2H), 7,03 (d, J=8,9 I'u, 2H), 7,34 (t, J=2,8 'y, 1H), 7,85 (s, 1H), 10,07 (s, 1H), 10,33 (s, 1H),
10,91 (brs, 1H), 11,34 (s, 1H), 12,15 (brs, H). MS (ES+): m/z 443 (M+H)".

Mpuknag 114. N2-(4-(2-(|-|ipOJ‘IiLI,VIH-l-iJ‘I)eTOKCI/I)d)eHiJ'I)-5-MeTI/IJ'I-N4-(7-XJ'IOp-1H-iH/J,0ﬂ-4-
in)nipumiguH-2,4-giamid (cnonyka LXXVI):
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/NH

Cl

HN
L0
N/)\N
H L LLXVI

Cywmiw npomikHoro npogykty 38 (270 wmr, 0,86 mmonb), 4-6pom-7-xnop-1H-iHgony (198 wmr, 0,86
Mmonb), Pdy(dba)s (72 wmr, 0,08 mmons), kcantdocy (140 mr, 0,24 mmoneb) i kapboHaTty uesito (1,3, 4
MMOIb) cycneHaysanu B giokcaHi (50 mn) i kun'aTunu 3i 3BOPOTHUM XOMNOAUMBLHUKOM B aTtMocdepi
aproHy npotarom 20 rog. Hani cymiw npodinbTpyBanu, i inbTpar KOHUEHTpyBanu y BaKyyMi.
Banuuwok odmctunu wnaxom HPLC-xpomaTorpadii, ogepxasLlum 3a3HayYeHy B 3arofioBky crnonyky (33
mr coni HCI, 8 %) y Burnsagi TBepaoi pe4oBunHM Ginoro KonLopy.

'H AMP (500 Mry, DMSO-dg): 5 1,88-1,90 (m, 2H), 1,93-2,02 (m, 2H), 2,22 (s, 3H), 3,06-3,10 (m,
2H), 3,51-3,54 (m, 4H), 4,27 (t, J=4,9 T'u, 2H), 6,46-6,47 (m, 1H), 6,63 (br d, 2H), 6,95 (d, J=8,2 'y,
2H), 7,06 (d, J=8,0 I'u, 1H), 7,25 (d, J=8,0 I'u, 1H), 7,43 (t, J=2,8 'u, 1H), 7,90 (s, 1H), 10,13 (s, 1H),
10,40 (s, 1H), 10,94 (brs, 1H), 11,70 (s, 1H), 12,33 (brs, H). MS (ES+): m/z 463 (M+H)".

Mpuknag 115. NZ-(4-(2-(|_|ipOJ‘IiD,I/IH-l-iﬂ)eTOKCVI)(*)eHiJ'I)-5-MeTVIJ'I-N4-(7-d)TOp-1H-iH,D,OJ'I-4-iﬂ)
nipumiguH-2,4-giamin (cnonyka LXXVII):

/ NH F
HN
L0
N/)\N
H LXXVII

Cywmiw npomixkHoro npogykty 38 (413 wr, 1,3 mmons), 4-6pom-7-cptop-1H-iHgony (310 wmr, 1,45
mMonb), Pd,(dba)s (92 mr, 0,1 mmonsb), kcaHTdocy (180 mr, 0,3 mmonb) i kapboHaTy uesito (1,3 T, 4
MMOMb) cycneHaysanu B giokcaHi (50 Mn) i KMA'aTunu 3i 3BOPOTHUM XONoAUINbHUKOM B aTMmocdepi
aproHy npotarom 20 rog. Oani cymiw npodinbTpyBanu i dinbTpaT KOHUEHTpyBanu y BakyyMi.
Banuwok ounctunu 3a gonomoroto HPLC-xpomaTorpadii, ogepxaBlin 3a3Ha4yeHy B 3arosioBKY
cnonyky (10 mr coni HCI, 1,5 %) y Burnagi TBepaoi pe4oBUHN KOPUYHEBOTO KOMbOPY.

'H AMP (500 Mru, DMSO-dg): 5 1,88-1,90 (m, 2H), 1,93-2,02 (m, 2H), 2,21 (s, 3H), 3,06-3,10 (m,
2H), 3,51-3,56 (m, 4H), 4,26 (t, J=4,9 l'u, 2H), 6,42-6,43 (m, 1H), 6,63 (br d, 2H), 6,95-7,04 (m, 3H),
7,35 (d, J=8,9 'y, 1H), 7,42 (t, J=2,8 'y, 1H), 7,89 (s, 1H), 10,08 (s, 1H), 10,41 (s, 1H), 10,90 (brs,
1H), 11,85(s, 1H), 12,33 (brs, H). MS (ES+): m/z 447 (M+H)".

Mpuknag 116. N4-(3-TpeT-6yTwn(beHin)-5-meTv|n-N2-(4-(4-MeTV|nninepa3|/|H-1-in)cbeHin)nipMMip,MH-
2,4-giamiH (cnonyka LXXVIII):
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Cywmiw npomixkHoro npogykty 32 (298 mr, 1,0 mmone), 1-TpeT-6yTun-3-6pombensony (256 mr, 1,2
mmonb), Pd,(dba); (92 mr, 0,1 mMonb), kcaHTgocy (180 mr, 0,3 mMonb) i kapboHaTy uesito (1,3 1, 4
MMOIb) cycneHgysanu B giokcaHi (50 mn) i kun'aTunn 3i 3BOPOTHUM XOMOAMIBHUKOM B aTMocdepi
aproHy npotsarom 20 roa. Micnsa yporo cymiw npodinbTpyBany i inbTpaT KOHLEHTPYBanM y BakyyMi.
Banuwok ounctunu 3a pgonomoroto HPLC-xpomaTorpacpii, ogepxaBlun 3a3HavyeHy B 3arosfioBKy
cnonyky (27 mr coni HCI, 6 %) y Burnsaai TBepaoi pe4oBrHU 6inoro Konsopy.

'H AMP (500 Mru, DMSO-ds): 8 1,25 (s, 9H), 2,16 (s, 3H), 2,80 (d, J=4,6 Iy, 3H), 3,04-3,16 (m,
4H), 3,47-3,49 (m, 2H), 3,65-3,67 (m, 2H), 6,90 (d, J=8,9 'y, 2H), 7,26 (d, J=9,0 'y, 2H), 7,28-7,35
(m, 2H), 7,45 (t, J=1,8 'y, 1H), 7,50 (d, J=7,8 T'u, 1H), 7,86 (s, 1H), 9,70 (s, 1H), 1037 (s, 1H), 11,01
(brs, 1H), 12,34 (brs, H). MS (ES+): m/z 431. (M+H)".

Mpuknag 117. N-(3-TpeT-6yTundeHrin)-2-xnop-5-metTunnipyumignH-4-amiH - (MPOMDKHUA  NPOAYKT
41).

N Cm

Cymiw 2-xnop-5-metunnipumignn-4-aminy (670 mr, 4,7 mmons), 1-TpeT-6yTnn-3-6pomGeHsony
(1,5 r, 7 mmonb), Pdy(dba); (366 mr, 0,4 mMonb), kcaHTdocy (695 mr, 1,2 mmonb) i kapboHaTy Lesito
(6,2 r, 19 mmonb) cycneHgyeanu B fgiokcaHi (150 mn) i kKMA'aTUNU 3i 3BOPOTHUM XOMNOAUIBHUKOM B
aTtMocdpepi aproHy npotarom 20 roa. Oani cymiw npodpinbTpyBanu i inbTpaT KOHUEHTpyBanu y
Bakyymi. 3anuwok po3dumHunm B EtOAc (10 mn) i go posumHy goganu rekcan (100 mn). Teepay
peyoBuMHY 3ibpanu wnaxom dQinbTpauii i NpoMunu rekcaHoM, OTpMMaBLUM Cup; 3a3HadyeHy B
3aronoBky cnonyky (1,2 r, 99 %), aka sinsana cobot TBepay PEYHOBMHY XXOBTOMO KOMbLOPY.

Mpuvknapa 118. N*-(3-TpeT-6yTundenin)-5-metun-N>-(4-(ninepuanH-4-inokcu)eHin)nipumiauH-2,4-
Aiamin (cnonyka LXXIX):
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HN
0
NN
| )\ NH
_
N N
H _LXXIX

Cymiw  npomixHoro npogykty 41 (740 wmr, 2,68 wmmomnb) i  TpeT-OyTun-4-(4-
aMiHodbeHokeun)ninepuamnH-1-kapbokeunaty (500 mr, 1,71 Mmonb) cycneHayBanu B OUTOBIN KUCNOTI
(10 mn) i rpinn npn Temnepatypi 100 °C npotarom 4 roa. lMicna uboro cymiwi gann OCTUTHYTUM OO
KiIMHaTHOT Temneparypu, i nig 3HKEHNUM TUCKOM BUAANWIM 3 Hel OLTOBY KMCNOTY. 3anuwok Bigidpanu
y Bogi (20 mn) Ta HenTpanidysanu go pH~7. YTBOpeHun y pesynbtaTi po3unH ekctparysann EtOAc
(30 mn), a opraHiyHun wap Bigokpemunu. [dani opraHiyHWA Lwap NpOMUIM COMbOBUM PO3YMHOM,
Bucywunu Hag MgSQO, i npodinbTpyBanu. PinbTpaTt KOHUEHTpYBanu y Bakyymi. Lien cupun npogykt
ouymcTunu 3a gonomoroto HPLC-xpomatorpadii, ogepasLum 3a3HaveHy B 3arofioBKy Cronyky (276 mr
coni HCI, 35 %), sika siBnsina cob6oto TBEpAY PEYOBUHY KOBTOIO KOMbOPY.

'H AMP (500 My, DMSO-de): 8 1,22 (s, 9H), 1,77-1,81 (m, 2H), 2,03-2,07 (m, 2H), 2,14 (s, 3H),
3,00-3,04 (m, 2H), 3,18 (br s, 2H), 4,56-4,57 (m, 1H), 6,86 (d, J=8,9 'y, 2H), 7,26-7,31 (m, 4H), 7,40
(s, 1H), 7,44 (d, J=7,5 'y, 1H), 7,84 (s, 1H), 8,93 (br s, 1H), 8,99 (br s, 1H), 9,67 (s, 1H), 10,31 (s,
1H). MS (ES+): m/z 432 (M+H)".

Mpuknag 119. TpeT-6yTnn-4-(4-(4-amiHo-5-meTnnnipMMignH-2-inamiHo)eHoken)ninepnanH-1-
KapbokcmnaTt (MPOMDKHUIA NPOAYKT 42):

NH
O
SN
-
=
N N
H 42
Cymiw  2-xnop-5-metunnipumigun-4-amivy (540 wr, 3,7 wmmonb) i TpeT-OyTun-4-(4-
amiHodeHoken)ninepuauH-1-kapbokeunaty (1,1 r, 3,7 Mmonb) cycneHayBanu B ouToBi kucnoTi (20
mn) i rpinu npu Temnepatypi 70 °C npotarom 1 roa. lMicns uboro cymiwi ganm oCTUrHYTU OO KiIMHATHOT
TemnepaTypu, i Nig 3HWKEHUM TUCKOM BUOAnwWmnu 3 Hei OouTOBY KMCROTY. 3anuvwiok Bigibpanu y Bogi
(20 mn) Ta HenTpanisysanu go pH~7. YTBOpeHun y pesynbTtaTi po3unH ekctparysanu EtOAc (30 mn) i
opraHiyHui wap sigokpemunu. [ani opraHiyHMn Wap NPoMUIIM CONbOBUM PO3YUMHOM, BUCYLLUUMNN Haf
MgSO, i npodinbTpyBanu. dinbTpaT KOHLEHTPYBanu y Bakyymi, OfepXaBLUu 3a3HaYeHy B 3aronoBKy
crnonyky (1,4, 95 %), sika ABnsna cobolo TBepay peyOoBUHY KOBTOMO KOMbOPY.
Mpuknag 120. N -(1H-|Hﬂ,a30ﬂ-ij'l)-5-MeTI/IJ'I-NZ-(4-I'IiI'IepI/Ip,MH-4-iﬂ0KCM)d)eHiﬂ)l‘lipI/IMi,D,MH-Z,4-LI,iaMiH
(cnonyka LXXX):
N—NH

HN
0
NN
| \C\NH
_
N N
H _LXXX

Cymiw npomixHoro npoaykty 42 (480 wmr, 1,2 mmonb), 4-6pom-1H-iHgasony (236 mr, 1,2 mmons),
Pd,(dba); (92 wr, 0,1 mMmonb), kcaHTdocy (180 mr, 0,3 mmonb) i kapboHaty uesito (1,3 r, 4 MMOrb)
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cycnenaysanu B giokcaHi (50 mn) i KMN'aTunu 3i 3BOPOTHMM XONOAUNBHUKOM B atMocdepi aproHy
npotsarom 20 rog. Hani cymiw npodineTpyBanu i ginbTpaT KOHUEHTpyBanu y BakyyMi. 3anuLiok
ouncTunu 3a gonomoroto HPLC-xpomaTtorpadii, ogep)kaBLun 3a3HaveHy B 3arosfioBKy Crnosnyky (4 mr
coni HCI, 1,2 %), sika aBnsina coboto TBepAy PEYOBUHY XXOBTOIO KOMbOPY.

'H AMP (500 Mru, DMSO-dg): 5 1,75-1,80 (m, 2H), 2,02-2,07 (m, 2H), 2,24 (s, 3H), 3,05-3,09 (m,
2H), 3,17-3,21 (m, 2H), 4,52 (br s, 1H), 6,63 (d, J=8,6 'y, 2H), 7,01 (d, J=8,6 'y, 2H), 7,14 (d, J=7,3
Mu, 2H), 7,38-7,44 (m, 2H), 7,62 (d, J=8,9 'y, 2H), 7,92 (s, 1H), 8,02 (s, 1H), 9,00 (brs, 1H), 9,04 (brs,
1H), 10,20 (s, 1H), 10,33 (s, 1H). MS (ES+): m/z 416 (M+H)".

Mpuknag 121. Tpet-6yTunosun ectep 4-{3-[4-(4-xnop-3-MeToKCHMdEHINamMiHO)-5-meTunnipnmignH-
2-inamiHo]6eH3un}ninepasnH-1-kapboHOBOT KUCIOTU (MPOMIKHUIA NPOAYKT 43):

Cl

[Re¥sVena

Cymiw npomikHoro npogykty 31 (0,092 r, 0,33 mmornb), TpeT-OyTunoBoro ectepy 4-(3-
amiHoGeH3un)ninepasuH-1-kapboHoBoi kucrotn (0,11 r, 0,39 mMmonb), Pdy(dba); (0,03 r, 0,033
MMorb), kcaHTgocy (0,038 r, 0,065 mmonb) i kapboHaTy uesito (0,32 r, 0,98 mmornb) cycneHgysBanu B
giokcaHi (5 mn) i rpinu MiKpoxBUILOBMM OMPOMiHIOBaHHAM npu Temnepatypi 160 °C npotarom 15 xB.
Micna uboro peakuiiHy Cymill oxonoaunu Ao KiMHATHOI TemnepaTtypu i NMPOKPYTUNM Ha LeHTpudysi.
PeakuinHy cymiwl gekaHTyBanu i opraHiyHy a3y KOHUEHTpyBanu y BakyyMmi. 3anuwite o4ymcTunm 3a
ponomoroto HPLC-xpomartorpadii, ogepxkaslum 3a3HayveHy B 3aronosky cnonyky (0,075 r, 43 %) y
BUrNS4i TBEPAOI PEYOBMHU KOPUYHEBOIO KOMbOPY.

Mpuknag 122. N4(4-Xﬂ0p-3-MeTOKCI/ICbeHiJ'I)-5-MeTI/IJ'I-N2-(3-I'Iil'lepa3I/IH-l-
inmeTundeHin)nipumiguH-2,4-giamin (cnonyka LXXXI):
Cl

o NH
ZN K\NH
N J\ N\)
N N
H L LXXXI

Po3uuH npomixHoro npoaykty 43 (0,075 r, 0,14 mmons) y DCM (8 mn) amiwanu 3 TFA (2 mn). 3a
2 roouHW NepemilllyBaHHsi PO34YMHHMKA BUAAMNMIN, @ 3aNULLOK, O YTBOPUBCS, PO3TEPSIN B MOPOLLOK 3
AieTMNoBMM eTepoM i B pe3ynbTati oTpumanu 6inui rirpockoniyHmid nopotwok (0,05 r, 82 %).

'H AMP (500 ML, DMSO-de): & 2,17 (s, 3H), 2,89 (br s, 4H), 3,2 (br s, 4H), 3,68 (s, 4H), 3,82 (br
s, 3H), 7,16-7,19 (m, 2H), 7,28 (t, J=7,9 'y, 1H), 7,33 (d, J=2,3 l'u, 1H), 7,39 (s, 1H), 7,43 (d, J=8,5
Mu, 1H), 7,49 (d, 8,6 'u, 1H), 7,98(s, 1H), 8,8 (brs, 2H), 9,78 (br s, 1H), 10,57 (br s, 1H). MS (ES+):
m/z 439 (M+H)".

Mpvknag 123. N*-(4-Xnop-3-meTokcudeHin)-5-metun-N>-[4-(ninepuanH-4-
inokcu)dpeHin]nipumigun-2,4-giamid (cnonyka LXXXII):
Cl
\O NH
0]
ZZNY
N\ J\ NH
N N
H L LXXXII
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Cymiw npomixHoro npogykty 31 (0,66 r, 2,3 mmonb) i TpeT-bytunosoro ectepy 4-(4-
amiHodeHoken)ninepuaunH-1-kapboHosoi kucnotu (0,88 mr, 3,0 mmonb) B ouToBi kucnoti (15 mn)
rpinv MiKpOXBUITbOBMM OMpPOMIiHIOBaHHAM npu Temnepatypi 160 °C npotsarom 15 xB. [licnsa uboro
CYMilli ganu oCTUrHYTU OO KiMHaTHOI TemnepaTypu, i Nig 3HWKEHMM TUCKOM BMAAnNuMAM 3 Hel ouToBY
kucnoty. 3anuwok Bigidbpanu y soai (20 mn), a cymiw HenTpanidyBanm 10 % posunHom NaOH, ax
NoKN He yTBOpWBCS TBepaun ocag. lMicna dginbTpauii 3 HAaCTYNHOK KOFIOHKOBOK XpomaTorpadieto
OTpMManu 3asHadeHy B 3arofioBKy CMOMyKy y BUMMsAi TBepaux yactok 6exesoro konbopy (0,51 r,
50 %).

'H AMP (500 MI'u, DMSO-dg): & 1,37-1,44 (m, 2H), 1,86-1,89 (m, 2H), 2,09 (s, 3H), 2,50-2,56 (m,
2H), 2,91-2,95 (m, 2H), 3,16 (s, 3H), 3,32 (br s, 3H), 3,72 (s, 3H), 4,09 (br s, 1H), 4,21-4,26 (m, 1H),
6,77 (d, J=9I'u, 2H), 7,27 (d, J-8,5 I'u, 1H), 7,40-7,42 (m, 1H), 7,46-7,49 (m, 3H), 7,87 (s, 1H), 8,31 (s,
1H), 8,78 (s, 1H). MS (ES+): m/z 440 (M+H)".

Mpuknag 124. TpeT-6yTunosun ectep 4-{3-[4-(4-Xnop-3-mMmeToKcMdeHinamiHo)-5-meTunnipnmigmH-
2-inamiHo]deHin}ninepasuH-1-kapboHOBOT KUCIIOTU (NPOMIXKHMIA NPOAYKT 44):

C

\O

PN
I Y
@NTO .

44

Cymiw npomikHoro npogykty 31 (0,13 r, 0,46 mmonb) i TpeT-byTnnosoro ectepy 4-(3-
amiHodeHin)ninepasuH-1-kapboHosoi kucnotu (0,19 mr, 0,68 Mmonb) B OUTOBIN KMCMOTI (8 Mn) rpinu
npu Temnepatypi 80 °C npotdarom 15 roa. [licna uporo cymiwi ganu OCTUIHYTM OO KiMHATHOI
TemnepaTypu, i Nig 3HWKEHUM TUCKOM BuAanwumnu 3 Hei ouTOBY KMCMOTy. 3anuwok Bigibpanu y Bogi
(20 mn), i cymiw Hentpanisysann 10 % posunHom NaOH. [licna uboro ii ekcTparyBanu
eTunaueTaToM, NPOMMUMNN COMbOBMM PO3YMHOM Ta NigAanu BUNaplOBaHHIO A0 YTBOPEHHS MacrsiHOro
3anuwky. licna oBpobkM UBOro NPOAYKTY Ha XpomaTtorpacdpiyHiin KOMoHLUI OTpuManu 3asHavyeHy B
3arofioBKy CMOMyKY Y BArMAAi TBEpAUX YacTok Binoro KOﬂb0p¥ (0,121, 48 %).

Mpuknag 125. N4(4-Xnop-3-MeTOKcmcpeHin)-S-MeTMn-N -(3-ninepasuH-1-in-geHin)nipumignH-2,4-
aiamiH (cnonyka LXXXIII):

Cl

\O NH

K/NH
. LXXXII

Po3uumH npomixHoro npoaykty 44 (0,11 r, 0,21 mmone) y DCM (8 mn) amiwanu 3 TFA (1 mn). 3a 3
rogvHW NepeMillyBaHHs PO3YMHHUKM BUAAMWIK, | 3aNULLIOK, WO YTBOPUBCSH, Bigibpanu B eTunauerarTi i
npomunn 10 % po3yuHom OikapboHaTy HaTpito. [licns uboro opraHiyHy a3y BUCYLIMIN Hag
cynbatomM HaTpito, npodineTpyBanu i BMnapunu OO YTBOpPeHHs 6Ginoro nopouwky. Llen npogykTt
po3baBunm DCM (5 mn) i amiwann 3 4M HCI B giokcani (0,5 mi). PO34YMHHMKM HEranHo Buganunu i B
pesynbTati oTpumanu cine HCI 3a3HadyeHOi B 3arofioBKy CMONykKn y BUrMSAAI TBEPAMX 4acTok Binoro
konbopy (0,06 1, 67 %).

'H AMP (500 My, DMSO-ds): 5 2,18 (s, 3H), 3,12 (br s, 4H), 3,22 (br s, 4H), 3,65 (s, 3E), 6,80 (d,
J-8,1 I'u, 1H), 6,95 (s, 2H), 7,14 (t, J=8,2 'y, 111), 7,23 (d, J=7,0 'y, 1H), 7,37-7,40 (m, 2H), 7,95 (s,
1H), 9,33 (brs, '2H), 9,88 (s, 1H), 10,62 (s, 1H). MS (ES+): m/z 425 (M+H)".
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Mpuknag 126. 244-(3-bpomdeHin)ninepnaunH-1-injeTaHon (MPoMikHUA NPOaYKT 45):

Q\O V\OH s

4-(3-bpom-ceHin)ninepuauH (1,2 r, 4,8 mmonb) i 2-6pomeTtaHon (0,72 mn, 10 mmornb) po3basunu
DMF (20 mn) i 3miwanu 3 kapboHaTom kanito (2,7 r, 20 mmonb). Cymiw nepemiwyBanu npu
HaBKOMUWLWHIN TemnepaTypi npotarom 18 roguMH, a noTiMm BunuNM y BOAY Ta eKkcTparyBanmu
etTunaueTtaTtom. [licns uUbOro opraHidyHy asy npoMunM CONbOBUM PO3YUHOM, BUCYLUUNW Haf
cynbaTtom HaTpito, npodinbTpyBanu i Bunapwunu, otpumanLum ceitne macno (0,6 r, 44 %).

Mpuknan 127. 2-[4-(3-(5-MeTun-2-[4-(4-meTnnninepasuH-1-in)peHinamiHo 1nipumignH-4-
inamiHo}peHin)ninepngnH-1-inJetaHon (cnonyka LXXXIV):

WOQ oy

NS
N N

H . LXXXIV

Cymiw npomixHoro npoaykty 32 (0,11 r, 0,38 mmonb), npomixHoro npogykty 45 (0,21 r, 0,75
MMonb), Pdy(dba)s (0,034 r, 0,037 mmonb), kcaHTdocy (0,043 r, 0,075 mmonb) i kKapboHaTy uesito
(0,37 r, 1,1 mmonb) cycneHgysanu B giokcaHi (10 mn) i rpinu MiKpoXBuUnbOBMM BUMPOMIHIOBAHHAM NpU
Temnepatypi 160 °C npotarom 15 xB. [icnd uboro peakuiHy Cymiw oxonogunu A0 KiMHaTHOI
TemrnepaTypu i NPOKPYTMNM Ha UeHTpudysi. PeakuinHy cymiw agekaHTysBanwu, W opradidHy dasy
KOHUEHTpyBanu y Bakyymi. 3anuwok ounctunm 3a gonomoroo HPLC-xpomaTorpadii, ogepxasLum
3a3HaveHy B 3aronosky cnonyky (0,075 r, 43 %) y Burnagi TBepaoi pevyoBuHM ¢QioneToBOro Konbopy
(0,02, 11 %).

'"H AMP (500 Mru, DMSO-dg): & 1,60-1,67 (m, 2H), 1,73 (d, J=11,3 Ty, 2H), 2,02-2,07 (m, 2H),
2,08 (s, 3H), 2,21 (s, 3H), 2,39-2,45 (m, 7H), 2,95 (d, J=11,4 'y, 2H), 3,00 (t, J=4,66 I'u, 4H), 3,50 (t,
J=6,44 I'u, 2H), 6,76 (d, J=9 'y, 2H), 6,92 (d, J=8,5 'y, 1H), 7,22 (t, J=7,8 'u, 1H), 7,45-7,49 (m, 3H),
7,66 (d, J=7,7 Tu, 1H)s 7,82 (s, 1H), 8,09 (s, 1H), 8,67 (s, 1H). MS (ES+): m/z 502(M+H)".

Mpuknag 128. Tpet-6ytunoBunm ectep  4-(3-6pombeH3oncynbgoHinamiHo)ninepnanH-1-
KapbOHOBOI KUCIOTW (MPOMIXKHUIA NPoJyKT 46):

Br S

. 46

3-BpombeHsoncynedoHinxnopua (2,2 r, 8,7 mmonb) i TpeT-6yTnnosun ectep 4-amiHo-ninepnavH-
1-kapboHoBoi kucnotn (2 r, 10 mmonb) o6'egHanu i po3basunn DCM (50 mn) ta TEA (3,6 mn, 26
MMOnb). 3a 16 rogvH peakuiiHy CyMmill BUNWMAM B AINWMBHY NiMKy i npomunu Bogot. [licna uporo
opraHiyHy dasy npoMunu CorbOBMM PO34YMHOM, BUCYLLUIU Ha CcynbdaToM HaTpilo, NpodinsTpysanu
i BUNnapvnu, oTpMMaBLLK CBiTIIe Macno, sike npu cTosHHI TBepAino (3,6 r, 98 %).

Mpuknag 129. TpeT-6yTnnosui ectep 4-(3-{5-meTun-2-[4-(4-meTunninepasuH-1-
in)deHinamiHo]nipnmiamH-4-inamiHo]6eH3oncynsgoHinamiHo)ninepuamnH-1-kapboHoBOT Kncrnotun
(npombxHUIA NpoaykT 47):

109



10

15

20

25

30

UA 109411 C2

N
AT E T S
N A
7]/ o O _ N\)
(@] |N
\)\
N N
H 47

Cymiw npomixHoro npoaykty 32 (0,15 r, 0,518 mmonb), npomixxHoro npoaykty 46 (0,28 r, 0,67
mmonb), Pd,(dba); (0,024 r, 0,026 mmonk), kcaHTdocy (0,03 r, 0,052 mmonb) | kapboHaTy uesito (0,34
r, 1 Mmonb) cycneHgyBanu B fgiokcani (10 mn) i rpinu MiKpOXBMILOBUM BUMPOMIHIOBAHHSAM MNpwu
TemnepaTypi 160 °C npotarom 15 xB. [licns uboro peakuiiHy CymilWl OXonogunu [o KiMHaTHOI
TemnepaTtypu i NpokpyTMnn Ha ueHTpudysi. Lani cymiw gekaHTyBanu Ha nig. YTBOpeHUn y
pesynbTati ocad Bucywunu i nigganu obpobui 3HatTa 3axumcty (0,2 r).

Mpuknag 130. 3-(5-Metun-2-[4-(4-meTunninepa3suH-1-in)deHinamiHo]nipumianH-4-inamiHo}-N-
ninepnauH-4-in-6eHsoncynsdoHamig (cnonyka LXXXV):

N
g NH K\N
HN 7N\
o O N\)
N
\J\
N N
H L LXXXV

MpomixHun npoaykt 47 (0,2 r, 0,32 Mmonb) po3basunm DCM (10 mn) i amiwanu 3 TFA (0,3 mn).
3a 3 roavHM PO3YMHHUKN peakuiiHOl CyMiLli BUaanunu i yTBopeHun ocag odnctunu wnsaxom HPLC-
xpomatorpadii (0,01 r, 6 %).

'H AMP (500 My, DMSO-dg): 8 1,30-1,35 (m, 2H), 1,56-1,58 (m, 2H), 1,98 (s, 2H), 2,11 (s, 3H),
2,21 (s, 3H), 2,43-2,45 (m, 4H), 2,84-2,87 (m, 2H), 3,02 (t, J=4,6 'y, 2H), 6,80 (d, J=9 I'u, 2H), 7,45-
7,51 (m, 4H), 7,78 (brs, 1H), 7,88 (s, 1H), 8,05 (s, 1H), 8,20 (d, J=7,6 'y, 1H), 8,53 (s, 1H), 8,71 (s,
1H). MS (ES+): m/z 537 (M+H)".

Mpuknag  131. N4-(4-(TpVICbTOpMeTI/IJ'I)-3-MeTI/IJ'ICbeHiJ'I)-5-MeTI/IJ'I-N2-(4-[4-MeTI/IJ'II'IiI'Iepa3I/IH-l-
in)dpenin)nipumignH-2,4-giamiHrigpoxnopug (cnonyka LXXXVI):

F,C

-

N
NN
| Cﬁl\\
N N
H

. LXXXVI

CycneHsito  npomixHoro npogykty 32 (0,12 r, 0,40 mmonb), 1-6pom-3-(TpucpTopmeTun)-2-
meTunbensony (0,14 r, 0,59 mmone), Pdy(dba)s (37 mr, 0,04 mmonb), kcaHTdpocy (47 wmr, 0,08 mmonb) i
kapboHaty uesito (0,39 r, 1,20 mmonb) B giokcaHi (20 mMn) 3Herasunu aproHom ynpooBX 2 XBUIUH, a
NOTIM KUN'ATUNK 3i 3BOPOTHUM XONOAWUIBHUKOM Y FEPMETUYHO 3aKpuTiiA NpoOipui npoTsirom Houi. Micns
OXOJTOKEHHS A0 KIMHATHOI TeMnepaTypu PO3YUMHHMK BUAAMMWIIM LUNSXOM POTOPHOrO BUNapoBYBaHHS,
i OTpUMaHy B pe3ynbTaTi CyMill O4YMCTUNK curiikarenemM 3 enteHToMm i3 cymiwi 10 % CH3;OH/CHCI;,
ofepXaBLLUM 3a3Ha4vyeHy B 3arofioBKy CMOMYKy, sika siBnsina cobo TBepay peyvoBuHy 6inoro Konbopy.
Llen npogykt po3dumHunm B CHCI; (30 mn) i tutpyBanm 2 M HCI B giokcaHi go pH 1. Po34mHHKK
BMOANUIN LUNSIXOM POTOPHOIO BUMAPOBYBAHHSA | TBEpAUN NPOAYKT peKkpucTanidyBanu i3 auetoHy (25
mr, 13 %).

'H AMP (500 Mry, DMSO-ds): & 2,20 (s, 3H), 2,26 (s, 3H), 2,77 (d, J=4,5 I'u, 3H), 3,00-3,20 (m,
4H), 3,45 (d, J=11,6 'y, 2H), 3,63 (d, J=12,2 'y, 2H), 6,71 (d, J=8,1 'y, 2H), 7,05 (d, J=9,0 lu, 2H),
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7,55 (t, J=7,9 'y, 1 H)e 7,63 (d, J=7,8 'y, 1H), 7,77 (d, J=7,77 Tu, 1H), 7,94 (s, 1H), 10,13 (s, 1H),
10,60 (s, 1H), 11,28 (s, 1H). MS (ES+): m/z 457 (M+H)".

Mpuknapg 132. 5-MeTun-N*-(4-(4-meTunninepaaunt-1-in)denin]-N*-(3-
(MeTnncynbgoHin)deHin)nipumignH-2,4-giamid (cnonyka LXXXVII):

0
-

; NH (//\\N
N
(@] \ﬁN
/)\
N N
H CLXXXVII

CycneHsito npomixxHoro npoaykty 32 (0,13 r, 0,44 mmonb), 1-6pom-3-(MeTuncynbgoHin)beH3ony
(0,24 r, 1,0 mmonsb), Pd,(dba); (40 mr, 0,04 mmons), kcaHTdocy (50 mr, 0,08 mmone) i kapGoHaTy
uesito (0,43 r, 1,32 mmonb) B giokcaHi (50 mn) 3Herasunu aproHoM ynpogoBX 2 XBWIWH, MiCrs YOro
NPOTAroOM HOYi KUN'ATUAM 3i 3BOPOTHMM XOMOAWNBHMKOM. [licrisi OXONOMKEHHA A0 KiMHATHOI
TeMnepaTypu pPO3YMHHUK BUAAMMIM LUMISIXOM POTOPHOIO BMMApPOBYBAaHHS, i OTPMMaHy B pe3ynbTarTi
CyMill ouncTUnK cunikarenem 3 entoeHToM i3 cymiwi 30 % CH3;OH/CHCI;, ogepxaBwum 3a3HayeHy B
3arofoBKy CMoyKy, fka siBnsna coboto TBepay peyvoBuHy 6nigo-xosToro konsopy (35 mr, 15 %).

'H AMP (500 My, DMSO-ds): & 2,11 (s, 3H), 2,23 (s, 3H), 2,46 (br s, 4H), 3,03 (t, J=4,4 Iy, 4H),
3,19 (s, 3H), 6,81 (d, J=9,0 'y, 2H), 7,45 (d, J=8,9 'y, 2H), 7,5-7,6 (m, 2H), 7,91 (s, 1H), 8,05 (s, 1H),
8,36 (d, J=6,7 'u, 1H), 8,60 (s, 1H), 8,77 (s, 1H). MS (ES+): m/z 453 (M+H)".

Mpuknag 133.1-Bpom-3-(nponincynbgoHin)beH3on (NpomMixkHUIA NpoaykT 48):

n—_

-

0]

S
|
ol

\/\

Br

. 48

o po3uunHy 3-6pombensonTiony (0,50 r, 2,6 Mmonb) B giokcaHi (50 mn) goganu 1-nognponaH (1,1
r, 6,5 mmonb) i kapboHaT uesito (2,2 r, 6,8 mmonb). Lo cymiw nepemiyBanu B yMOBax KWMIHHS 3i
3BOPOTHMM XONOAWUMBHUKOM AOTU, NOKU Becb 3-6pombeH3onTion He npopearysaBs. Peakuitio noracunu
HacnyeHum po3ddmHom NaHCO; (25 mn), i cymiw ekctparyBanu CHCI; (60 mn). YTBOpeHMIn NpoaykT
KMN'atunm 3i 3BopoTHUM xonogunbHukom y CHCIl; 3 mCPBA (2,9 r, 13 mmonb) goTn, MOK/ BecCb
BUXigHWMA maTtepian He npopearysaB. OpraHiyHui wap npomunu 2M NaOH, Bnganveluim HagmuLok
mCPBA, Bucywunu Hag Na,SO, i npodineTpysanu. PinbTpaT KOHUEHTpYBanu, i uen cupuii NpoaykT
OYUCTUNU Ha KOMOHUI 3 cunikarenem Ta enoeHToM i3 cymiwi rekcaH/CHCIl; 1:1, oTpumaswwmn B
pesynbTati 6e3konipHe macno (0,30 r, 43 % 3a 2 ctagii).

'H AMP (500 Mry, DMSO-d): 0,92 (t, J=7,4 I'u, 3H), 1,52-1,60 (m, 2H), 3,35-3,38 (m, 2H), 7,63
(t, 3=8,0 l'u, 1H), 7,88-7,91 (m, 1H), 7,95-7,98 (m, 1H), 8,04 (t, J=1,8 'y, 1H).

Mpuknag 134. 5-|\/|eTI/IJ'I-NZ-(4-(4-MeTl/IJ'II'IiI'Iepa3MH-1-iﬂ)(beHiﬂ)-N4-(3-
(nponincynbdoHin)deHin)nipumignH-2,4-giaminrigpoxnopug (cnonyka LXXXVIII):

\/\% NH //\ ~
O \f§N NJ
/)\
N N
H CLXXXVIII

CycneHsito npomixkHoro npoaykty 32 (0,25 r, 0,84 mmornb), npomikHoro npoaykty 48 (0,26 r, 1.
Mmonb), Pdy(dba)s (8 mr, 0,01 mmons), kcaHTdpocy (16 mr, 0,03 mmons) i kapboHaty uesito (0,82 r,
2,52 mmonb) B giokcaHi (50 mn) 3Herasunu aproHoM yrnpoaoBX 2 XBUIMWH, MNiCAsi YOro NPOTSArOM HOMi
KMM'ATUINKX 3i 3BOPOTHUM XONOAUNBHUKOM. [1icnsa oxonomkeHHa 00 KiIMHaTHOT TemnepaTypu pO34YMHHUK
BMOANUNN LUNSAXOM pPOTOPHOIO BUMAPOBYBAHHSA, i OTPUMaHy B pe3ynbTaTi CyMill OYUCTUNN
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cunikarenem 3 eneHToM i3 cymiwi 10 % CH3;OH/CHCI;, opepxaBwm 3a3HayeHy B 3arorioBKy
Cronyky, ska siBnsana coboto TBepay peyvoBuHy 6inoro konsopy. Lito peyosuHy posdnHunu B CHCI; (30
Mn) i TutpyBanu pob6aensiHHaM 2M HCv B pgiokcaHi go pH 1. PO3YMHHMK BMAANUNN LLUSISIXOM
POTOPHOro BUMApOBYBaHHSI, @ TBEPAMM NPOAYKT peKkpucTanidyBanu i3 metaHony (65 mr, 15 %).

'H AMP (500 My, DMSO-dg): 0,90 (t, J=7,4 Iy, 3H), 1,50-1,60 (m, 2H), 2,18 (s, 3H), 2,81 (s, 3H),
3,00-3,13 (m, 4H), 3,27 (t, J=7,7 'y, 2H), 3,48 (d, J=10,9 'y, 2H), 3,75 (d, J=11,4 T'u, 2H), 6,95 (d,
J=8,8 'y, 2H), 7,27 (d, J=8,9 'y, 2H), 7,64 (t, J=8,0 'y, 1H), 7,73 (d, J=7,8 'y, 1H), 7,93 (s, 1H), 8,00
(s, 1H), 8,07 (s, 1H), 9,92 (s, 1H), 10,36 (s, 1H), 10,99 (s, 1H). MS (ES+): m/z 481 (M+H)".

Mpuknag 135. 3-(MopdoniHmeTnn)6eH3onamiH (NPOMiXXHMIA NpoayKT 49):

i
"

HN .49

[o posumHy 3-HiTpobeHsanbgerigy (5,9 r, 39,02 mmons), mopdoniHy (3,4 r, 39,02 mmonb),
uiaHoboporigpugy HaTpito (2,7 r, 43 mmonb) y meTtaHoni (50 mn) nNpu KiMHaTHIN TemnepaTypi goganm
xnopuva umHky (0,1 r, 0,73 mMmonb). [purotToBaHWi TakMM YMHOM PO3YUH KUN'ATUNKU 3i 3BOPOTHUM
xonoavnbHukom npoTtaroMm 1 roguHu. llicna oxonogKeHHs peakuito noracunu Bogow (2 mn) Ta i3
CYMillli LUNSAXOM pPOTOPHOIO BWUMAPOBYBAHHA BUOANUAW METaHOM. YTBOPEHUIM CUPUA  MNPOJYKT
po3unHunm B 2M NaOH (50 mn) ta ekctparyBanu CHCl3, Bucywmnm Hag Na,SO, i npodinbTpyBanm.
dinbTpaT KOHUEHTPYBanu nig Bakyymom.

OTpyMaHun TakMM YMHOM CUPUI NPOoAyKT Yy MeTaHoni (200 mn) BigHOBUNM Hikenem PeHes
(Raney) i rigpa3nHoM npw KiMHaTHIN TeMnepaTypi. MOHITOPUHI peakuiiHOT CyMilli BENu 3a ONOMOro0
TOHKowapoBoi xpomartorpadiii (TLC) B etunauetarti. [llicns Toro, sik Becb BWUXiAHWIA MaTepian
npopearysaB, METAHON BMAANUN LUNSXOM POTOPHOrO BMMApPOBYBAHHA. YTBOPEHUI CUPUIA MPOSYKT
OYMCTMNIN eTunaueTatoM Ha cwnikareni, i B pesynbTaTti ogepxanu KiHLUEBUW NPOAYKT Y BUINAi
TBepAoi peyvoBuHM Binoro koneopy (1,5 r, 50 % 3a 2 ctagii).

'H AMP (500 My, DMSO-dg): 2,31 (s, 4H), 3,28 (s, 2H), 3,56 (t, J=4,6 'y, 4H), 4,97 (s, 2H), 6,40-
6,45 (m, 2H), 6,53 (t, J=1,8 I'u, 1H), 6,93 (t, J=7,7 'u, 1H).

Mpuknag 136 5—|\/|eTI/IJ'I-NZ—(S-(MOpCbOJ'IiHOMeTVIJ'I)GpeHiJ'I)I'IipVIMi,D,I/IH-2,4-D,iaMiH (MpomixHWIA
npoaykt 50):

NH,
| NN K\o
/)\ N\)
N N
H .50
Cymiw 2-xnop-5-metunnipumigmn-4-aminy (0,17 r, 1,17 mmonb) i npomixxHoro npogykty 49 (0,25,
1,30 mmonb) cycneHagysanu B outoBsin kucnoTi (10 mn) i rpinu npu Temnepatypi 100 °C ynpogosx 2
rog. [llicna uboro cymiwi Aanu OCTUrHYTU A0 KiMHAaTHOI TemnepaTypu, i Mig 3HWKEHUM TUCKOM
BMOANMNM 3 Hei ouToBY KUCMoOTy. 3anuwok Bigidpanu y Bogi (20 mn) Ta HenTpanisyBanu go pH~8.
YTBOpeHui y pesynbTaTi po3unH ekctparysanu CHCI; (100 mn), i Bigokpemunu opraHiyHum wap. Oani
OpraHiyHWi Wap NpoMUM CONMbOBUM PO34MHOM, Bucylwimnu Haga Na,SO, i npodinbTpyBanu. dinbTpar
KOHLIEHTpYBarnu y BaKkyyMi i el CUMpUN NPOAYKT OYMCTUNM HAa CuUriKarenbHin KOMOHL entoeHToM i3
cymiwi 10 % CH3;OH/EtOAc, opepxaBluu 3a3HayeHy B 3arofioBky cnonyky y surnagi macna (0,15 r,
43 %).
'H AMP (500 My, DMSO-dg): 1,91 (s, 3H), 2,35 (s, 4H); 3,17 (s, 2H), 3,57(1, J=4,4 T'u, 4H), 6,37
(s, 2H), 6,78 (d, J=7,5 I'u, 1H), 7,13 (t, J=7,8 'y, 1H), 7,59 (s, 1H), 7,69 (s, 1H), 7,74 (d, J=9,3 Iy,
1H), 8,68 (s, 1H).
Mpuknag 137. N-Tpet-6ytun-3-[5-metun-2-(3-mopdoniH-4-inMmeTun-geHinamiHo)nipumignH-4-
inamiHo]6eH3oncynedoHamigy rigpoxnopug (cnomnyka LXXXIX):
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CycneHnsito  npomixHoro npogykty 50 (1,0 r, 3,42 wmmonb), 3-6pom-N-TpeT-6yTun-
©eHsoncynbdoHamigy (1,28 r, 4,28 mmons), Pd,(dba); (30 mr, 0,03 mmonsb), kcaHTdocy (40 mr, 0,07
MMonb) i kapboHaTy uesito (3,34 r, 10,24 mmonb) B giokcaHi (50 M) 3Herasunu aproHom ynpoaoBx 2
XBWIWH, NIiCAs 4Oro NpOTAroM HOMi KAM'ATUNWU 3i 3BOPOTHUM XONOAUNbHUKOM. [icns oXonomxeHHs Ao
KIMHaTHOI TeMnepaTypu PO3YMHHWUK BUAANMWIM LUMSXOM POTOPHOrO BMMNAPOBYBaHHS i OTPUMaHy B
pe3ynbTaTi Cymill o4nCTUNW cunikarenem 3 entoeHTom i3 cymiwi 10 % CH3;OH/CHCI;, ogepxaBLum
3a3HadeHy B 3arofioBKy Crosyky, ska ssnsna cobor TBepay peyoBuHy Ginoro konbopy. Lo pevoBuHy
po3unHMnM B rapsdomMy giokcadi (150 mn) i TutpyBanu go6asnsaHHam 2 M HCI B giokcaHi go pH 1.
PO34nHHUK BMaanunu WNSXoOM pOTOPHOro BUNapoBYBaHHS, i 3 MeTaHOMy pekpucTanidyBanv Teepaunmn
npoaykT (0,15, 8 %).

'H AMP (500 My, DMSO-dg): 1,08 (s, 9H), 2,20 (s, 3H), 3,0-3,2 (m, 4H), 3,7-4,0 (m, 4H), 4,23 (s,
2H), 7,33 (t, J=7,9 T'u, 1H), 7,38 (d, J=7,7 T'u, 1H), 7,48 (s, 1H), 7,55-7,65 (m, 3H), 7,71 (d, J=7,9I"u,
1H), 7,90 (d, J=7,4 'y, 1H), 8,01 (s, 1H), 9,96 (br s, 1H), 10,61 (brs, 1H), 11,31 (br s, 1H). MS (ES+):
m/z511 (M+H)".

Mpuknag 138. 2-Xnop-5-meTnn-N-(3,5-aumeTundeHin)nipumiguH-4-amid (MpoMiXXHUI NpogykT 51):

NH

NN

LA

N C|.51

Cywmiw 1-6pom-3,5-gumeTnndensony (104 mkn, 0,77 Mmonb), 2-xNop-5-MeTUANipUMIANH-4-inamiHy
(104 wr, 0,72 mmonb), Pd(OAC), (15 wmr, 0,07 mmonb), kcaHTdocy (83 wmr, 0,14 mmonb) i TpeT-
oyTtokenay kanito (159 mr, 1,42 mMonb) B giokcaHi (8 mn) rpinu MikpOXBUITbOBUM BUNPOMIHIOBAHHAM
npu Temnepatypi 160 °C npotarom 20 xB. [licna UbOro peakuinHy Cymill OXOnoaunu A0 KiMHaTHOI
TemnepaTypu i npocinbTpyBanu 3 ononickyBaHHsM DCM i meTaHonoM. ®inbTpaTt KOHUEHTpyBanu n
ouncTunu wnaxom dnew-xpomatorpadii 3 rpagieHtom (0-100 % eTunauetaty B Tekcadi),
OZlepXXaBLUM 3a3HadyeHy B 3arofioBKy CMonyky y BurnsAi xxostoro macna (89 mr, 50 %). MS (ES+): m/z
248 (M+H)".

Mpuknag 139. 5-MeTwn-N4-(3,S-p,wmeTmnd)eHin)-N2-(4-(ninepmp,wH-4-in0ch)d)eHin)nipMMi,u,MH-Z,4-
AiamiH (cnonyka XC):

NH
(@]
B
N N
H _XC
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Cymiw npomikHoro npogykty 51 (89 wmr, 0,36 mMmonb) i TpeT-6yTunosoro ectepy 4-(4-
amiHobeHokeun)ninepmamnH-1-kapborHosoi  kucrnotm (139 wmr, 0,47 MMOnb) B OUTOBIA  KWACNOTI
nepemilyBanu npu KiMHaTHIA TemnepaTypi npoTsarom 16 roguH, a notim rpinu npun 95 °C ynpogosx 2
rog. [ani peakuifHy CyMmill KOHLEHTPYBanu y BaKyyMi W OYMCTUIU LIASIXOM npenapatmBHoi HPLC-
xpomaTtorpadii. Llen npoaykt nignyxunmn po6askamm NaHCO; (BogHui po3umH) (10 mn) Ta
ekcTparyBanu etunauetatom (3x30 mn). O6'egHaHi opraHiyHi Wapy NpoOMUAN CONMbOBMM PO3UYMHOM (5
mn), sucywmnnun (Na,SO,) i KOHUEHTpyBanu. YTBOPEHY BinbHy ocHoBy Bigiopanu B MeOH (5 mn) i
KoHueHTpoBaHin HCI (5 kpanenb) i 3a 2 XBUIMHM KOHLEHTPYBanu y BakyyMi npu HasiBHocTi DCM i
rekcaHy, ogepxaslmn B pesynbTati cinb HCl 3a3HayeHOi B 3aronoBKy CMOMyku y BUrMsAi TBepAoi
pevoBMHN He Linkom binoro konbopy (63 mr, 40 %).

'H AMP (500 Mru, DMSO-dg): 8 1,72-1,83 (m, 2H), 2,02-2,08 (m, 2H), 2,14 (d, J=0,6 Iy, 3H),
2,24 (s, 6H), 3,04-3,15 (m, 2H), 3,21-3,31 (m, 2H), 4,57-4,60 (m, 1H), 6,85 (s, 1H), 6,91 (d, J=8,9 Iy,
2H), 7,20 (s, 2H), 7,37 (d, J=8,9 I'u, 2H), 7,85 (s, 1H), 8,50 (br s, 1H), 8,56 (br s, 1H), 9,36 (br s, 1H),
10,10 (br s, 1H). MS (ES+): m/z 404 (M+H)".

Mpuknag 140. 2-Xnop-N-(3,5-gumeTokcndeHin)-5-meTunnipumMignH-4-amid  (MPOMDKHUIA MPOAYKT
52).

o

0] NH

NN

LA~
N Cl 5

Cymiw 1-6pom-3,5-aumeTokcmbensony (436 wmr, 2,01 mmonb), 2-xnop-5-metunnipymiguH-4-
inamiHy (287 wr, 2,00 mmonb), Pd(OAc), (44 wr, 0,20 mmonb), kcaHTdocy (237 wr, 0,41 mMonb) i
TpeT-6yTokcmay kanito (448 wmr, 3,99 mmonb) B giokcaHi (15 mn) i DMF (5 mn) rpinu MikpoxsunboBum
BUMNpPOMiHIOBaHHAM npu TemnepaTypi 160 °C npotarom 20 xB. [licns uboro peakuifHy cymil
oxonoavnu Ao KiMHaTHOI TemnepaTypu i npodinbTpyBanu 3 ononickyBaHHaM DCM i meTaHonom.
dinbTpaT KOHUEHTpyBanu W ouvncTunu wngaxom drnew-xpomatorpadil 3 rpagieHtom (0-100 %
eTunaueTaTy B rekcaHi), o4epXaBLUM 3a3Ha4yeHy B 3arosioBKy CrofyKy, sika siBnsina cobow TBepay
peyvyoBUHY KOBTOro Konbopy (182 mr, 33 %).

'H AMP (500 Mru, DMSO-dg): d 2,17 (s, 3H), 3,74 (s, 6H), 6,27 (t, J=2,2 'y, 1H), 6,99 (d, J=2,2
u, 2H), 8,06 (s, 1H), 8,71 (s, 1H). MS (ES+): m/z 280 (M+H)".

Mpuknag 141. N4-(3,5-,£l,mmeT0|<cw¢)eHin)-5-meTvm-N2-(4-(ninepM,ELMH-4-in0Kcm)¢)eHin)nipMMi,qMH-
2,4-piamiH (cnonyka XClI):

o

\O NH
0
NN
N N
H . XCl
Cymiw npomixHoro npogykty 52 (100 wmr, 0,36 mmonb) i Tpet-OyTtunoBoro ectepy 4-(4-
amiHobeHokeu)ninepuamnH-1-kapboHosoi kncnotu (106 mr, 0,36 MMOMnb) B OLTOBIN KUCIOTI rpinu npu
TemnepaTtypi 95 °C ynpogosx 2 rof. llicna UbOro peakuinHy CyMmill KOHLEHTpyBanum y BakyyMmi 1
ouncTunu wnsaxom npenapatneHoi HPLC-xpomatorpadii, ogepxaslun B pesynbTaTi 3a3HavyeHy B

3arofioBKy Cinb TPUPTOPOLTOBOI KUCMOTK Y BUIMAAI TBEPAOI PEHOBUHUN XOBTO-KOPUYHEBOIO KOMbOPY
(75 wr, 39 %).
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'H AMP (500 MIu, DMSO-dg): & 1,74-1,83 (m, 2H), 2,03-2,11 (m, 2H), 2,15 (s, 3H), 3,06-3,15 (m,
2H), 3,21-3,30 (m, 2H), 3,69 (s, 6H), 4,57-4,60 (m, 1H), 6,39 (t, J=2,2 'y, 1H), 6,80 (d, J=2,2 I'u, 2H),
6,89 (d, J=8,9 I'u, 2H), 7,37 (d, J=9,0 I'u, 2H), 7,86 (s, 1H), 8,53 (br s, 1H), 8,58 (br 133 s, 1H), 9,49
(brs, 1H), 10,24 (brs, 1H). MS (ES+): m/z 436 (M+H)".

Mpuknapg 142. 5-MeTun-N>-(4-(4-meTunninepasun-1-in)deHin)-N*-(3-(ninepuanH-1-
in)deHin)nipumianH-2,4-giamid (cnonyka XCII):

SAOENe
N
NN
ﬁ
N N
H . XClI

Cywmiw 1-(3-6pomdeHin)ninepmaunny (91 mr, 0,38 mmonb), npomixxHoro npoaykty 32 (99 wr, 0,33
MMonb), Pdy(dba)s (15 mr, 0,02 mmonb), kcanTdpocy (24 wmr, 0,04 mmonb) i kapboHaTy uesito (219 wr,
0,67 mMorb) B giokcaHi (4 mn) rpinu MiKpOXBMITLOBUM BUMPOMIHIOBaHHAM npu Temnepatypi 160 °C
npotdarom 15 xB. [licna UbOro peakuiiHy CyMill OXonogwnu [0 KiMHATHOI TemnepaTypw,
KOHLIEHTpYBanu y BakyyMmi, Bigibpanu y meTtaHoni, | npodinbtpyBanu 3 ononickyBaHHaM DCM i
MeTaHonoM. PiNbTpaT KOHUEHTPYBanM W O4MCTMNM WnsxoM npenapatmBHoi HPLC-xpomartorpadii,
OAEep’KaBLUM B peayrbTaTi 3a3HadeHy B 3arofioBKy Cifib TPMATOPOLTOBOI KACIOTK Yy BUIMAAI TBepLOl
peYoBMHU He Linkom Binoro konesopy (14 mr, 8 %).

'H AMP (500 MIy, DMSO-dg): 5 1,47-1,53 (m, 2H), 1,56-1,61 (m, 4H), 2,07 (s, 3H), 2,21 (s, 3H),
2,44 (t, J=4,9 'y, 4H), 3,01 (t, J=4,9 'y, 4H), 3,08 (t, J=5,4 'y, 4H), 6,63 (dd, J=8,2, 2,3 'y, 1H), 6,76
(d, 3=9,0 l'u, 2H), 7,12 (t, J=8,3 I'u, 1H), 7,14 (s, 1H), 7,27 (d, J=7,6 'y, 1H), 7,50 (d, J=9,0 Iy, 2H),
7,81 (s, 1H), 8,00 (s, 1H), 8,67 (s, 1H). MS (ES+): m/z 458 (M+H)".

Mpuknag 143. N*-(3-(1 H-I'Iipon-l-in)cpeHin)-5-meTvm-NZ-(4-(4-MeTV|nninepa3v|H-1-
in)cpenin)nipumignH-2,4-giamid (cnonyka XClI):

7 "N NH K\ -
@ \ﬁ%N NJ
LA
" i . XCll

Cymiw 1-(3-6pomdpeHin)-1H-nipony (86 mr, 0,39 mmonb), npomixHoro npoaykty 32 (99 wr, 0,33
MMornb), Pdx(dba)s (16 mr, 0,02 mmonb), kcanTdpocy (26 mr, 0,05 mmonb) i kapboHaTy uesito (215 wr,
0,66 mMmornb) B giokcaHi (4 Mn) rpinv MikpoXBUNbLOBUM BUMPOMIHIOBaHHAM npu Temnepatypi 160 °C
npotarom 15 xB. [licna uUbOro peakuinHy cymill oxonogunuM [0 KIMHATHOI Temnepartypw,
KOHUEHTpyBanu y Bakyymi, Bigibpanu y meTaHoni i npodinbTpyBanu 3 ononickyBaHHaM DCM i
mMeTaHorom QDinbTpaT KOHUEHTpyBanu W ouMcTunu wnsxom npenapatusHoi HPLC-xpomatorpadii,
ofepXaBLUM B pe3ynbTaTi 3a3Ha4YeHy B 3arofioBKy Cifb TPUATOPOLTOBOI KACMOTU Y BUMMSA4I TBEpAoi
peyoBMHM He uinkom binoro konbopy (32 mr, 18 %).

'M AMP (5M0 My, DMSO-dg): & 2,11 (s, 3H), 2,21 (s, 3H), 2,42 (t, J=4,9 Ty, 4H), 2,95 (t, J=4,9
lu, 4H), 6,24 (t, J=2,2 l'u, 2H), 6,58 (d, J=8,9 I'u, 2H), 7,23 (dd, J=7,8, 1,8 'y, 1H), 7,31 (t, J=2,2 'y,
2H), 7,37 (t, J=8,1 'y, 1H), 7,43 (d, J=9,0 'y, 2H), 7,60 (d, J=8,8 'y, 1H), 7,86 (t, J=2,2 'y, 1H), 7,87
(s, 1H), 8,30 (s, 1H), 8,74 (s, 1H). MS (ES+): m/z440 (M+H)".

Mpuknag 144. TpeT-6yTnosum ectep 5-{2-[4-(1-TpeT-6yTOKCMKapPOOHINNinepuanH-4-
Inokcm)deHinamiHol-5-meTunnipumignH-4-inamiHolingon-1-kapOoHOBOI KUCIOTU (MPOMIDKHWUIA NPOgyKT
53):
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Cymiw  TpeT-0yTun-5-6pom-1H-ingon-1-kapbokcunaty (161 wmr, 0,54 mmonb), npOMi)KHOFO
npogykty 42 (202 wr, 0,50 mmons), Pd,(dba)s (29 mr, 0,03 mmonb), kcaHTdocy (36 mr, 0,07 mMMorb) i
kapboHaty uesito (321 mr, 0,98 Mmonb) B giokcaHi (5 mMn) rpinu MiKpOXBUNBOBMM BUMPOMIHIOBAHHSIM
npu Temnepatypi 160 °C npotarom 20 xB. llicna ubOro peakuiiHy CyMill OXOnoAWnM A0 KiMHaTHOT
TeMmnepaTypu i npodinbTpyBanu 3 ononickyBaHHAM DCM. ®inbTpaT KOHUEHTpyBanuM W OYUCTUNK
wnaxom dnew-xpomatorpadii 3 rpagieHtom (0-20 % MeOH y DCM), ogepxaBlim 3asHaveHy B
3arofoBKy CMonyky, sika siBnsna cobo TBepdy PeYOBUHY CBITNO-KOPUYHEBOro konbopy (290 wr,
94 %). MS (ES+): m/z 615 (M+H)

Mpuknag  145.  N*-(1H-lhgon-5-in)-5-metun- N? -(4-(ninepuguH-4-inokcn)deHin)nipumiguH-2,4-
Aiamin (cnonyka XCIV):

H
N

. XCIV
Ho posumHy auetunxnopugy (670 mkn, 9,42 mmonb) y meTaHoni (22 mn) goganv nNpOMiKHWR
npoaykT 53 (290 mr, 0,47 MMonb), i peakuiiHy cymil rpinv npu Temnepatypi 60 °C npoTarom 4 roguH.
Micna ubOro Cymill KOHUEHTpYBanuM Yy BaKyymi W O4YMCTUNM WAsSxoM npenapaTtuBHoi HPLC-
xpomaTtorpadii, ogepxasliM B pe3ynbTaTi 3a3HayeHy B 3arorfioBKy Ciflb TPUPTOPOLITOBOI KUCHOTH Y
BVIFJ'IFI,D,I TBEPOO! PEYOBUHWN KOPUYHEBOIO KOMbopy (6 Mr, 2 %).

'H AMP (500 Mry, DMSO-dg): 8 1,70-1,78 (m, 2H), 1,98-2,07 (m, 2H), 2,16 (s, 3H), 3,02-3,11 (m,
2H), 3,21-3,30 (m, 2H), 4,44-4,53 (m, 1H), 6,43 (s, 1H), 6,75 (d, J=8,2 'y, 2H), 7,16 (d, J=8,4 'L, 1H),
7,31 (d, J=8,7 Ty, 2H), 7,40-7,42 (m, 2H), 7,71 (s, 1H), 7,78 (s, 1H), 8,48 (br s, 1H), 8,54 (brs, 1H),
9,65 (brs, 1H), 9,99 (br s, 1H), 11 18 (s, 1H). MS (ES+): m/z 415 (M+H)".

Mpuknag 146. N* -(4-Xnop-3-meTokcudeHin)-5-metun- -N? -(6-ninepasuH-1-innipnaunH-3-
in)nipumignH-2,4-giamid (cnonyka XCV):
Cl
o NH K\NH
N
D
/)\ N
N N
H . XCV

Cymiw npomixHoro npogykty 31 (0,10 r, 0,3 5 wmmonb), TpeT-6ytunosoro ectepy 4-(5-
amiHonipnanH-2-in)ninepasuH-1-kapboHosoi kucnotn (0,10 r, 0,36 mmonsb), Pdy(dba)s (30 mr, 0,033
MMonb), kcaHtdocy (35 wmr, 0,06 mmonb) i kapboHaty uesito (0,23 r, 0,71 Mmonb) y cymiwi
piokcaH/DMF (3/1,4 mn) repMeTUYHO 3aKpUIM y MiKPOXBUMNbOBIN peakUinHin npobipui 1 onpomiHioBanu
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MikpoxBunamu npu Temnepatypi 170 °C npotarom 30 xB. [licns oxonogXeHHs OO0 KiMHaTHOI
TeMnepaTypu KpulKy npobipkM 3HANUM W OTpuMMaHy B pe3ynbTaTti Cymilw npodpinbTpyBanu.
BiandineTpoBaHy TBepay pevoBuHy npomunu DCM i ginbTpaTt KOHUEHTpYyBanu. 3anmwok o4nMcTunm 3a
aornomoroto  dnelu-xpoMmartorpadii Ha cunikareni (enteHT: Big rekcaHy go EtOAc), ogepxaBlum
3axuieHnn TpeT-byTokcnkapboHinom (Boc) nonepegHuk. [1o po3dmHy Lboro nonepegHuka y DCM (5
mn) goganu TFA (3 mn). Cymiw nepemiwyBanu npu KiMHaTHIA Temnepatypi npotsrom 30 XBUIWH,
KOHLIEHTpYBarnu, a 3anuLiok o4nctTunm 3a gornomoroto HPLC-xpomatorpadii. O6pobneHi Takum YMHOM
dpakuii ob'egHann i BunMAM y HacumyeHun po3umH NaHCO; (30 mn). OOG'egHaHi BogHi Lwapwu
ekctparyBann EtOAc (2 x 30 mn), a obG'egHaHi opraHiyHi Wwapyu npoMunM CONbOBUM PO3YUHOM,
Bucywmnnu Hag 6essogHum Na,SO, i npodinbTpyBanu. ®dinbTpat KOHUEHTpyBanu i YTBOPEHY Yy
pesynbTaTti TBEPAY PEYOBUHY PO3TEPNU B NOPOLWOK y cymiwi rekcan/EtOAc (10/1, 55 wmn). lMicna
dinbTpauii 6yna oTpumaHa 3as3HaveHa B 3arofioBKy Croryka, ska siBnsna coboi TBepay peyOoBUHY
6inoro konbopy (20 mr, 13 %).

'H AMP (500 My, DMSO-dg): & 2,09 (s, 3H), 2,81 (t, J=5,0 I'u, 4H), 3,29-3,31 (m, 4H), 3,73 (s,
3H), 6,70 (d, J=9,1 'y, 1H), 7,26 (d, J=8,6 I'u, 1H), 7,42 (d, J=9,1 'y, 1H), 7,49 (d, J=2,2 T'y, 1H), 7,76
(dd, J=9,1, 2,6 'y, 1H), 7,86 (s, 1H), 8,29 (s, 1H), 8,31 (d, J=2,6 I'u, 1H), 8,71 (s, 1H). MS (ES+): m/z
426 (M+H)".

Mpuknag 147. Tpet-6ytunosun ectep 4-(4-aMiHO-2-MeTOKCMKapOoHindeHin)ninepasunH-1-
KapBGOHOBOI KUCIOTW (MPOMIXKHUIA NPoJyKT 54):

(0] (0]
K\ NBoc
N
HN .54

[o posunHy TpeT-OyTMnoBoro ectepy  4-(2-meTokcukapboHin-4-HiTpodeHin)ninepasnH-1-
kap6oHoBoi kucrnotu (1,0 r, 2,7 mmonb) y MeOH (30 mn) goganu 10 %(mac.) Pd/C (0,1 eks. (mac.)) B
aTtMocdepi aproHy. Cymilwl BakyymyBanu, a noTiM 3HOB 3anoBHANMM BogHEM (3 LMKNK) i nepemiwanu
npu KiMHaTHIW TemnepaTypi ynpodosx 2 rod. Lito HeogHOopigHy peakuiiHy cymiw npodinbTpyBanm
yepes noayLiky i3 uenity, npomunn MeOH i koHUueHTpyBanu y Bakyymi. OTpumaHy B pesynbTaTi cupy
CrosyKy amiHy BUKOPMCTOBYBANM Ha HaCTYMHil ctadii 6e3 ounctkn. MS (ESH-): m/z 336 (M+H)".

Mpuknag 148. Metunosun ectep 5-[4-(4-xnop-3-meTokcUdEHINamiHo)-5-meTnnnipumignH-2-
inamiHo]-2-ninepasuH-1-in-6eH3onHoi kncnotum (cnonyka XCVI):

Cl

o o)
~o NH K\NH
| AN N \)
/)\
N N
H . XCVI

Cymiw npomixHoro npoaykty 31 (0,10 r, 0,35 mmonb), npomixHoro npoaykty 54 (0,14 r, 0,42
MMornb), Pdo(dba)s (30 mr, 0,033 mmonb), kcaHTdocy (35 mr, 0,06 mmonb) i kapboHaTy uesito (0,23 ,
0,71 mmonsb) cycnengyesanu B piokcaHi (15 mn) i kun'atmnn 3i 3BOPOTHUM XOMOAWUMBHUKOM B
aTmocdpepi aproHy BnpogoBx 2,5 rog. [llicna uboro peakuiiHy Cymill oxonogunu [o KiMHaTHOI
Temnepatypu i posbasunm DCM (30 mn). Oani cymiw npodinbTpyBanu i dinbTpat KOHUEHTpYBanw.
3anuwok ouncTunu 3a Jonomorow dnet-xpomarorpadyii Ha cunikareni (enNtOeHT: Big rekcaHy [o
60 % EtOAc/rekcaH), ogepxaBlim Boc-3axuweHnini nonepegHuk. [0 po3vMHy LbOro nonepegHuka y
DCM (5 mn) gogann TFA (2 mn). Cymiw nepemiwyBanu npu KiMHaTHIN TemnepaTypi npotarom 1
rOOVHKN, KOHLEHTPYBanu, a 3anuuok ounctunu 3a gonomoroto HPLC-xpomatorpadii. O6pobneHi
TakvM YuMHOM ppakuii o6'egHanu i BUununmn y HacmdeHuin posdnH NaHCO; (30 mn). O6'egHaHi BoAHi
wapu ekctparysanu EtOAc (2x30 mn), a o6'egHaHi opraHiyHi Wapy NpoOMUNN COMNMbOBUM PO3YNHOM,
Bucywmnnu Hag 6essogHum Na,SO, i npodinbTpyBanu. inbTpaT KOHUEHTPYBanu a noTim Bigibpanu B
MiHiManbHIn kinekocTi EtOAc. [1o po3unHy AogaBanuy rekcaH A0TU, MOKU He YTBOPUBCH TBepAuUn ocap.
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Micna cinbTpauii 6yna oTpumaHa 3asHadyeHa B 3arofioBKy Crofnyka, fka ssnsna coboio Teepay
peyoBuHY Binoro konbopy (40 mr, 24 %).

'H AMP (500 My, DMSO-dg): & 2,11 (s, 3H), 2,80-2,90 (m, 8H), 3,73 (s, 3H), 3,74 (s, 3H), 6,98
(d, J=8,9 I'u, 1H), 7,25 (d, J=8,5 'y, 1H), 7,40-7,48 (m, 2H), 7,69 (dd, J=8,9,2,6 'y, 1H), 7:90 (d,
J=2,6 'y, 1H), 7,91 (s, 1H), 8,36 (s, 1H), 9,04 (s, 1H). MS (ES+): m/z 483 (M+H)".

Mpuknag 149. MeTtunoBui ectep S-amiHO-2-(2-niponignH-1-ineToKCn)0eH30MHOI  KUCNOTH
(MpoMixkHUI NpoaykT 55):

0 o
N

0
.55

CycneHsito MeTUnoBoro ectepy 5-amiHo-2-rigpokcun-6eH3onHoi kucrotv (1,0 r, 6,0 mmonb), 1-(2-
xnopetun)niponiguurigpoxnopuay (1,2 r, 7,1 mmons) i kapboHaTty uesito (5,0 r, 15 mmonb) y DMF (40
M) rpinv npu Temnepatypi 60 °C npotsarom 17 roa. Nicnsa uboro cymili ganu oCTUTHYTU A0 KiMHaTHOT
Temnepatypu, Bununu y sogy (60 mn) Ta ekctparysanu etunauetatom EtOAc (2x50 mn). O6'eaHaHi
€KCTpakTh MPOMUNN CONMbOBUM PO3YMHOM, Bucywnnu Hag 6essogHum Na,SO, i npodinbTpyBanw.
dinbTpaT KOHUEHTPYBaNW i 3anmMoK OYUCTUNM 3a AOMOMOrow dnelu-xpomartorpadii Ha cunikareni
(entoeHnT: Big DCM go 30 % MeOH/DCM), ogepxasLum 3a3HayeHy B 3aronosky cnonyky (0,2 r, 13 %)
y BUrNsidi TBEPAOT PEHOBMHY CBITNO-KOPUYHEBOTO Komnbopy. MS (ES+): m/z 265 (M+H)".

Mpuknag 150. Metunosun ectep 5-[4-(6eH30[1,3]aiokcon-4-inamiHo)-5-meTunnipumignH-2-
inamiHo]-2-(2-niponianH-1-inetokcn)beH3onHoi Knucnotu (cnomnyka XCVII):

o\
)

H,N

NH
OV\
| NN N; 7
/)\
N N
H . XCVII

Cywmiw npomixHoro npoaykty 30 (0,15 r, 0,57 mmonb), npomixHoro npoaykty 55 (0,20 r, 0,75
Mmonb), Pdy(dba)s (50 mr, 0,055 mmone), kcaHTdpocy (60 mr, 0,10 mmonb) i kapboHaTy uesito (0,30 T,
0,92 mmonb) y cymiwi giokcaH/DMF (3/1, 4 mMn) repMETUYHO 3aKpUN Yy MIKPOXBUIBOBIN peakuifiHin
npobipui ” onpomiHoBanu Mikpoxsunamu npu Temnepatypi 160 °C npotarom 20 xB. [licns
OXOITOMPKEHHS OO KIMHATHOI TemnepaTypu KpULIKY NpobipkM 3HANW A OTpuMaHy B pe3ynbTaTi CyMill
npodineTpyBanu. BigdinbTpoBaHy TBepay peyosuHy npomunu DCM, ¢inbTpaT KoHUeHTpyBanu, a
3anuuwok oumuctunu 3a ponomoroto HPLC-xpomatorpadii. O6pobneHi Takmm 4dnHOM  dppakuii
ob6'egHanu i Bununu y HacmdeHun po3umH NaHCO; (30 mn). O6'egHaHi BOAHI Wwapu ekcTparyBanu
EtOAc (2x30 mn), a ob'egHaHi OpraHiYHi Wapy NPOMUIM COMbOBMM PO3YMHOM, BUCYLUUWN Hazg
6essogHum Na,SO, i npodineTpyBanu. PinbTpaT KOHUEHTPYBanu, a noTiM Bigibpanu B MiHiManbHin
kinbkocti EtOAc. [Jo po3uuHy gopaBanu rekcaH goTWu, MOKM He YTBOPMBCS TBepaun ocag. [llicna
GinbTpauii Oyna oTpymaHa 3a3HadeHa B 3arofloBKy Crosyka, sika sipnsina cobol TBepAy pevOBUHY He
uinkom 6inoro koneopy (30 mr, 11 %).

'H AMP (500 Mru, DMSO-dg): & 1,65-1,72 (m, 4H), 2,07 (s, 3H), 2,50-2,62 (m, 4H), 2,75-2,85 (m,
2H), 3,73 (s, 3H), 4,02 (t, J=5,8 'y, 2H), 5,88 (s, 2H), 6,78-6,88 (m, 3H), 6,92 (dd, J=8,0,2,1 I'u, 1H),
7,75-7,80 (m, 2H), 7,83 (s, 1H), 8,22 (s, 1H), 8,89 (s, 1H). MS (ES+): m/z 492.

Mpuknag 151.  N-Tpet-6yTnn-3-{5-meTun-2-[4-(ninepnaunH-4-inokcu)peHinamiHo]nipumignH-4-
inamiHo)6eH3oncynbdoHamig (cnonyka XCVIII):
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Cymiw npomixHoro npoagykty 33 (0,15 r, 0,42 mmonb) i TpeT-b6yTunosoro ecrtepy 4-(4-
amMiHodbeHokeun)ninepuamnH-1-kapboHoBoi kucnotn (0,15 r, 0,51 mMmonb) B ouUTOBIA KUCROTi (3 mn)
repmMeTUYHO 3aKpUIM Yy MIKPOXBWUIBOBIMA peakuiHin npobipui 1 onpoMiHIOBaNM MIKpOXBUMNSMU Npwu
TemnepaTypi 150 °C npotarom 20 xB. [licns OXonoOmKeHHS OO0 KiMHATHOI TemnepaTtypu KPULLIKY
npobGipkn 3HANKM | cymill KOoHUeHTpyBanu. 3anuwok Bigidpanu y Boai (20 mn) i BigperyntoBanu pH
10 % posumHom NaOH, ax noku He yTBOpUBCS TBepaun ocaa. Lijo TBepay peyvoBuHy BigdinbTpysanu,
a notim oumctunu wnaxom HPLC-xpomatorpadii. O6pobneHi Takum ymHOM dopakuii 06'egHany,
BUNMMM B HacuyeHun po3umH NaHCO; (30 mn) Tta ekctparyBanu etunauetatom EtOAc (2x30 mn).
O6'egHaHi ekcTpakTM nNpoOMWMM COMbOBMM PO3YMHOM, Bucywnnu Hag 6e3sogHum Na,SO4 i
npodinsTpyBanu. PinbTpaT KOHUEHTpyBanu, a noTiM Bigibpanu B MiHiManbHin kinekocTi EtOAc. [o
PO34MHY AoAaBanuy rekcaH goTH, MOKU He YyTBOpMBCS TBepaui ocaa. Nicns dinbTpadii 6yna oTpumana
3a3HadeHa B 3arofioBKy Crosyka, sika aBnsina coboto TBepay pevoBuHy binoro konsopy (20 mr, 9 %).

'H AMP (500 MIy, DMSO-dg): 5 1,12 (s, 9H), 1,65-1,73 (m, 2H), 1,95-2,05 (m, 2H), 2,12 (s, 3H),
2,89-2,95 (m, 2H), 3,10-3,20 (m, 2H), 4,40-4,45 (m, 1H), 6,84 (d, J=9,1 'y, 2H), 7,45-7,60 (m, 6H),
7,90 (s, 1H), 8,10-8,15 (m, 2H), 8,55 (s, 1H), 8,81 (s, 1H). MS (ES+): m/z 511 (M+H)".

Mpuknag 152. 2-(5-AmiHonipuaunH-2-inokci)eTaHorn (MPOMiXHWUIA NPOAyKT 56):

O
= | V\OH
>~ N
AN . 56

o po3umHy 2-(5-HiTponipuamnH-2-inokci)etaHony (1,0 r, 5,4 mmone) y MeOH (30 mn) B atmocdepi
aproHy goganu 10 %(mac.) Pd/C (0,1 eks. (mac.)). Cymiw BakyymyBanu, a noTiM 3HOB 3anOBHAMNU
BogHeM (3 umknun) i nepemiwanu Npu KiMHaTHIn TemnepaTtypi npotarom 1 roguHu. Lo HeogHopigHy
peakuinHy cymiw npodinbTpyBanu vepes nogywky i3 uenity, npommunun MeOM i koHUeHTpyBanm y
BakyyMi. OTpumaHy B pesynbTaTi CUpy CNOMNyKy amiHy BMKOpMUCTOBYBanu iil HacTynHin cragii 6e3
ounctkn. MS (ES+): m/z 155 (M+H)".

Mpuknag 153. 2-{5-[4-(BeH30[1,3]giokcon-4-inamiHo)-5-MeTuUnnipMMiguH-2-inamiHolnipuauH-2-
inokcitetaHon (cnonyka XCIX):

6\
(0]

NH
0
| NN = | "on
/)\ . N
N N
H . XCIX

Cymiw npomixHoro npoaykty 30 (0,10 r, 0,38 mmonb), npomixHoro npogykty 56 (0,10 r, 0,65
MMornb), Pdy(dba)s (30 mr, 0,033 mmons), kcaHTdocy (35 mr, 0,06 mmonb) i kapboHaTy uesito (0,26 T,
0,80 mmonb) y cymiwli giokcaH/DMF (3/1,4 Mn) repMeTUYHO 3aKpunu y MIKPOXBUMBOBIN peakLinHin
npobipui n onpomiHioBanu MikpoxBunamu npu Temnepatypi 160 °C npotarom 20 xB. [licna
OXOMNOMKEHHSI A0 KIMHATHOI TemnepaTypu KpULLKY nNpobipku 3HAMW, 1 OTpMMaHy B pesynbTaTi CyMmiLl
npocinbTpyBanu. BigdinbTpoBaHy TBepay peyosuHy npomunu DCM, cinbTpaT KoHUeHTpyBanu, a
3anuuwok ouuctunu 3a ponomorotd HPLC-xpomatorpacii. O6pobneHi Takum 4mHOM  hpakuii

ob'egHanu i Bununu y HacudeHmn po3umH NaHCO; (30 mn). O6'egHaHi BogHi Wwapu ekcTparyBanu
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EtOAc (2x30 mn), a ob'egHaHi opraHiyHi Wapy NPOMUNM COSMbOBMM PO3YMHOM, BUCYLUMNU Hag
6e3BogHnm Na,SO, i npodineTpyBanu. dinbTpaT KOHUEHTpyBanu, a noTiM Bigibpanu B MiHiManbHin
kinbkocti EtOAc. [Jo po3umHy gopaBanu rekcaH OOTW, MOKM He YTBOPMBCS TBepaun ocaa. [licns
ginbTpauii 6yna oTpyMaHa 3a3HadeHa B 3arofioBKy Crosiyka, sika siBnsana coboto TBepay pevyoBMHY He
uinkom 6inoro konsopy (50 mr, 35 %).

'H AMP (500 MIy, DMSO-dg): 5 2,06 (s, 3H), 3,66 (q, J=5,4 'y, 2H), 4,15 (t, J=5,2 'y, 2H), 4,77
(t, 3=5,5 'y, 2H), 5,91 (s, 2H), 6,52 (d, J=9,0 'y, 1H), 6,78-6,90 (m, 3H), 7,82 (s, 1H), 7,96 (dd, J=8,9,
2,7 Ty, 1H), 8,22 (d, J=2,6 'y, 1H), 8,27 (s, 1H), 8,84 (s, 1H). MS (ES+): m/z 382 (M+H)".

Mpuknag 154. 1-[2-(2-MeTokcu-4-HiTpodeHOKCI )eTun]niponiguH (MPoMiKHUIA NPOAYKT 57):

-~
0
.57

0]

CycneHasito 2-meToKCcK-4-HiTpodpeHonAaTy Kanito (2,0 r, 9,7 MMOTb), 1-(2-
xnopetun)niponiguHrigpoxnopuay (2,0 r, 12 mmonb) i kapboHaTty uesito (7,0, 22 mmonb) y DMF (35
mn) rpinu npu Temnepatypi 80 °C npotarom 16 rog. Cymiwi ganuM OCTUrHYTM [0 KiMHaTHO":
Temnepatypu, Bununu y sogy (60 mn) Ta ekctparysanu etunauetatom EtOAc (2x50 mn). O6'eaHanHi
€KCTPaKT! MPOMMUNU COMIbOBUM PO3YMHOM, BuCywmnnu Hag 6essogHum Na,SO, i npodinbTpyBanu.
@inbTpaT KOHLEHTPYBanu i BUKOPUCTOBYBaNM Ha HacTynHii ctagii 6e3 ounctkn. MS (ES+): m/z 267
(M+H)".

Mpuknag 155. 3-MeTokcu-4-(2-niponignH-1-in-eTokcu)deHinamiy (NpomikHMA NpoaykT 58):

-~
0

O
.58
[o posunHy npomixHoro npoaykty 57 (1,7 r, 6,4 mmons) B MeOH (3 0 mn) B atmMocdepi aproHy
popanmn 10 %(mac.) Pd/C (0,1 eks. (Mac.)). Cymilw BakyymyBanu, a MoTiM 3HOB 3aroBHANN BoAHEM (3
LUUKNK) i nepemiwany npu KiMHaTHIn TemnepaTypi npotsarom 1 rogvHu. Lilo HeogHOpiaHy peakuinHy
Cymiw npodinbTpyBanu yepes noaywiky i3 uenity, npomunun MeOH i KOHUEHTpyBanuM y BakyyMi.
OTpvmMaHy B pe3ynbTaTi Cupy CNomyKy amiHy BUKOPUCTOBYBanu Ha HacTynHin ctagii 6e3 ounctkn. MS
(ES+): m/z 237 (M+H)".
Mpuknag  156. N4-BeH30[1,3]p,i0|<con-4-in-N2-[3-MeT0Kcm-4-(2-niponinMH-l-ineTOKcm)cpeHin]-5-
MeTunnipumiauH-2,4-giamin (cnonyka C):
P\

)

O,N

H,N

NH
OV\
| NN N; 7
/)\
N N
H C

Cywmiw npowmixHoro npoaykty 30 (0,10 r, 0,38 mmonb), npomixHoro npogykty 58 (0,11 r, 0,46
Mmonb), Pds(dba)s (30 mr, 0,033 mmonb), kcaHTdocy (35 mr, 0,06 mmonb) i kapboHaTty uesito (0,25 T,
0,77 mmonb) y cymiwi giokcaH/DMF (3/1,4 Mn) repmMeTU4HO 3aKpuUiM Yy MIKPOXBUIbOBIN peaKLiniHin
npobipui n onpomiHioBanu MikpoxBunaMmu npu Temnepatypi 160 °C npotarom 20 xB. [licna
OXOMNOMKEHHSI A0 KIMHATHOI TeMmnepaTypu KpULLKY NpoBipKn 3HAMNWU, 1 OTpMMaHy B pesynbTaTi Cymill
npocinbTpyBanu. BigdinbTpoBaHy TBepay peyosuHy npomunu DCM, cinbTpaT KoHUeHTpyBanu, a
3anuuok oumuctunu 3a pgonomorotd HPLC-xpomatorpadii. O6pobneHi Takum 4uHOM  cbpakuii
ob'egHanu i Bununu y HacudeHun po3umH NaHCOj; (30 mn). O6'egHaHi BogHi wapu ekcTparysanu
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EtOAc (2 x 30 mn), a ob'egHaHi opraHiyHi Wapyu NPOMUNM COMbOBMM PO3YMHOM, BUCYLUUNWN Hag
6e3sogHum Na,SO, i npocbineTpyBanu. dinbTpaT KOHUEHTPYBanu, a NoTiM Bigibpanu B MiHiManbHin
kinbkocti EtOAc. [lo po3unHy gogaBanu rekcaH OoTu, MOKW He yTBOpMBC i TBepaun ocag. [llicns
ginbTpauii Oyna oTpumaHa 3a3HadeHa B 3arosloBKy Crosyka, ska siBnsna cobol TBepay peyOBUHY
6inoro konbopy (50 mr, 28 %).

'H AMP (500 Mru, DMSO-dg): 5 1,65-1,72 (m, 4H), 2,06 (s, 3H), 2,50-2,62 (m, 4H), 2,75-2,85 (m,
2H), 3,50 (s, 3H), 3,94 (t, J=6,1 'y, 2H), 5,84 (s, 2H), 6,67 (d, J=8,8 I'u, 1H), 6,78 (dd, J=7,8, 1,1 'L,
1H), 6,83 (t, J=7,9 I'u, 1H), 6,92 (dd, J=8,1, 1,1 'y, 1H), 7,14 (dd, J=8,7, 2,4 Ty, 1H), 7,23 (d, J=2,4
Mu, 1H), 7,83 (s, 1H), 8,21 (s, 1H), 8,69 (s, 1H). MS (ES+): m/z 464 (M+H)".

Mpuknan 157. N-TpeT-6yTun-3-[2-(4-imiga3on-1-in-deHinamiHo)-5-meTnnnipumignH-4-
inamiHo]6eHsoncynedoHamig (cnonyka Cl):

H
N

N\
1Y
Ny

Cymiw npomixHoro npogykty 33 (0,40 r, 1,1 mmonb), 4-imigason-1-in-gpexinaminy (0,20 r, 1,3
MMornb), Pdx(dba)s (0,10 r, 0,11 mmonb), kcaHTdocy (0,12 r, 0,21 mmonb) i kapboHaTy uesito (0,80 r,
2,5 mmonb) y cymiwi giokcaH/DMF (3/1, 8 Mn) repMeTUYHO 3aKpunM Yy MIKPOXBUITbOBIA peakuinHin
npobipui W onpomiHoBann MikpoxBunsmMu npu TemnepaTypi 160 °C npotarom 30 xB. [licns
OXOJIOKEHHST A0 KIMHATHOI TeMnepaTypu KpULLKY Npobipkn 3HSNW, 1 OTpMMaHy B pesyrbTaTi Cymill
npodineTpyBanu. BigdinsTpoBaHy TBepay pedvoBuHy npomunu DCM, dinbTpaT KoHUeHTpyBanu, a
3anuwok o4uctunm 3a gonomoroto HPLC-xpomatorpadii. O6pobneHi TakMm 4mHOM  dopakuii
ob6'egHanu i Bununu y HacmdeHun po3dmH NaHCO; (40 mn). OB'egHaHi BOAHI Wwapu ekcTparyBanu
EtOAc (2x40 mn), a ob'egHaHi OpraHiyHi Wapy NPOMUAM COMbOBMM PO3YMHOM, BUCYLUWAWN Hag
6essogHum Na,SO, i npodineTpyBanu. PinbTpaT KOHUEHTPYBanu, a NoTiM Bigibpanu B MiHiManbHin
kinbkocti EtOAc. [Jo po3umHy gopaBanu rekcaH OOTWu, MOKM He YTBOpPUBCS TBepaun ocaa. [licna
ginbTpauii 6yna oTpyMmaHa 3a3HaveHa B 3arofioBKy Crosiyka, sika siBnsana coboto TBepay pevoBUHY He
uinkom 6inoro koneopy (0,151, 28 %).

'H AMP (500 My, DMSO-dg): & 1,12 (s, 9H), 2,15 (s, 3H), 7,07 (s, 1H), 7,43 (d, J=9,0 'y, 2H),
7,50-7,60 (m, 3H), 7,61 (s, 1H), 7,79 (d, J=9,0 I'u, 2H), 7,98 (s, 1H), 8,08-8,13 (m, 3H), 8,64 (s, 1H),
9,19 (s, 1H). MS (ES+): m/z 478 (M+H)".

Mpuknag 158. N-TpeT-6yTun-3-[2-(4-imigason-1-inMmeTundeHinamiHo)-5-metTunnipumignH-4-
inamiHo]6eH3oncynedoHamig (cnonyka Cll):

H

N
>r \/s\\ NH
o/ o
| NN N/\\
N
/)\ \%/
N N
H _ClI

Cywmiw npomixHoro npogykty 33 (0,10 r, 0,28 mmonb), 4-imigason-1-inmetnndeHinamidy (60 wmr,
0,35 mmone), Pdy(dba)s (25 mr, 0,027 mmonb), kcaHTdocy (30 mr, 0,052 mmonb) i kapboHaTy Lesito
(0,20 r, 0,61 mMmonb) y cymiwi giokcaH/DMF (3/1, 4 mn) repMeTUYHO 3aKpunu y MIKpPOXBUIbLOBIN
peakuinHin Nnpobipui 1 onpomiHioBanu Mikpoxsunsmu npu temnepatypi 160 °C npotsarom 20 xB. MNicns
OXOITOKEHHS 0O KIMHATHOI TeMnepaTypu KpULLIKY NpoOBipku 3HANW, # OTpUMaHy B pe3ynbTaTi cyMill
npocinbTpyBanu. BigdinbTpoBaHy TBepay peyosuHy npomunu DCM, cinbTpaT KoHUeHTpyBanu, a
3anuuwok ouuctunu 3a ponomorotd HPLC-xpomatorpadii. O6pobneHi Takmm 4YMHOM  ppakuii
ob'egHanu i Bununu y HacudeHmn po3umH NaHCO; (30 mn). O6'egHaHi BogHi Wwapu ekcTparyBanu
EtOAc (2x30 mn), a oO'egHaHi opraHiYHi Wapy NPOMUIM COJNIbOBMM PO3YMHOM, BUCYLUMIN Hag
0e3BogHnm Na,SO, i npodinbTpyBanu. PinbTpaT KOHUEHTPYBanu, a noTiM Bigibpanu B MiHiManbHin
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kinbkocti EtOAc. [Jo po3uuHy gopaBanu rekcaH OOTW, MOKWM He YTBOpPUBCA TBepaun ocaa. [licna
dinbTpauii 6yna oTpumaHa 3as3HaveHa B 3arofiloBKy Crosyka, ska siBnsna coboio TBepay peyOoBUHY
Oinoro konbopy (40 mr, 29 %).

'H AMP (500 MIy, DMSO-dg): & 1,12 (s, 9H), 2,13 (s, 3H), 5,07 (s, 2H), 6,89 (s, 1H), 7,12 (d,
J=8,6 'y, 2H), 7,15 (8, 1H), 7,46 (t, J=7,9 'y, 1H), 7,49-7,52 (m, 1H), 7,56 (s, 1H), 7,63 (d, J=8,6 'L,
2H), 7,72 (s, 1H), 7,94 (s, 1H), 8,09 (s, 1H), 8,14 (d, J=8,1 'y, 1H), 8,60 (s, 1H), 9,02 (s, 1H). MS
(ES+): m/z 492 (M+H)".

Mpuknag 159. 2-(4-AmiHodeHoKcK)eTaHOM (NPOMKHUIA NPOAYKT 59):

H,N .59

PosunH 2-(4-HiTpodpeHokci)eTanony (2,1 r, 12 mmons) y MeOH (30 mn) npogynu aproHowm i B
Hboro nomictunun 10 %(mac.) Pd/C (0,1 eks. (mac.)). [NoBiTpsa i3 cymiwi BigkavyBanu nig BakyyMHUM
KOBMaKoM, a MOTiM CyMilL 3HOB 3aMOBHSNM BOAHEM i3 6anoHa. [ani uen uukn noBTOpPUnu, i CTBOPEHY
CyMill nepemiwyBanu npu KiMHaTHIN TemnepaTtypi ynpogoBx 2 rog. Lo HeogHopiaHy peakuinHy
cymiWw npodinbTpyBanu Yepes nogylwiky i3 uenity, npomunu MeOH i KOHUEHTpyBanu y BakyyMi,
ofepXaBlM 3a3HadeHy B 3arornoBky crionyky (1,8 r, 99 %), sika sBnsna coboio TBepay PevOBUHY
KOpMYHeBOro Konbopy. MS (ES+): m/z 154 (M+H)".

Mpuknag 160. N-TpeT-6yTun-3-{2-[4-(2-rigpokcieTokcu)eHinamiHo]-5-meTnnnipumianH-4-
inamiHo}6eH3oncynbdoHamig (cnonyka CllI):

H

>(N\/s\ NH
o/\o 0
N/)\N
H _Clll

Cywmiw npomixHoro npogykty 33 (0,10 r, 0,28 mmonb), npomikHoro npoaykty 59 (55 wr, 0,36
mmonsb), Pd,(dba)s (25 mr, 0,027 mmonb), kcantdocy (30 mr, 0,052 mmonb) i kapboHaTy uesito (0,20 T,
0,61 mmonb) y cymiwli giokcaH/DMF (3/1,4 Mn) repMeTUYHO 3aKpunu y MIKPOXBUMbOBIN peakLinHin
npobipui ” onpomiHioBanu MikpoxBunamu npu Temnepatypi 160 °C npotarom 20 xBunwuH. [llicns
OXOJTOKEHHS 00 KIMHATHOI TeMnepaTypyu KpULIKY NpoBipkn 3HANKW, 1 OTpUMaHy B pe3ynbTaTi CyMill
npodinbTpysanu. BigdinbTpoBaHy TBepay peyosuHy npomunu DCM, dinbTpaT KoHUeHTpyBanu, a
3anuuwok oumctunu 3a pgonomorotd HPLC-xpomatorpadii. O6pobneHi TakMm 4mHOM  dbpakuii
ob6'egHanu i Bununu y HacmdeHun po3dmH NaHCO; (30 mn). OB'egHaHi BOAHI Wwapu ekcTparyBanu
EtOAc (2x30 mn), a ob'egHaHi OpraHiyHi Wwapu NPOMUAM COMbOBMM PO3YMHOM, BUCYLUWAWN Hag
6esBogHum Na,SO, i npodinbTpyBanu. PinbTpaTt KOHUEHTPyBanu, a noTiM Bigibpanu B MiHIManbHin
kinbkocti EtOAc. [Jo po3umHy gopaBanu rekcaH OTW, MOKM He YTBOPWMBCHA TBepaun ocag. llicns
GinbTpauii 6yna oTpMMaHa 3a3HadeHa B 3arofioBKy Crosyka, sika fBnsina cobolo TBepay pevoBUHY
6inoro konbopy (15 mr, 11 %).

'H AMP (500 Mru, DMSO-dg): d 1,12 (s, 9H), 2,12 (s, 3H), 3,69 (q, J=5,2 'y, 2H), 3,91 (t, J=5,1
My, 2H), 4,82 (t, J=5,5 'y, 2H), 6,80 (d, J=9,1 'y, 2H), 7,45-7,50 (m, 2H), 7,52 (d, J=9,0 'y, 2H), 7,55
(s, 1H), 7,90 (s, 1H), 8,08-8,15 (m, 2H), 8,53 (s, 1H), 8,77 (s, 1H). MS (ES+): m/z 472 (M+H)".

Mpuknag 161. N4-(4-XJ‘IOp-3-MeTOKCM(beHiJ'I)-5-MeTl/Iﬂ-NZ-(4-FIiI'Iepa3VIH-1-
inmeTundeHin)nipumiamH-2,4-giamid (cnonyka CIV):
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~o NH
TIA\N Y
/)\ K/NH
N N
H . CIV

Cymiw npomikHoro npoaykty 31 (0,10 r, 0,35 mmonb), TpeT-OytunoBoro ectepy 4-(4-
amiHob6eH3un)ninepasnH-1-kapboHosoi kucnotn (0,12 r, 0,41 mmonb), Pd,(dba); (30 mr, 0,033
MMonb), kcaHtdocy (35 wmr, 0,06 mmonb) i kapboHaty uesito (0,23 r, 0,71 Mmonb) y cyMmili
aiokcaH/DMF (3/1,4 mn) repMeTMYHO 3aKpuin y MiKpOXBUIbOBIN peakuiiHin npobipui 1 onpomiHioBanm
MikpoxBunsamMm npu Temnepatypi 160 °C npotarom 20 xB. [licna OXONOmKEHHs1 OO0 KiMHATHOI
TeMnepaTypu KpULWIKYy npobipkn 3HANW, W OoTpMMaHy B pesynbTaTi cymiwl npodinbTpyBanu.
BiodinbTpoBaHy TBepay peyvouHy npomunm DCM i cpinbTpat KOHUEHTpyBanu.

3anuLoKk o4ncTMnmM 3a oNoMOoro dnell-xpomartorpadii Ha cunikareni (eneHT: Big rekcaHy ao
60 % EtOAc/rekcaH), ogepxaswwu Boc-3axvweHnin nonepegHuk. o po3unHy LbOro nonepegHuka y
DCM (5 mn) gogann TFA (3 mn). Cymiw nepemiwyBanu npu KiMHaTHIN TemnepaTypi npotarom 1
roOOVHKU, KOHLEHTpYBanu, a 3anuuwok ounctunu 3a gonomorotd HPLC-xpomatorpadii. O6pobneHi
TakmMm YnHOM ppakuii o6'egHanu i Bununmn y HacudeHun posdmH NaHCO; (30 mn). O6'egHaHi BOAHi
wapwn ekctparyBanu BtOAc (2x30 mn), a o6'egHaHi opraHiyHi Wwapy NpoOMUIIM CONMbOBUM PO3YUHOM,
Bucywnnun Hag 6e3sogHM Na,SO, i npodinbTpyBanu. QinbTpaTt KOHLEHTPYBanu, a noTiM Bigidpanu B
MiHiManbHiIn KinbkocTi EtOAc. [lo po3unHy gogaBanu rekcaH AoTu, MOKU He YTBOPUBCS TBepOMIM ocag.
Micna dinbTpauii 6yna oTpMmaHa 3as3HadeHa B 3arorfioBKy Crnonyka, sika siBnsina coboto TBepay
peyoBuHy Ginoro konbopy (13 mr, 9 %).

'H AMP (500 My, DMSO-dg): & 2,11 (s, 3H), 2,30-2,40 (m, 4H), 2,83 (t, J=4,8 'y, 4H), 3,37 (s,
2H), 3,75 (s, 3H), 7,08 (d, J=8,6 I'u, 2H), 7,29 (d, J=8,6 'y, 1H), 7,43 (dd, J=8,6, 2,2 'y, 1H), 7,47 (d,
J=2,2 Ty, 1H), 7,59 (d, J=8,6 I'u, 2H), 7,91 (s, 1H), 8,37 (s, 1H), 8,99 (s, 1H). MS (ES+): m/z 439
(M+H)".

Mpuknag 162. N-TpeT-6yTun-3-{5-metun-2-[4-(2-metTnnimigason-1-in)peHinamiHolnipumignH-4-
inamiHo}6eH3oncynboHamig (cnonyka CV):

H
}/N\//S\\ " %N
o O | Xy N\/>
N/)\N

H e,

Cymiw npomixxHoro npoaykty 33 (0,10 r, 0,28 mmone), 4-(2-meTunimigason-1-in)geHinaminy (60
mr, 0,35 mmonb), Pd,(dba); (25 mr, 0,027 mmonb), kcaHTdpocy (30 mr, 0,052 mmonb) i kapboHaTty
uesito (0,20 r, 0,61 mmonb) y cymiwi giokcaH/DMF (3/1,4 M) repMeTUYHO 3aKpuUnu Yy MiKpOXBUIbLOBI
peakuinHin Nnpobipui n onpomiHioBanu Mikpoxsunsamu npu Temnepatypi 160 °C npotarom 20 xB. lNicns
OXOJIOKEHHS OO0 KiIMHAaTHOI TeMnepaTypu KpuLLIKy NpoBipku 3HANW, W OTpUMaHy B pe3ynbTaTti CyMil
npodineTpyBanu. BigdineTpoBaHy TBepay pedvoBuHy npomunu DCM, dinbTpaT KoHUeHTpyBanu, a
3anuuwok oumctunu 3a gonomoroto HPLC-xpomatorpadiii. O6pobneHi TakMm 4mHOM  cbpakuii
ob6'egHanu i Bununu B HacnyeHun po3dmH NaHCO; (30 mn). OB'egHaHi BOAHI Wwapu ekcTparyBanm
EtOAc (2x30 mn), a ob'egHaHi OpraHiyHi Wwapy NPOMUIM COMbOBMM PO3YMHOM, BUCYLUWAWN Hag
6esBogHum Na,SO, i npodineTpyBanu. PinbTpaTt KOHUEHTPyBanu, a NoTiM Bigibpany B MiHIManbHin
kinbkocti EtOAc. [Jo po3uuHy gofaBanu rekcaH OOTW, MOKWM He YTBOpUBCA TBepAaun ocap. [licna
dinbTpauii 6yna oTpumaHa 3as3HaveHa B 3arosfiloBky Croryka, ska siBnsna coboio TBepay peyoBUHY
6inoro konbopy (30 Mmr, 22 %)...

'H AMP (500 My, DMSO-dg): & 1,11 (s, 9H), 2,15 (s, 3H), 2,24 (s, 3H), 6,87 (d, J=1,2 'y, 1H),
7,18 (d, J=1,3 'y, 1H), 7,22 (d, J=8,9 I'u, 2H), 7,50-7,55 (m, 2H), 7,56 (s, 1H), 7,79 (d, J=8,9 I'u, 2H),
7,98 (s, 1H), 8,07-8,10 (m, 2H), 8,65 (s, 1H), 9,26 (s, 1H). MS (ES+): m/z 492 (M+H)".
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Mpuknan 163. N-TpeTt-6yTun-3-{5-metun-2-[4-(2-metunimigason-1-
inmeTun)deHinamiHolnipumianH-4-inamiHo}6eHsoncynbdoHamig (cnonyka CVI):

N
s NH
S y
o 0
\ﬁN W
N/* s

N
H .cvI

Cywmiw npomixkHoro npogykty 33 (0,10 r, 0,28 mmonb), 4-(2-meTunimigason-1-inmetTnn)geHinaminy
(65 wr, 0,35 mmonb), Pdy(dba)s (25 mr, 0,027 mmonb), kcaHTdocy (30 mr, 0,052 mmorb) i kapboHaTy
uesito (0,20 r, 0,61 mMmonb) y cymiwi giokcaH/DMF (3/1, 4 Mn) repMETUYHO 3aKpUIKN Y MIKPOXBUIbOBIN
peakuiiHin npobipui 1 onpomiHioBanu MikpoxeunsMmu npu temnepaTtypi 160 °C npoTtarom 20 xB. Micns
OXOJIOKEHHS OO0 KiIMHATHOI TemnepaTypu KpuLLKY nNpoBipku 3HANW, 1 OTpUMaHy B pe3ynbTaTti CyMill
npodineTpyBanu. BigdinsTpoBaHy TBepay pevoBuHy npomunu DCM, dinbTpaT KoHUeHTpyBanu, a
3anuwok ouuctunnm 3a gonomoroto HPLC-xpomatorpadii. O6pobneHi TakMm 4mHOM  dopakuii
ob6'egHanu i Bununu y HacmdeHun po3dmH NaHCO; (30 mn). OB'egHaHi BoAHI Wwapu ekcTparyBanu
EtOAc (2x30 mn), a ob'egHaHi OpraHiyHi Wwapy NPOMUAM COMbOBMM PO3YMHOM, BUCYLUWAWN Hag
6essogHum Na,SO, i npodineTpyBanu. PinbTpaT KOHUEHTPYBanu, a NoTiM Bidibpanu B MiHiManbHin
kinbkocti EtOAc. [Jo po3unHy gogaBanu rekcaH OOTW, MOKWM He YTBOpPUBCS TBepAaun ocaa. [licns
dinbTpauii 6yna oTpumaHa 3asHayeHa B 3arofioBKy Cnofyka, ska siBnsna coboto TBepay peyoBUHY
6inoro konbopy (30 mr, 21 %).

'H AMP (500 My, DMSO-dg): 5 1,12 (s, 9H), 2,13 (s, 3H), 2,24 (s, 3H), 5,01 (s, 2H), 6,73 (d,
J=1,2Tu, 1H), 7,01 (d, J=8,6 'y, 2H), 7,07 (d, J=1,1 T'u, 1H), 7,44 (t, J=7,9 'y, 1H), 7,48-7,51 (m, 1H),
7,56 (s, 1H), 7,62 (d, J=8,6 I'u, 2H), 7,94 (s, 1H), 8,08 (s, 1H), 8,12 (d, J=8,1 'y, 1H), 8,60 (s, 1H),
9,02 (s, 1H). MS (ES+): m/z 506 (M+H)".

Mpuknag 164. N-TpeT-6yTun-3-[5-meTunn-2-(4-nipngnH-4-inMmeTundeHinamiHo)nipumiguH-4-
inamiHo]6eH3oncynedoHamig (cnonyka CVII):

H
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Cymiw npomixxHoro npoaykty 33 (0,10 r, 0,28 mmonb), 4-nipuauH-4-inmetundeHinamivy (65 wmr,
0,35 mmone), Pdy(dba)s (25 mr, 0,027 mmonb), kcaHTdocy (30 mr, 0,052 mmonb) i kapboHaTy Lesito
(0,20 r, 0,61 mMmonb) y cymiwi giokcaH/DMF (3/1, 4 Mn) repMeTUYHO 3aKpuUnu y MiKPOXBUMbOBIN
peakuinHin Nnpobipui n onpomiHioBanu Mikpoxsunsmu npu temnepatypi 160 °C npotsarom 20 xB. Nicns
OXOITOMKEHHS 00 KIMHATHOI TeMnepaTypu KpULLIKY NpoOBipku 3HANW, W OTpUMaHy B pe3ynbTaTi cymill
npodineTpyBanu. BigdinbTpoBaHy TBepay pevoBuHy npomuny DCM, ¢inbTpaT KOHUeHTpyBanu, a
3anuMuwok oumctunu 3a gonomoroto HPLC-xpomatorpadiii. O6pobneHi TakMm 4mHOM  cbpakuii
ob6'egHanu i Bununu y HacudeHun po3umH NaHCO; (30 mn). OB'egHaHi BOAHI Wwapu ekcTparyBanm
EtOAc (2x30 mn), a ob'egHaHi OpraHiyHi WwWapyv NPOMUIU COMBOBMM PO3YMHOM, BUCYLUMNWN Hag
6esBogHum Na,SO, i npodinbTpyBanu. PinbTpaTt KOHUEHTPyBanu, a noTiM Bigibpanu B MiHIManbHin
kinbkocti EKOAc. [lo po3umHy gopaBanu rekcaH OOTW, MOKW He YTBOpPMBCS TBepaun ocag. [licns
GinbTpauii 6yna oTpMMaHa 3as3HadyeHa B 3arofioBKy CrMONyKa, sika siBnsAna cobow TBEpAY PEeYOBUHY
6inoro konbopy (45 mr, 32 %).

'H AMP (500 My, DMSO-dg): & 1,11 (s, 9H), 2,13 (s, 3H), 3,87 (s, 2H), 7,07 (d, J=8,6 'u, 2H),
7,22 (d, J3=6,0 T'u, 2H), 7,43 (t, 3=7,9 'y, 1H), 7,47-7,50 (m, 1H), 7,56 (d, J=6,3 'y, 2H), 7,58 (s, 1H),
7,93 (s, 1H), 8,09 (s, 1H), 8,13 (d, J=8,0 I'u, 1H), 8,44 (d, J=5,8 ', 2H), 8,58 (s, 1H), 8,94 (s, 1H). MS
(ES+): m/z 503 (M+H)".
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Mpuknag 165. N-TpeT-6yTun-3-[5-meTun-2-(4-mopdoniH-4-in-gpeHinamiHo)nipumignuH-4-
inamiHo]6eHsoncynedoHamia (cnonyka CVIII):

H
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Cywmiw npomixHoro npogykty 33 (0,10 r, 0,28 mmonb), 4-mopdoniH-4-in-gpeHinamidy (60 mr, 0,34
MMornb), Pd,(dba)s (25 wmr, 0,027 mmone), kcaHTdocy (30 mr, 0,052 mmone) i kapboHaTty uesito (0,20 T,
0,61 mmonb) y cymiwi giokcaH/DMF (3/1, 4 mn) repMETUYHO 3aKpPUNN Y MIKPOXBUIIBOBIN peakuiiHin
npobipui W onpomiHoBanM MikpoxBunaMmu npu TemnepaTypi 160 °C npotarom 20 xB. [licns
OXOJIOKEHHS OO0 KiIMHATHOI TemnepaTypu KpuLLKY nNpoBipku 3HANW, 1 OTpUMaHy B pe3ynbTaTti CyMill
npodinbTpyBanu. BigdineTpoBaHy TBepay pedvosuHy npomunu DCM, dinbTpaTt koHueHTpyBanu, a
3anuwok ouuctunm 3a gonomoroto HPLC-xpomatorpadii. O6pobneHi TakMMm 4mHOM  dopakuii
ob6'egHanu i Bununu y HacmdeHun po3dmH NaHCO; (30 mn). OB'egHaHi BoAHI Wwapu ekcTparyBanu
EtOAc (2x30 mn), a ob'egHaHi opraHiyHi Wapu NpoOMUNN COMbOBUM PO3YMHOM, BUCYLUMAW Hag
6essogHum Na,SO, i npodinbTpyBanu. PinbTpaTt KOHUEHTPYBanu, a noTiM Bigibpanu B MiHIManbHin
kinbkocti EtOAc. [Jo po3unHy gogaBanu rekcaH OOTW, MOKWM He YTBOpPUBCS TBepAaun ocaa. [licns
dinbTpauii 6yna oTpumaHa 3as3HayeHa B 3arofioBKy Crosyka, fka asnsna cobow TBepay peyoBUMHY
ciporo konbopy (45 mr, 32 %).

'H AMP (500 My, DMSO-ds): 5 1,12 (s, 9H), 2,12 (s, 3H), 3,00 (t, J=48 'u, 4H), 3,73 (t, J=4,8 'y,
4H), 6,82 (d, J=9,1 'y, 2H), 7,45-7,52 (m, 4H), 7,56 (s, 1H), 7,89 (s, 1H), 8,10-8,17 (m, 2H), 8,52 (s,
1H), 8,73 (s, 1H). MS (ES+): m/z 497 (M+H)".

Mpuknag 166. N-Tpet-6yTun-3-[5-meTun-2-(4-[1,2,4]tpnason-1-inmetundeHinamiHo)nipumignH-4-
inamiHo]6eH3oncynedoHamig (cnonyka CIX):

s
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Cywmiw npomixHoro npoaykty 33 (0,10 r, 0,28 mmonb), 4-[1,2,4]Tpnason-1-inmetundeHinamidy (60
mr, 0,34 mmonb), Pd,(dba); (25 mr, 0,027 mmonb), kcaHTdpocy (30 mr, 0,052 mmonb) i kapboHaTty
uesito (0,20 r, 0,61 mmonb) y AiokcaHi (4 MM) repMeTUYHO 3aKpuUnu y MIKpOXBUMBOBIN peakLinHin
npobipui " onpomiHoBanu Mikpoxsunamu npu Temnepatypi 160 °C npotarom 20 xB. [licns
OXOITOKEHHS 0O KIMHATHOI TeMnepaTypu KpULLIKY NpoOBipku 3HANW, # OTpUMaHy B pe3ynbTaTi Cymill
npodineTpyBanu. BigdinbTpoBaHy TBepay pevoBuHy npomunu DCM, cinbTpat KOHUeHTpyBanu, a
3anuuwok oumctunu 3a pgonomorotd HPLC-xpomatorpadii. O6pobneHi TakMm 4mHOM  cbpakuii
ob6'egHanu i Bununu y HacudeHun po3dmH NaHCO; (30 mn). OB'egHaHi BOAHI Wwapu ekcTparyBanm
EtOAc (2x30 mn), a ob'egHaHi opraHiyHi Wapu NPOMWNN CONMbOBUM PO3YMHOM, BUCYLUWMM Hag
6esBogHum Na,SO, i npodinbTpyBanu. PinbTpaTt KOHUEHTpyBanu, a noTiM Bigibpanu B MiHIManbHin
kinbkocti EtOAc. [Jo po3uuHy gopaBanu rekcaH OOTWu, MOKM He YTBOPMBCS TBepaun ocaa. [llicns
GinbTpauii 6yna oTpMMaHa 3as3HadyeHa B 3arofioBKy Crosiyka, sika siBnsna cobow TBepay peqoBUHY
6inoro konbopy (37 mr, 27 %).

'H AMP (500 My, DMSO-dg): & 1,17 (s, 9H), 2,13 (s, 3H), 5,29 (s, 2H), 7,14 (d, J=8,6 Iy, 2H),
7,46 (t, J=7,8 'y, 1H), 7,48-7,51 (m, 1H), 7,56 (s, 1H), 7,63 (d, J=8,6 I'u, 2H), 7,94 (s, 1H), 7,95 (s,
1H), 8,08 (s, 1H), 8,13 (d, J=8,0 Iy, 1H), 8,59 (s, 1H), 8,60 (s, 1H), 9,04 (s, 1H). MS
(ES+):m/z493(M+H)".

Mpuknag 167. N-TpeT-6yTun-3-{5-metun-2-[4-(4-metunimigason-1-in)peHinamidolnipumignH-4-
inamiHo}6eH3oncynbdoHamig (cnonyka CX):
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Cywmiw npomixkHoro npogykty 33 (0,10 r, 0,28 mmonb), 4-(4-meTunimigason-1-in)dgeHinamid (60 wmr,
0,35 mmonb), Pd,(dba); (25 mr, 0,027 mmonb), kcaHTdocy (30 mr, 0,052 mmonb) i kapboHaTy Lesito
(0,20 r, 0,61 Mmonb) B AgiokcaHi (3 MIT) repMeTUYHO 3aKpUIM Y MIKPOXBUIbOBIW peakuiviHin npobipui 1
onpomiHoBanu Mikpoxeunsmu npu temnepatypi 160 °C npotsarom 20 xB.

lMicns oxonomXeHHs 40 KiIMHATHOI TeMnepaTypu KpULLKY NpoBipKn 3HSNW, 1 OTpMMaHy; pesynbTarTi
cymiw npodineTpyBanu. BiadinbTpoBaHy TBepay pedoBuHy npomunu  DCM, dinbTpar
KOHLUEHTpyBanu, a 3anuwok o4mctunu 3a gonomoroto HPLC-xpomaTtorpadii. O6pobneHi Takum YnHoMm
dpakuii ob'egranu i Bununn y HacuyeHun podunmH NaHCO; (30 mn). O6'egHaHi BogHi wapwu
ekctparyBanm EtOAc (2x30 mn), a ob'egHaHi opraHiyHi Wapy NpOMUMM COMbOBUM PO3YMHOM,
Bucywunu Hag 6e3sogHum Na,SO, i npodinbTpyBanu. PinbTpaT KOHUEHTpPYBanu, a NoTiM Bigibpanu B
MiHiManbHiIn kinbkocTi EtOAc. [1o po3ynHy gogaBanuy rekcaH AoTu, MOKU He YTBOPUBCS TBEPOMN Ocag.
Micna dinbTpauii 6yna oTpumaHa 3as3HadeHa B 3arofioBKy CMoOmnyka, sika siBnsna cobow TeBepay
peyoBMHY He Uinkom Ginoro konbopy (20 mr, 15 %).

'H AMP (500 MIy, DMSO-dg): 5 1,12 (s, 9H), 2,15 (s, 3H), 2,16 (s, 3H), 7,30 (s, 1H), 7,38 (d,
J=9,6 'y, 2H), 7,50-7,56 (m, 2H), 7,57 (s, 1H), 7,76 (d, J=9,0 I'u, 2H), 7,96 (s, 1H), 7,97 (s, 1H), 8,09-
8,13 (m, 2H), 8,63 (s, 1H), 9,16 (s, 1H). MS (ES+): m/z 492 (M+H)".

Mpuknag 168. N-TpeT-6yTun-3-[5-metnn-2-(4-[1,2,4]Tpnason-1-in-geHinamiHo)nipumignH-4-
inamiHo]6eH3oncynedoHamia (cnonyka CXI):
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Cywmiw npomixHoro npoaykty 33 (0,10 r, 0,28 mmonb), 4-[1,2,4]tpnason-1-in-cpeHinamivy (55 wr,
0,34 mmone), Pd,(dba)s (25 mr, 0,027 mmone), kcaHTdocy (30 mr, 0,052 mmoneb) i kapboHaTy Lesito
(0,20 r, 0,61 mmonb) B AiokcaHi (3 MI) repMeTMYHO 3aKpUITM Y MIKPOXBUITBOBIN peakLiviHin npobipui n
onpomiHioBanu Mmikpoxsunamu npu temnepatypi 160 °C npotarom 20 xB. [licns oxonomkeHHA A0
KiMHaTHOI TeMnepaTypu KpULLKY NPoBipKn 3HANW, 1 OTPMMaHy B pe3ynbTaTi CyMill NpodinbTpyBanu.
BingineTpoBaHy TBepay peyvosuHy npomunu DCM, cinbTpaT KOHUEHTpYBanu, a 3anuwiok OYnCcTUNn
3a pgonomoroto HPLC-xpomatorpacpii. O6pobneHi TakuMm 4mMHOM dbpakuii ob'egHanu i Bununu y
HacuyeHnn po3umH NaHCO; (30 mn). O6G'egHaHi BogHi wapw ekctparysanm EtOAc (2x30 wmn), a
0o6'efHaHi OpraHiyHi Wwapu nNpoOMWIM COMbOBMM PO3YMHOM, BUCYWMnM Hag 6e3BogHuM Na,SO, i
npodinbTpyBanu. ®PinbTpaT KOHUEHTpyBanu, a noTiM Bigidbpanu B MiHiManbHiA kinekocti EtOAc. [o
pO34nHYy AofaBanu rekcaH gOTW, NOKM He YyTBOpMBCS TBepAui ocag. Nicns ginbTpauii 6yna otpumana
3a3HayveHa B 3arosioBKy crnosnyka, gka siBnsna coboto 1Bepay peyoBuHy 6inoro konsopy (40 mr, 29 %).

'H AMP (500 Mru, DMSO-dg): & 1,12 (s, 9H), 2,15 (s, 3H), 7,50-7,58 (m, 3H), 7,63 (d, J=9,1 Iy,
2H), 7,83 (d, J=9,0 I'u, 2H), 7,99 (s, 1H), 8,09 (s, 1H), 8,10-8,15 (m, 1H), 8,17 (s, 1H), 8,66 (s, 1H),
9,12 (s, 1H), 9,27 (s, 1H). MS (ES+); m/z 479 (M+H)".

Mpuknag 169. N-TpeT-6yTnn-3-{5-metun-2-[3-(1H-teTpason-5-in)derinamiHo]nipumiguns-4-
inamiHo}6eH3oncynbdoHamig (cnonyka CXII):
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Cymiw npomixHoro npoaykty 33 (0,10 r, 0,28 mmonb), 3-(1H-TeTpason-5-in)deHinamivy (55 wr,
0,34 mmonb), Pd,(dba); (25 mr, 0,027 mmonb), kcaHTdocy (30 mr, 0,052 mmonb) i kapboHaTy Lesito
(0,20 r, 0,61 mmonb) B AiokcaHi (3 MI) repMeTUYHO 3aKPUITM Y MIKPOXBUITbOBIN peakLiviHii npobipui v
onpomiHoBanu Mmikpoxsunsammu npu temnepatypi 160 °C npotarom 20 xB. [Micnsi oXonomkeHHA Ao
KiMHaTHOI TemMnepaTypu KPULLIKY NPoBipkn 3HANW, 1 OTPUMaHy B pe3ynbTaTi CyMill npodinbTpyBanm.
BigdinetpoBaHy TBepay pevoBuHy npomunu DCM, dinbTpaT KOHUEHTpyBanu, a 3anuliok O4UCTUNU
3a ponomoroto HPLC-xpomatorpadgii. O6pobneHi Takum 4mHOM dopakuii ob'egHanu i Bununu y
HacudeHmn po3umH NaHCO; (30 mn). O6'egHani BogHi wapu ekctparyBanu EtOAc (2x30 mn), a
o6'egHaHi OpraHiyHi Wapu nNpoMunM COMNbOBMM PO3YMHOM, BUCYIMNM Hag 6e3sogHum Na,SO, i
npodinbTpyBanu. PinbTpaT KOHUEHTpyBanu, a noTiMm Bigidpanu B MiHiManbHin kinekocti EtOAc. [o
PO34MHY AoAaBanuy rekcaH goTH, MOKU He YyTBOpMBCS TBepaui ocaa. Nicns dinbTpadii 6yna oTpumana
3a3HadeHa B 3arofioBKy Crosyka, sika aBnsina coboto TBepay pevoBuHy binoro konsopy (15 mr, 11 %).

'H AMP (500 My, DMSO-dg): & 1,13 (s, 9H), 2,15 (s, 3H), 7,26 (t, J=7,9 'y, 1H), 7,38 (t, J=8,0
Mu, 1H), 7,44 (dd, J=7,9, 1,1 'y, 1H), 7,50 (d, J=7,6 'u, 1H), 7,58 (s, 1H), 7,79 (dd, J=8,1,1,4 'y, 1H),
7,98 (s, 1H), 8,16 (s, 1H), 8,22 (s, 1H), 8,27 (d, J=7,8 T'u, 1H), 8,57 (s, 1H), 9,08 (s, 1H), MS (ES+):
m/z 480 (M+H)".

Mpuknag 170. 4-(1H-TeTtpason-5-in)denHinamiH (npomixkHun npogykt 60):
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[o po3unHy 5-(4-HiTpocpeHin)-1 H-tetpasony (1,0 r, 5,2 mmonb) y MeOH (30 mn) pgopanu
10 %(mac.) Pd/C (0,1 ekB. (mac.)) B atmoccepi aproHy. Cymiwl BakyymyBanu, 3HOBY 3amnoBHSMMU
BogHeM (3 umknu) i nepemiwanu Npu KiMHaTHIM TemnepaTtypi npoTtarom 1,5 rog. Lito HeogHopigHy
peakuinHy cymiw npodinbTpyBanu 4yepes NOoaywky i3 uenity, npomunum MeOH i koHueHTpyBamm y
BakyyMi. OTpuMaHy B pesynbTaTi CMpy CMONyKy amiHy BUKOPUCTOBYBAaNW Ha HacTynHin crtagii 6e3
ounctkn. MS (ES+): m/z 162 (M+H)".

Mpuknag 171. N-TpeT-6yTun-3-{5-metun-2-[4-(1H-teTpason-5-in)deHinamiHo]nipumignH-4-
inamiHo}6eH3oncynbgoHamig (cnonyka CXII):

N

~ N

S NH HN—
T
| AN N ~ /
/)\
N N

H _CXIll

Cymiw npomixkHoro npogykty 33 (0,10 r, 0,28 mmonb), npomikHoro npoaykrty 60 (60 wr, 0,37
Mmonb), Pd,(dba); (25 mr, 0,027 mmonb), kcaHTgocy (30 mr, 0,052 mmons) i kapboHaTy uesito (0,20 T,
0,61 mmonb) y cymiwi giokcan/DMF (3/1; 4 Mn) repMeTUYHO 3aKpun y MIKPOXBUITLOBIN peakUinHil
npobipui W onpomiHioBanM MiKpoxBunaMu npu TemnepaTypi 160 °C npotarom 20 xB. [licns
OXOSIOPKEHHST A0 KIMHATHOI TeMrnepaTypu KpULLKY Npobipku 3HSMW, 1 OTpMMaHy B pesyrbTaTi CyMmill
npodinbTpyBanu. BigdinbTpoBaHy TBepay pe4oBuHy npomunu DCM, dinbTpaT KOHUEHTpyBanu, a
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3anuuwok ouuctunu 3a pgonomorold HPLC-xpomatorpadii. O6pobneHi Takum 4mHOM  cbpakuii
ob'egHanu i Bununu y HacudeHuin po3umH NaHCO; (830 mn). O6'egHaHi BOAHI Wwapu ekcTparysanu
EtOAc (2x30 mn), a obO'egHaHi OpraHiyHi Wapyv NPOMUAM COMbOBMM PO3YMHOM, BUCYLUMNN Hag
06e3BogHnM Na,SO, i npodinbTpyBanu. PinbTpaT KOHUEHTPYBanM, a NoTiM Bigibpanu B MiHiManbHin
kinbkocti EtOAc. [Jo po3umHy gopaBanu rekcaH OOTW, MOKM He YTBOPMBCS TBepaun ocag. [llicns
ginbTpauii byna oTpumaHa 3a3HaveHa B 3arofioBKy Cronyka, sika siBnsina cobol TBepAay pPevoBUHY
6inoro konbopy (15 mr, 11 %).

'H AMP (500 My, DMSO-dg): 5 1,13 (s 9H), 2,16 (s, 3H), 7,52-7,56 (m, 2H), 7,57 (s, 1H), 7,83
(s, 4H), 8,01 (s, 1H), 8,08 (s, 1H), 8,13-8,19 (m, 1H), 8,69 (s, 1H), 9,34 (s, 1H). MS(ES+): m/z 480
(M+H)".

Mpuknag 172. 3-{2-[4-(4-AueTunninepasuH-1-in)deHinamiHo]-5-meTnnnipumianH-4-inamiHo)-N-
TpeT-6yTunbeHsoncynbdoHamig (cnonyka CXIV):

> AN
A L Q

. CXIV

Cymiw npomixkHoro npoaykty 33 (0,10 r, 0,28 wmmonb), 1-[4-(4-amiHodbeHin)ninepasnH-1-
inJetaHoHy (80 wmr, 0,36 mmonb), Pd,(dba)s (25 wmr, 0,027 mmons), kcaHTdocy (30 mr, 0,052 mmonb) i
kapboHaty uesito (0,20 r, 0,61 mmonb) B giokcaHi (3 M) repMeTUyHO 3aKpUIM Yy MIKPOXBUIbOBIW
peakuiiHin npobipui 1 onpomiHioBanu Mikpoxeunamu npu temnepatypi 160 °C npotarom 20 xB. Micns
OXOJIOKEHHST A0 KIMHATHOI TeMrnepaTypu KpULKY Npobipkn 3HSNW, 1 OTpMMaHy B pesyrbTaTi CyMmill
npodinbTpysanu. BigdinbTpoBaHy TBepay peyosuHy npomunu DCM, dinbTpaT koHUeHTpyBanu, a
3anuwok ounctunm 3a gonomorotd HPLC-xpomatorpagii. O6pobneHi Takum YuHOM  dopakuii
ob6'egHanu i Bununu y HacmdeHun po3dmH NaHCO; (30 mn). OB'egHaHi BOAHI Wwapu ekcTparyBanu
EtOAc (2x30 mn), a ob'egHaHi OpraHiyHi Wwapu NPOMUAM COMbOBMM PO3YMHOM, BUCYLUWAWN Hag
6essogHum Na,SO, i npodineTpyBanu. PinbTpaT KOHUEHTpyBanu, a noTiM Bigibpanu B MiHIManbHin
kinbkocti EtOAc. [Jo po3unHy gopaBanu rekcaH OOTWu, MOKM He YTBOpPUBCA TBepaun ocaa. [licna
ginbTpauii 6yna oTpyMmaHa 3a3HavyeHa B 3arofioBKy Crosiyka, sika siBnsana coboto TBepay pevyoBUHY He
LI,IJ'IKOM 6inoro konbopy (55 mr, 37 %).

'H AMP (500 My, DMSO-dg): 5 1,12 (s, 9H), 2,04 (s, 3H), 2,12 (s, 3H), 2,97 (t, J=52 I, 2H),
3,03 (t, J=5,1 'y, 2H), 3,57 (q, J=5,4 'y, 4H), 6,85 (d, J=9,0 'y, 2H), 7,46-7,52 (m, 4H), 7,56 (s, 1H),
7,90 (s, 1H), 8,10-8,17 (m, 2H), 8,52 (s, 1H), 8,75 (s, 1H). MS (ES+): m/z 538 (M+H)".

Mpuknag  173.  N-TpeT-0yTun-3-{5-metun-2-[1-mopdoniH-4-inetTun)dpeHinamiHolnipumignH-4-
inamiHo}6eH3oncynboHamig (cnonyka CXV):

N
>r \/s\ NH
O/\O
Y N/\
/)\ K/O
N N
H . CXV
Cywmiw npomixHoro npogykty 33 (0,10 r, 0,28 mmonsb), 4-(1-mopdponiH-4-inetun)deHinaminy (80
mr, 0,39 mmone), Pd,(dba); (30 mr, 0,033 mmonb), kcaHTdocy (35 mr, 0,061 mmonb) i kapboHaTy
uesito (0,26 r, 0,80 mmonb) B AiokcaHi (4 MN) repMeTUyHO 3aKpWUIM Yy MIKPOXBUIBbOBIN peakuUilHin
npobipui 1 onpomiHoBanu Mikpoxsunamu npu Temnepatypi 160 °C npotarom 20 xB. [licns
OXOMNOMKEHHST A0 KIMHATHOI TemnepaTypu KpULLKY nNpobipku 3HSAMW, 1 OTpMMaHy B pesynbTaTi CyMmiLl
npocinbTpyBanu. BigdinbTpoBaHy TBepay peyosuHy npomunu DCM, cinbTpaT KoHUeHTpyBanu, a
3anuuwok ouuctunu 3a ponomorotd HPLC-xpomatorpadii. O6pobneHi Takum ymHOM  hpakuii

ob'egHanu i Bununu y HacudeHmn po3umH NaHCO; (30 mn). O6'egHaHi BogHi wapu ekcTparysanu
EtOAc (2x30 mn), a ob'egHaHi opraHiyHi LWapy NPOMUNM COSNbOBMM PO3YMHOM, BUCYLUMNU Haf
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6e3sBogHnm Na,SO, i npodineTpyBanu. dinbTpaT KOHUEHTpYBanu, a noTiM Bigibpanu B MiHiManbHin
kinbkocti EtOAc. [Jo po3uuHy gopaBanu rekcaH OOTW, MOKWM He YTBOPUBCA TBepaun ocaa. [licna
ginbTpauii Oyna oTpumaHa 3a3HadeHa B 3arosloBKy Crosyka, ska siBnsna cobow TBepay peyOBUHY
Oinoro konbopy (40 mr, 27 %).

'H AMP (500 MIu, DMSO-ds): d 1,12 (s, 9H), 1,25 (d, J=6,6 'y, 3H), 2,13 (s, 3H), 2,20-2,30 (m,
2H), 2,30-2,40 (m, 2H), 3,24 (q, J=6,6 T'u, 1H), 3,54 (t, J=4,4 'y, 4H), 7,10 (d, J=8,5 'y, 2H), 7,45-
7,52 (m, 2H), 7,55 (s, 1H), 7,57 (d, J=8,5 'y, 2H), 7,93 (s, 1H),8,09(s, 1H), 8,15 (d, J=7,7 Tu, 1H),
8,57 (s, 1H), 8,92 (s, 1H). MS (ES+): m/z 525 (M+H)".

Mpuknag 174. N4-(1H-IH/J,on-4-in)-5-MeTV|n-N -(4-(4-metunninepasuH-1-in)denin)nipumignH-2,4-
Aiamin (cnonyka CXVI):

HN\

. CXVI

Cywmiw npomixHoro npoaykty 32 (270 wmr, 0,9 mmonb), 4-6pom-1 H-iHgony (196 wmr, 0,9 Mmonb),
Pd,(dba); (91 wmr, 0,09 mmonb), kcaHtdocy (157 mr, 0,27 mmonb) i kapboHaTy uesito (1,2 r, 3,6
MMOrb) cycneHgysanu B giokcadi (100 mn) i KMnN'aTunm 3i 3BOPOTHMM XOMNOAMIMBLHUKOM B aTMOcdepi
aproHy npotarom 20 roa. Hani cymiw npodinsTpyBanu i inbTpar KOHUEHTpyBanu y BaKyyMi.
Banuwok ounctunu 3a pgonomoroto HPLC-xpomaTorpachii, ogepxaBlun 3a3HavyeHy B 3arosfioBKy
cnonyky (55 mr coni HCI, 14 %), sika siBnsina coboto TBepAy pevoBUHY Girloro Konbopy.

'H AMP (500 MI'y, DMSO-dg): 8 2,22 (s, 3H), 2,79 (d, J=4,3 'y, 3H), 2,98-3,03 (m, 2H), 3,08-3,14
(m, 2H), 3,46-3,48 (m, 2H), 3,64-3,66 (m, 2H), 6,35-6,36 (m, 1H), 6,63 (br d, J=8,0 'y, 1H), 6,98 (d,
J=9,1 'y, 2H), 7,05 (d, J=7,4 'y, 1H), 7,16 (t, J=7,6 'y, 1H), 7,36 (t, J=2,8 'y, 2H), 7,43 (d, J=8,0 Iy,
1H), 7,86 (s, 1H), 10,07 (s, 1H), 10,27 (s, 1H), 11,00 (br s, 1H), 11,38 (s, 1H), 12,16 (br s, H). MS
(ES+): m/z 414 (M+H)".

Mpuknag 175. 2-Xnop-5-metnn-N-(2,3-anmetnndeHin)nipumignH-4-amid (NPOMiKHUIA NpoaykT 61):

NH

NN

L

N Cl 61

Cymiw 2-xnop-5-metnnnipumignH-4-aminy (143,6 mr, 1 mmone), 1-6pom-2,3-guMeTunoeHsony
(222 wr, 1,2 mmonb), Pd,(dba); (92 mr, 0,1 mmonb), kcaHTdocy (174 wmr, 0,3 mmonb) i kapboHaTy
uesito (1,3 r, 4 mmonb) cycneHayBanu B giokcaHi (150 mMn) i kun'atunu 3i 3BOPOTHMM XONOANUITBHUKOM
B aTMocdepi aproHy npotsaroMm 20 roa. Oani cymiw npodinbTpyBanu, i inbTpaT KOHUEHTpyBanu y
Bakyymi. 3anuwok po3dumHunm B EtOAc (10 mn) i go posumHy goganu rekcan (100 mn). Teepay
peyoBuMHY 3ibpany WnsaxoMm @inbTpauii i NPOMWNM reKcaHoM, OTPMMaBLUM CUPY 3a3HadeHy B
3arofoBKy CMOyKy, fka siBnsna cobow TBepay peyoBMHY XKOBTOMO KOMbopy.

Mpuknag 176. 5-|\/|eTMJ'I-N4-(2,3-£I,MM8TI/IJ'Id)eHiﬂ)-NZ-[4-FIiI'IepMﬂ,I/IH-4-iJ'I0KCI/I)d)EHiﬂ)rlipl/lMiD,MH-ZA-
diamiH (cnonyka CXVII):
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H .CXVII

Cywmiw npomixHoro npogykty 61 (1,0 mmonb) i TpeT-6yTunn-4-(4-amiHodeHoken)ninepuanH-1-
kapbokeunat (292,4 wr, 1,0 mmonb) cycneHaysanu B ouTosin kucnoti (10 mn) i rpinu npu Temneparypi
100 °C npotsrom 4 rog. [llicna uboro cymiwi ganu OCTUrHYTM A0 KiMHATHOI Temnepartypu, i nig
3HWKEHUM TUCKOM BMAanunu 3 Hei ouTtoBy KucnoTty. 3anuwok Bigibpanu y Boagi (20 mn) Ta
HeWTpanidyBanu [o pH~7. YTBopeHun y pesynbTati po3uuH ekctparyBanu EtOAc (30 mn), i
opraHiyHui wap Bigokpemunu. [ani opraHiyHUN Wwap NpPOMUIAN CONbOBUM PO34YMHOM, BUCYLLMAWN HaA
MgSO, i npodinbTpyBanu. dinbTpaT KOHUEHTPYBann y BakyyMi i Le CUPUN NPOLYKT OYMCTUNN 3a
ponomoroto HPLC-xpomatorpadii, ogepxaBlum 3asHa4veHy B 3aronoBky cnonyky (105 mr coni HCI,
24 %), Aka aBnsina codoto TBepay PEYOBMHY XKOBTOMO KOMNbOPY.

'H AMP (500 MIy, DMSO-dg): 5 1,76-1,83 (m, 2H), 2,03 (s, 3H), 2,05-2,09 (m, 2H), 2,17 (s, 3H),
2,30 (s, 3H), 3,02-3,05 (m, 2H), 3,18 (br s, 2H), 4,53-4,56 (m, 1H), 6,72 (d, J=8,5 l'u, 2H), 7,11-7,14
(m, 3H), 7,19-7,24 (m, 2H), 7,87 (s, 1H), 9,06 (br s, 1H), 9,13 (br s, 1H), 9,92 (s, 1H), 10,43 (s, 1H).
MS (ES+): m/z 404 (M+H)".

Mpuknag 177. N4-(4-Xnop-3,5-,u,mmemnq>eHin)-5-MeTmn-NZ-(4-(4-MeTV|nninepasvu-i-l-
in)dpenin)nipumignH-2,4-giamid (cnonyka CXVIII):

NH K\N/
\ﬁN NJ
/)\
N N
H . CXVIII

Cywmiw npomixHoro npogykty 32 (240 wmr, 0,8 mmonb), 5-6pom-2-xnop-1,3-aumeTunbdeHson (212
mr, 0,96 mmonb), Pd,(dba)s (92 wr, 0,1 mmonb), kcaHTdocy (170 mr, 0,3 Mmmonb) i kKapboHaTy Lesito
(1,3 r, 4 mmonb) cycneHgysanu B AiokcaHi (100 mn) i kMN'aTunu 3i 3BOPOTHUM XOMNOAUMBHUKOM B
aTtMocdepi aproHy npotarom 20 roa. Oani cymiw npodpinbTpyBanu i inbTpaT KOHUEHTpyBanu y
Bakyymi. 3anuwok ouuctunn 3a ponomoroto HPLC-xpomaTorpacii, ogepasluM 3a3HadeHy B
3aronoBky cnonyky (63 mr coni HCI, 17 %), sika sBnsina coboto TBepay pevoBumHY 6inoro konbopy.

'H AMP (500 Mru, DMSO-dg): d 2,15 (s, 3H), 2,17 (s, 3H), 2,80 (d, J=4,5 Iy, 3H), 3,06-3,14 (m,
4H), 3,48-3,52 (m, 2H), 3,75-3,77 (m, 2H), 6,93 (d, J=8,9 I'u, 2H), 7,29 (d, J=8,9 'y, 2H), 7,46 (s, 2H),
7,90 (s, 1H), 9,65 (s, 1H), 10,49 (s, 1H), 11,13 (br s, 2H). MS (ES+): m/z 437 (M+H)".

Mpuknag, 178. NZ-(4-(2-(MiponiauH-1-in)eTokcun)denin)-N*-(3-TpeT-6yTUnderin]-5-
mMeTunnipuMmignH-2,4-giamid (cnonyka CXIX):

Cl
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Cywmiw npomixHoro npoaykty 41 (365 mr, 1,32 mmonb) i 4-(2-(niponignn-1-in)etokcn)beHsonamiHy
(410 mr, 1,98 mmonb) cycneHgysanu B ouToBi kucnoTi (20 mn) i rpinv npu temnepatypi 100 °C
npotarom 4 roa. licns uboro cymiwi ganyM OCTUTHYTWM A0 KIMHaTHOI TemnepaTtypu, i nig 3HWKEHUM
TMCKOM BMAANUNN 3 HEei ouTOBY KMCNOTY. 3anuwok Bigibpanu y Bogi (20 mn) Ta HenTpanisyBanu oo
pH~7. YTBOpeHun y pesynbtati po3unH ekctparysanu EtOAc (30 mn), i opraHiyHmiA Wwap BiJOKpEMUNN.
Jani opraHiyHMiA Wap NpPOMUINM COMbOBMM PO3YMHOM, Bucywnnu Hag MgSO, i npodinbTpyBanu.
QinbTpaT KOHUEHTPYBanM Yy Bakyymi i LeW cupui NpoaykT ouumctunu 3a pgonomoroto HPLC-
XxpomaTorpadii, ogepxaBLUM 3a3HadeHy B 3aronoBky crnonyky (127 wmr coni HCI, 20 %), ska asnsna
coboto TBepay pevoBUHY BINoro KONLoOpy.

'H AMP (500 My, DMSO-de): 5 1,89-1,91 (m, 2H), 1,98-2,02 (m, 2H), 2,17 (s, 3H), 3,07-3,12 (m,
2H), 3,52-3,57 (m, 4H), 4,32 (t, J=4,8 'y, 2H), 6,90 (d, J=8,9 'y, 2H), 7,29-7,38 (m, 4H), 7,43-7,44 (m,
1H), 7,48 (d, J=7,9 'y, 1H), 7,89 (s, 1H), 9,75 (s, 1H), 10,51 (s, 1H), 11,07 (br, 1H). MS (ESI+): m/z
446 (M+H)".

Mpuknag 179. NZ-(4-(2-(|_|ipOJ‘IiD,I/IH-l-iﬂ)eTOKCVI)(*)eHiJ'I)-N4-(4-(3-TpeT-6yTMﬂ¢)eHiJ'IaMiHO)-5-
MeTUNNIpUMIgNH-2-in)-5-meTunnipumigunH-2,4-giamin (cnonyka CXX):

NH
N/)\N N
H H CXX

Cymiw npomixxHoro npoaykty 41 (210 mr, 0,67 mmonb), npomikHoro npoaykty 38 (185 wmr, 0,67
MMornb), Pdx(dba)s (55 mr, 0,06 mmonb), kcaHTdocy (104 mr, 0,18 mmonb) i kapboHaTy uesito (782 T,
2,4 mmonb) cycneHaysanu B giokcaHi (50 Mn) i kMN'aTnunu 3i 3BOPOTHUM XONOAMMBHUKOM B aTMocdepi
aproHy npotarom 20 rog. [Oani cymiw npodineTpyBanu i dinbTpaT KOHUEHTpyBanu Yy BakyyMi.
Banuwok ounctunu 3a ponomoroto HPLC-xpomaTorpadii, ogepxasLun 3a3HavyeHy B 3arorioBky
cnonyky (94 mr coni HCI, 24 %), sika siBnsina coboto TBepAy PEYOBUHY KOBTOIO KOSbOPY.

'H AMP (500 My, DMSO-dg): 5 1,29 (s, 9H), 1,84-1,88 (m, 2H), 1,94-2,01 (m, 2H), 2,14 (s, 3H),
2,27 (s, 3H), 3,06-3,10 (m, 2H), 3,51-3,56 (m, 4H), 4,29 (t, J=4,9 'y, 2H), 6,97 (d, J=9,1 'y, 2H), 7,27
(d, J=8,6 T'y, 2H), 7,34 (t, 7=7,9 'y, 2H), 7,57 (t, J=1,9 'y, 2H), 7,65 (d, J=9,1 'y, 1H), 7,72 (d, J=8,6
Mu, 2H), 8,15 (s, 1H), 8,39 (s, 1H), 9,82 (s, 1H), 10,21 (br s, 1H), 10,68 (br s, 1H), 10,93 (br s, 1H). MS
(ES+): m/z 553 (M+H)".

Mpuknag 180. 5-MeT|/|n-N2-[4-(4-MeTV|nninepasle-l-in)cbeHin]-N4-[3-(ninepMp,v|H-1-
cynbdoHin)deHinnipumiagnH-2,4-giamid (cnonyka CXXI):
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Cywmiw npomixHoro npogykty 32 (150 wmr, 0,5 mmonb), 1-(3-6pombeH3oncynbgoHin)ninepnanHy
(152 wmr, 0,5 mmonb), Pdy(dba); (46 mr, 0,05 mmone), kcaHTdocy (87 mr, 0,15 mMmonb) i kapboHaTy
uesito (652 mr, 2 mmonb) cycneHayBanu B giokcaHi (20 Mn) i kUM'aTunu 3i 3BOPOTHUM XONOAUSTBHUKOM
B atmoccdepi aproHy npotsarom 20 rog. dani cymiw npodinbTpyBanu i dinbTpaT KOHLEHTpyBanu y
Bakyymi. 3anuwok ouuctunm 3a pgonomoroto HPLC-xpomaTorpadii, ogepaBliM 3a3HadeHy B
3aronoBky crnonyky (84 mr coni HCI, 37 %), saka sBnana coboto TBepAy pevyoBrHY Ginoro konbopy.

'H AMP (500 My, DMSO-de): & 1,30-1,34 (m, 2H), 1,50-1,55 (m, 4H), 2,17 (s, 3H), 2,81 (d,
J=4,5 Ty, 3H), 2,88 (t, J=5,3 'y, 4H), 3,04-3,16 (m, 4H), 3,47-3,51 (m, 2H), 3,75-3,77 (m, 2H), 6,33-
6,34 (m, 1H), 6,95 (d, J=9,0 'y, 2H), 7,25 (d, J=9,0 'y, 2H), 7,56-7,63 (m, 2H), 7,83 (t, J=1,7 'y, 1H),
792 (s, 1H), 8,05 (d, J=9,3 Tu, 1H), 9,94 (s, 1H), 10,38 (s, 1H), 10,88 (br s, 1H).
MS(ES+):m/z522(M+H)".

Mpuknag 181. 5—MeTI/IJ'I—N2-[4—(4-MeTI/IJ'II'Iil'lepa3l/lH-l—iJ‘I)CbeHiJ'I]-N4-[3-(2—MeTVIJ'II'IiI'IepI/I,EI,I/IH-l—
cynbdoHin)deHin]nipumianH-2,4-giamid (cnonyka CXXI):

H . CXXII

Cymiw npomixHoro npogykty 32 (161 wmr, 0,54 wmmonb), 1-(3-6pombeH3soncynboHin)-2-
meTtunninepuguny (172 wmr, 0,54 mmone), Pd,(dba); (46 mr, 0,05 mmonb), kcaHTdocy (87 wmr, 0,15
MMoOrb) i kapboHaTy uesito (652 Mr, 2 mMmonb) cycneHgyBanu B giokcadi (20 mn) i kun'atmnm 3i
3BOPOTHMM  XOnoAunbHWUKOM B aTtmocdepi aproHy npotarom 20 rog. [licnga uboro cymiw
npodinbTpyBanu i MinbTpaT KOHUEHTpyBanu y BakyyMi. 3anuok odnctunu 3a gonomoroo HPLC-
XpomaTorpadii, ogepxasLlun 3asHaveHy B 3aronoBky cnonyky (10 mr coni HCI, 3 %), gka sasnsana
co6oto TBEpAY peyoBUHY 6iNOro KonbLopy.

'"H AMP (500 Mru, DMSO-dg): 8 0,98 (d, J=6,9 Iy, 3H), 1,15-1,21 (m, 1H), 1,36-1,40 (m, 3H),
1,47-1,53 (m, 2H), 2,18 (s, 3H), 2,80 (d, J=4,5 'y, 3H), 2,94-2,99 (m, 1H), 3,05-3,16 (m, 4H), 3,47-
3,49 (m, 2H), 3,59-3,61 (m, 2H), 3,73-3,76 (m, 2H), 4,08-4,10 (m, 1H), 6,93 (d, J=8,9 'y, 2H), 7,25 (d,
J=8,9 'y, 2H), 7,58 (t, J=8,0 'y, 1H), 7,65 (d, J=8,0 'y, 1H), 7,92 (d, J=7,1 'y, 2H), 7,96 (br, 1H), 9,95
(s, 1H), 10,45 (s, 1H), 11,00 (br s, 1H). MS (ES+): m/z 536 (M+H)".

Mpuknag 182. N-UuknoneHtun-3-{5-metnn-2-[4-(4-meTunninepasuH-1-in)deHinamiHo]nipumignH-
4-inamiHo}6eH3oncynedoHamig (cnonyka CXXIIN):
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Cymiw npomikHoro npogykty 32 (229 wmr, 0,78 wmmomnb), 3-6pom-N-uuknoneHTun-
BeHsoncynbdoHamigy (280 mr, 0,92 mmonb), Pd,(dba)s (92 mr, 0,1 mMonb), kcaHnTdocy (180 mr, 0,3
MMorb) i kapboHaTty uesito (1,3 r, 4 mMonb) cycnengyeanu B AgiokcaHi (100 mn) i kun'stunm 3i
3BOPOTHMM XONOAWUNBHUKOM B aTtmocdepi aproHy npotarom 20 roa. Hdani cymiw npodinbTpyBanu i
dinbTpaT KOHUEHTpyBanu y BakyyMi. 3anuwok oumctunm 3a gonomoroto HPLC-xpomartorpadii,
ofepxaBLluM 3a3HayeHy B 3aronosky cnonyky (130 mr coni HCI, 25 %), sika siBnsina coboto TBepay
peyoBuMHY Binoro KOnbLOPY.

'H AMP (500 My, DMSO-dg): & 1,27-1,36 (m, 4H), 1,36-1,58 (m, 4H), 2,18 (s, 3H), 2,80 (d, J=4,6
My, 3H), 3,05-3,15 (m, 4H), 3,36-3,42 (m, 1H), 3,47-3,49 (m, 2H), 3,74-3,76 (m, 2H), 6,94 (d, J=8,7
My, 2H), 7,26 (d, J=8,9 l'u, 2H), 7,59 (t, J=8,0 'y, 1H), 7,68 (d, J=8,0 'y, 1H), 7,75 (d, J=7,1 'y, 2H),
7,92 (br, 2H), 7,93 (br, 1H), 9,96 (s, 1H), 10,45 (s, 1H), 11,98 (br s, 1H). MS (ES+): m/z 522 (M+H)".

Mpuknag 183. 5-|\/|eTVIJ'I-N2-[4-(4-MeTVIJ'II'IiI'Iepa3VIH-1-iJ'I)¢)eHiJ‘I]-N4-[3-(I'IipOJ'Iip,VIH-1-
cynbdoHin)deHrin]nipumignH-2,4-giamin (cnonyka CXXIV):

o)
O~ 7

NH K\ -
i'kw -
/)\
N N
H _CXXIV

Cymiw npomixHoro npogykty 32 (298 mr, 1,0 mmonsb), 1-(3-6pombeH3oncynbdoHin)niponignHy
(360 mr, 1,24 mmonb), Pdy(dba); (92 wmr, 0,1 mmons), kcaHTdocy (180 mr, 0,3 mmonb) i kapboHaTy
uesito (1,3 r, 4 mmonb) cycneHayBanu B giokcadi (100 mn) i kMn'aTmnu 3i 3BOPOTHUM XOJNOAUIBHUKOM
B atmocdepi aproHy npotarom 20 rog. dani cymiw npoinbTpyBanu i qinbTpaT KOHUEHTpyBanu y
BaKyymi. 3anuwok oumnctunn 3a pgonomoroto HPLC-xpomaTorpacii, ogepaslin 3a3HadeHy B
3aronioBky cnonyky (200 mr coni HCI, 37 %), sika aBnsina coboto TBepay peyoBMHY BINoro Konsopy.

'H AMP (500 My, DMSO-dg): & 1,61-1,65 (m, 4H), 2,19 (s, 3H), 2,80 (br, 3H), 3,06-3,16 (m,
10H), 3,74-3,77 (br, 2H), 6,94 (d, J=9,0 'y, 2H), 7,26 (d, J=9,0 'y, 2H), 7,60 (t, J=8,0 'u, 1H), 7,65 (d,
J=8,0 'y, 1H), 7,91 (t, J=1,7 'y, 1H), 7,93 (s, 1H), 8,05 (d, J=7,5 'y, 1H), 9,95 (s, 1H), 10,43 (s, 1H),
11,07 (br s, 1H). MS (ES+): m/z 508 (M+H)".

Mpuknag 184. N4-[3-(2,5-,D,MmeTv|nniponip,mH-l-cynbd)OHin)d)eHin-S-MeTmn-N2-[4-(4-
mMeTunninepasuH-1-in)deHin]nipumiguH-2,4-giamin (cnonyka CXXV):
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Cymiw npomixHoro npogykty 32 (298 wr, 1,0 mmonb), 1-(3-6pombeH3oncynbgoHin)-2,5-
anvetunniponiguHy (318 wr, 1,0 mmonb), Pd,y(dba)s (92 mr, 0,1 mmonb), kcaHtdocy (180 mr, 0,3
MMonb) i kapboHaty uesito (1,3 r, 4 Mmonb) cycneHayBanu B giokcaHi (100 mn) i kun'atunm 3i
3BOPOTHMM XONOAUNBHUKOM B aTmocdepi aproHy npotsarom 20 roa. Oani cymiw npodpinsTpyBanm i
inbTpaT KOHUEHTPYBanM Yy Bakyymi. 3anuwok ounmctunm 3a gonomorotwo HPLC-xpomatorpadii,
ofepxaBLluM 3a3HayeHy B 3aronosky cnonyky (100 mr coni HCI, 17 %), sika siBnsina coboto TBepay
peyoBuMHY Binoro KonbLopY.

'H AMP (500 My, DMSO-dg): 8 1,26 (s, 3H), 1,27 (s, 3H), 1,45-1,48 (m, 4H), 2,19 (s, 3H), 2,80
(d, J=4,6 l'u, 3H), 3,06-3,15 (m, 4H), 3,47-3,50 (m, 2H), 3,60-3,64 (m, 2H), 3,74-3,76 (m, 2H), 6,94 (d,
J=9,0 'y, 2H), 7,25 (d, J=9,0 I'u, 2H), 7,59 (t, J=8,0 'y, 1H), 7,68 (d, J=7,6 'y, 1H), 7,93 (br, 2H), 8,02
(br, 1H), 9,97 (s, 1H), 10,47 (s, 1H), 11,07 (br s, 1H). MS (ES+): m/z 530 (M+H)".

Mpuknag 185. N-TpeT-0yTun-3-[5-meTnn-2-(4-ninepasviH- 1-in-geHinamiHo)nipumignH-4-
inamiHo]6eH3oncynedoHamia (cnonyka CXXVI):

0] /

52N

NH K\NH
| SN N\)
/)\
N N
H . CXXVI

Cywmiw npomixHoro npogykty 33 (355 mr, 1,0 mmonsb), TpeT-6yTun-4-(4-amiHodeHin)ninepasuH-1-
kapbokcunarty (278 wr, 1,0 mmone), Pd,(dba); (92 mr, 0,1 mmonsb), kcaHtdocy (180 mr, 0,3 Mmonb) i
kapboHaty uesito (1,3 r, 4 mMonb) cycneHgyBanu B giokcaHi (100 mn) i kun'aTunn 3i 3BOPOTHUM
xonoaunsHUKoM B atmocdepi aproHy npotarom 20 rod. Oani cymiw npodpinbTpyBanu i dinetpaT
KOHLeHTpyBanu Yy Bakyymi. 3anuwok posuvHunu B CH,Cl, (10 mn) i go posunHy goganu
TpudTopouToBy kucnoty (2 mn). Cymiw nepemiwyBanu BNpodoBX 4 roAuvH Npu  KiMHAaTHIN
TemnepaTypi, nicna Yoro ao Hei goganu 10 % NaOH. OpraHiyHuin Wwap BigOKpeMUnu, a BOAHWM Wap
ekctparysanm CH,CIl, (10 mnx2). O6'egHadi opranivHi wapu npocywunun (Na,SO,4). PoO34nMHHMK
BMaanunu y Bakyymi. 3anuwok ouuctunu 3a gonomoroto HPLC-xpomatorpadii, ogepkasLum
3a3HayeHy B 3arosioBky crnonyky (62 mr, 12 %), sika sBnsina coboto TBepAy peyoBMHY Binoro Konbopy.

'H AMP (500 My, DMSO-dg): 8 1,10 (s, 9H), 2,18 (s, 3H), 3,20 (br, 4H), 3,33 (br, 4H), 6,94 (d,
J=9,0 'y, 2H), 7,25 (d, J=9,0 'y, 2H), 7,57 (t, J=8,0 'y, 1H), 7,63 (s, 1H), 7,71 (d, J=8,1 T'u, 1H), 7,87
(br, 1H), 7,92 (br, 1H), 7,96 (br, 1H), 9,30 (br, 1H), 9,96 (s, 1H), 10,46 (s, 1H). MS (ES+): m/z 496
(M+H)".

Mpuknag 186. N-TpeT-0yTnn-3-(2-{4-[4-(2-rigpokcieTun)ninepasuH-1-in)deHinamiHo}-[5-
MeTUNNipMMiguH-4-inamiHo]6eH3oncynbdoHamig (cnonyka CXXVII):
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Onucany Buwe crnonyky CXXVI (31 mr, 0,06 mmons) po3umHunu B8 DMF (10 mn) i 4O po3udnHy
popanu 2-6pometaHon (16 wr, 0,13 mmone) Ta giisonponinetunamid (33 mr, 0,25 mmone). Cymil
nepemiwysanu BnpogoBX 48 rognH npu KiMHaTHIA TemnepaTypi. PO34YMHHMK BMaanunm y Bakyymi, a
3anuwok posdnHunu B EtOAc (20 mn). Po3umH npomunu Hacudenum NaHCO; Tu conboBum
po3umHoM. OG'egHaHi opraHiyHi Wapy NPOCYLINNK, KOHLEHTPYBanM 00 2 MIT PO34YMHY i A0 3anuLLKy
popanu Et,0 (20 mn). Teepay dasy sibpanu wnaxom ueHTpudyrysaHHs i nepetsopunu Ha ii cinb HCI
(10,7 wmr, 30 %).

'H AMP (500 My, DMSO-dg): 5 1,09 (s, 9H), 2,17 (s, 3H), 3,12-3,23 (m, 4H), 3,56-3,60 (m, 2H),
3,69-3,74 (m, 2H), 3,83 (br, 2H), 4,13 (br, 2H), 6,94 (d, J=9,0 'y, 2H), 7,25 (d, J=9,0 'y, 2H), 7,57 (t,
J=8,0 'y, 1H), 7,63 (s, 1H), 7,71 (d, J=8,1 'y, 1H), 7,87 (br, 1H), 7,93 (br, 1H), 7,95 (br, 1H), 9,98 (s,
1H), 10,53 (s, 1H), 10,75 (br, 1H). MS (ES+): m/z 540 (M+H)".

Mpuknag 187. N-TpeT-0yTun-3-[5-meTnn-2-(3-ninepasvH-1-in-geHinamiHo)nipumignH-4-
inamiHo]6eH3oncynedoHamig (cnonyka CXXVII):

o)

O 7

\S—N3<
NH
NN

NH

. CXXVII

Cywmiw npomixHoro npoaykty 33 (240 wr, 0,67 mmonb), TpeT-6yTun-4-(3-amiHodeHin)ninepasuH-1-
kapbokcunaty (166 mr, 0,6 mmonb), Pd,(dba)s (55 mr, 0,06 mmons), kcaHTdocy (104 mr, 0,18 mmonb) i
kapboHaTy uesito (782 wmr, 2,4 MMmornb) cycneHgyBanu B giokcadi (100 mn) i KMn'aTunu 3i 3BOPOTHUM
xonogunbHMKOM B aTtmocdepi aproHy npotarom 20 rog. llicna uboro cymiw npodinbTpyBanu i
dinbTpaT KOHUEHTpyBanu y BakyyMmi. 3anuwok posumHunu B CH,Cl, (10 mn) i go po3unHy gopanu
TpudTopouToBy kucnoty (2 mn). Cymiw nepemiwyBanu BApoaoBX 4 roAuH npu  KiMHATHIN
TemnepaTypi, nicna Yoro ao Hei goganu 10 % NaOH. OpraHiyHuin Wwap BigOKpeMuUnu, a BOAHWK Wap
ekctparyBanm CH,CIl, (10 mnx2). O6'egHadi opranivHi wapu npocywunun (Na,SO,4). Po3dmHHMK
BUOANMIM y BakyyMmi. 3anuwok ouuctunu 3a pgonomoroto HPLC-xpomaTtorpadii, ogepkasLum
3a3HayveHy B 3arofioBKy crnonyky (18 mr, 6 %), sika senana cobow TBepAy peyvoBuHY 6inoro Konsopy.

'H AMP (500 My, DMSO-dg): 5 1,10 (s, 9H), 2,19 (s, 3H), 3,17 (br, 4H), 3,27-3,29 (m, 4H), 6,80
(d, J=8,1 I'u, 1H), 6,87 (br, 1H), 6,96 (d, J=8,1 T'u, 1H), 7,16 (t, J=8,1 'y, 1H), 7,53 (t, J=8,3 'y, 1H),
7,61 (s, 1H), 7,70 (d, J=7,8 'y, 1H), 7,94 (br, 3H), 9,19 (br, 2H), 9,93 (s, 1H), 10,48 (s, 1H). MS (ES+):
m/z 496 (M+H)".

Mpuknag 188. N-TpeT1-6yTnn-3-(2-{3-[4-(2-rigpokcieTnn)ninepasuH-1-in]cdeHinamiHo}-[5-
MeTUnnipuMianH-4-inamiHo]6ensoncynedoHamig (cnonyka CXXIX):
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OnucaHy Buwe cnonyky CXXVI (12 wmr, 0,024 mmone) po3unHunu B8 DMF (10 mn) i 40 po34ymHy
popanu 2-6pometaHon (6,1 mr, 0,048 mmone) i giisonponinetTunamin (12 mr, 0,092 mmone). Cymill
nepemiwlysanu BnpogoBX 48 rognH npu KiMHaTHIA TemnepaTypi. PO34YMHHMK BUaanunm y Bakyymi, a
3anuwok posdnHunu B EtOAc (20 mm). Po3uuH npomunu HacudeHum NaHCO; Ta conboBuM
po3umHoM. OB'egHaHi opraHidHi Wapy NPOCYLUNNK, KOHLUEHTPYBanNn A0 2 M PO34YMHY | OO 3aruLKy
popanu Et,0 (20 mn). Teepay dasy sibpanu wnaxom ueHTpudyrysaHHs i nepetsopunu Ha ii cinb HCI
(7 mr, 51 %).

'H AMP (500 My, DMSO-dg): & 1,09 (s, 9H), 2,19 (s, 3H), 3,1-2-3,22 (m, 4H), 3,56-3,60 (m, 2H),
3,69-3,74 (m, 2H), 3,81 (br, 2H), 4,12 (br, 2H), 6,80 (br, 1H), 6,88 (br, 1H), 6,96 (br, 1H), 7,16 (br, 1H),
7,57 (br, 1H), 7,60 (s, 1H), 7,69 (d, J=7,8 'y, 1H),7,94(br, 3H), 9,94 (s, 1H), 10,49 (s, 1H). MS (ES+):
m/z 540 (M+H)".

Mpuknag 189. N2-(4-(1H-|_|ipaSOH-l-iﬂ)¢)eHiﬂ-N4-[3-TpeT-6yTVIJ'I¢)eHiJ'I)-5-MeTI/IﬂI'IipVIMip,VIH-2,4-
aiamiH (cnonyka CXXX):

. CXXX

Cywmiw npomixHoro npogykty 41 (580 wr, 2,1 mmonb) and 4-(1H-nipa3on-1-in)6eH3onamiHy (335
mr, 2,1 mmonb) cycnengysanu B ouTosin kucnoti (10 mn) i rpinv npu TemnepaTtypi 100 °C npotsrom 4
rogvH. licns upOro cymili ganum OCTUIHYTW OO KiMHaTHOI TemnepaTtypu, i Nig 3HWKEHUM TUCKOM
BMOAnNMIM 3 Hei ouToBy KUCroTy. 3anuwok Bigidpanu y Bogi (20 mn) Ta HenTpanidyBanu go pH~7.
YTBOpEHUI y pesynbTtati po3unH ekctparyBanm EtOAc (30 mn) i opraHiyHMM wap BigOKpeMunu.
OpraHiyHui Wwap NpoMuIn ConbOBUM PO34uHOM, Bucywmnnu Hag MgSO, i npodineTpysBanu. dinbtpat
KOHLEHTpYBanu y BaKyyMi i Len cupui NpoaykT ouuctunm 3a gonomorow HPLC-xpomatorpadii,
ofepxaBlUM 3a3HayeHy B 3aronioBky cnonyky (31 mr, 4 %), sika asnsna coboto TBepay pPevOBUHY
XOBTOrO KOSbopy.

'H AMP (500 Mru, DMSO-ds): & 1,24 (s, 9H), 2,18 (s, 3H), 6,53 (t, J=2,0 I'u, 1H), 7,33 (d, J=8,0
Mu, 1H), 7,38 (t, J=7,9 I'u, 1H), 7,44 (s, 1H), 7,47 (d, J=8,2 I'u, 1H), 7,50 (d, J=8,9 I'u, 2H), 7,67 (d,
J=8,9 'y, 2H), 7,73 (s, 1H), 7,95 (s, 1H), 8,43 (d, J=2,4 Ty, 1H), 9,81 (br s, 1H), 10,67 (s, 1H). MS
(ES+): m/z 399 (M+H)".

Mpuknag 190. N*-(7-Xnop-1H-iHaon-4-in)-5-meTun-N-(4-((ninepaauH-1-
in)metun)denin)nipumignH-2,4-giamin (cnonyka CXXXI):
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Cymiw npomixHoro npogykty 40 (150 mr, 0,37 mmonb), 4-6pom-7-xnop-1H-ingony (87 wr, 0,37
Mmonb), Pd,(dba); (38 mr, 0,04 mmonb), kcaHTdocy (76 mr, 0,12 mmonb) | kapboHaTy uesito (521 wr,
1,6 MMonb) cycnengysanu B giokcaHi (50 mn) i kun'atnnm 3i 3BOPOTHUM XONOAUINBHUMKOM B aTMocdepi
aproHy npotarom 20 roa. [Hani cymiw npodineTpyBanu i pinbTpat KOHUEHTpyBanu y BaKyyMi.
3anuuwok posdunHunm B CH,Cl, (10 mn) i 40 po3umHy goganu TpudtopouTtoBy Kncnoty (2 mn). Cymiw
nepemiwysany BNpPodoBX 4 roauvH Mpu KiMHaTHIN TemnepaTypi, nicna 4oro Ao Hei goganu 10 %
NaOH. OpraHiyHun wap Bigokpemunu, a BogHun wap ekctparysann CH,Cl, (10 mn x 2). O6'egHaHi
opraHiyHi wapun npocywmunu (Na,SO,). PO34vMHHMK Buganunn y Bakyymi. 3anvloK O4YMCTMIM 3a
ponomoroto HPLC-xpomatorpadii, ogepxaBLuy 3a3Ha4vyeHy B 3arosfioBky crnonyky (26 mr, 15 %), sika
aBnsina coboto TBepAy peyoBUHY Binoro Konbopy.

'H AMP (500 MIu, DMSO-dg): 8 2,21 (s, 3H), 3,30 (br, 4H), 3,50 (br, 4H), 4,42 (br, 2H), 6,91 (s,
1H), 7,11 (d, J=8,3 I'u, 1H), 7,40 (d, J=7,5 'y, 1H), 7,42 (t, 3=2,7 'y, 1H), 7,70 (br 4H), 8,03 (s, 1H),
9,87 (br, 1H), 9,95 (s, 1H), 10,64 (s, 1H) 11,64 (s, 1H). MS (ES+): m/z 448 (M+H)".

Mpuknag 191. N*-(3-TpeT-6yTundeHin)-5-meTun- N? -(4-(2-metun-1H-imigason-1-
in)dpenin)nipumignH-2,4-giamid (cnonyka CXXXII):

" ~)
AN N N
/)\
N N
H . CXXXII

Cymiw npomixHoro npogykty 41 (180 wmr, 0,65 wmmonb) i 4-(2-metun-1H-imigason-1-
in)6ensonamidy (113 wmr, 0,65 mmons), Pd,(dba); (55 mr, 0,06 mmonb), kcaHtdocy (104 wmr, 0,18
MMoOrb) i kapboHaTy uesito (782 wmr, 2,4 mMornb) cycneHayBanu B giokcadi (100 mn) i kmn'atnnm 3i
3BOPOTHMM XOMNoAUNbHUKOM B aTMocdepi aproHy npotarom 20 rog. Oani cymiw npodinbTpyBanu i
dinbTpaT KOHLEHTpyBanu y BakyyMi. 3anuwok ouuctunu 3a pgonomoroto HPLC-xpomatorpadii,
ofepxaBlUM 3a3HayeHy B 3aronoBky cronyky (78 mr coni HCI, 27 %), aka sBnana cobow TBepay
pe4oBuHY Ginoro Konbopy.

'H AMP (500 My, DMSO-ds): 5 1,26 (s, 9H), 2,21 (s, 3H), 2,50 (s, 3H), 7,31-7,36 (m, 1H), 7,40 (t,
J=7,8 T'u, 1H), 7,44 (d, J=8,9 'y, 2H), 7,47 (d, J=8,0 'y, 2H), 7,65 (d, J=8,9 'y, 2H), 7,75 (d, J=2,1 Ty,
1H), 7,79 (d, J=2,1 ', 2H), 8,03 (s, 1H), 10,02 (s, 1H), 11,26 (s, 1H). MS (ES+):m/z413(M+H)".

Mpuknag 192. 4-(4-Metun-1H-imigason-1-in)6eH3onamiH (MPOMiXKHWUIA NPOAYKT 62):

.62

o posuunHy 1-dbTop-4-HiTpobensony (1,7 r, 12 mmons) y DMF (100 mn) goganu 4-metun-1H-
imigazon (0,82 r, 10 mmonb) i K,COz; (11 r, 80 mmonb). Cymiw Kkun'atmnn 3i 3BOPOTHUM
XONoAannbHNKOM B aTtMocdepi aproHy npotsarom 20 rog. Oani cymiw npodpinbTpyBanu i dinbtpat
KOHLIEHTpYBanu y Bakyymi. 3anuuwok posunHunm B EtOAc (100 mn) i npoMunn conboBMM PO34MHOM

H,N

137



10

15

20

25

30

35

UA 109411 C2

(100 mn x 2). OpraHiyHMi Wwap npocywmnu i koHueHTpyBanu. Teepay dasy posunHunu B MeOH i
©apboTyBanu aproHom ynpoaoBx 2 xB., nicnsa yoro goganu 10 % Pd-C. lNigporeHisauis 3aBepLuunacs
yepes 4 rogvHun. Katanizatop Buaanunm WAsaxom inbTpauii, a pO3YMHHUK BUAANUIM Y BaKyyMi,
ofepXaBLUM B pe3ynbTaTi 3a3HavyeHy B 3aronoBky crnonyky (1,5 r, 87 %), sika asnsna coboto TBEpPAY
PEYOBMHY KOPUYHEBOIO KOSbOPY.

Mpuknapg 193. N*-(3-TpeT-6yTundeHin)-5-metun-N>-(4-(4-meTun-1H-imigason-1-in)denin)
nipumigunH-2,4-giamid (cnonyka CXXXIII):

NH (/J/
AN N
/)\
N N
H . CXXXII

Cywmiw npomixHoro npogykty 41 (318 mr, 1,15 mmons), npomikHoro npoaykty 62 (200 mr, 1,15
mMmonb), Pdy(dba); (92 wr, 0,1 mmone), kcaHTdocy (180 mr, 0,3 mmonb) i kapboHaTy uesito (1,3 r, 4
MMOrb) cycneHgysanu B giokcadi (100 mn) i KMn'aTunm 3i 3BOPOTHMM XOMNOAMIMBLHUKOM B aTMocdepi
aproHy npotarom 20 roa. [Hani cymiw npodineTpyBanu i pinbTpat KOHUEHTpyBanu y BaKyyMi.
Banuwok ounctunu 3a pgonomoroto HPLC-xpomaTorpachii, ogepxaBlun 3a3Ha4yeHy B 3arofioBKy
cnonyKy (66 mr coni HCI, 20 %), sika siBnsna coboto TBepay pevyoBrHY Ginoro KonbLopy,

'H AMP (500 My, DMSO-dq): & 1,26 (s, 9H), 2,19 (s, 3H), 2,36 (s, 3H), 7,30 (d, J=7,9 'y, 1H),
7,41 (d, 3=7,9 'y, 1H), 7,44 (t, J=1,8 'y, 1H), 7,54 (d, J=7,9 'y, 1H), 7,59 (d, J=9,0 'm, 2H), 7,68 (d,
J=9,0 'u, 2H), 7,94 (s, 1H), 7,99 (s, 1H), 9,53 (d, J=1,3 'y, 1H), 9,72 (br s, 1H), 10,81(br s, 1H). MS
(ES+): m/z 413 (M+H)".

Mpuknag 194. TpeT-6yTnn-4-(4-amiHodeHrin]ninepmanH-1-kapbokcmnaTt (NPOMiKHMIA NPOAYKT 63)

H,N

o po3unHy 4-(4-HiTpodeHin) nlnepMp,MHy (412 wr, 2 mmonb) y CH,Cl, (100 mn) goganu gu-tpeT-
OytunkapboHat (480 mr, 2,2 mmonb) i N, N-gumeTtunnipmgnn-4-amid (50 wmr, 0,4 mmonb). Cymiw
nepemiwysanu snpogosx 20 rognH npu KiMHaTHIN TemnepaTypi. [o cymiwi gogann Hacu4eHun
po3umH NaHCO; (100 mn). OpraHiyHnin Wwap Bigokpemunu, a BogHun wap ekctparysann CH,Cl, (50
Mnx2). O6'egHaHWin OpraHiYHUn PO34MH NPOCYLLMIN | KOHLLEHTPYBaNM y BakyyMi. 3anuwwok po3vymHunm
B MeOH i 6apboTyBanu aproHom ynpogoBX 2 XB., MiCns 4oro o po3uuHy goganm 10 % Pd-C.
lgporeHizauis 3aBepwwunaca 4depe3 4 roguvHu. Kartanisatop Buganunu wnaxom inbTpauii, a
PO3YMHHUK BUOANUNM Yy BaKyyMi, O4epaBluu B pe3ynbTaTi 3a3HayeHy B 3aronosky crnonyky (460 wmr,
83 %), gka saBnsana coboto TBepAy pPeyoBUHY Binoro Konbopy.

Mpuknag  195.  N*(3-TpeT-6yTundenin)-5-metun-N*-(4-(ninepuanH-4-in)beHin)nipumiauH-2,4-
giamin (cnonyka CXXXIV):

@ .
%N
by
. CXXXIV

Cywmiw npomixHoro npoaykty 41 (170 mr, 0,6 mmonb) i npomixHoro npogykty 63 (170 wr, 0,6
MMOIb) cycneHgysanu B ouToBin kucnoti (10 mn) i rpinu npu Temnepatypi 100 °C npotsarom 4 roa.
lMicnsa yboro cymilli ganu OCTUIHYTUM A0 KIMHATHOT TemnepaTypw, i Nig 3HWXEHUM TUCKOM BUAANMmu 3
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Hei ouToBY kmucnoty. 3anuwok Bigidpanu y Boai (20 mn) Ta HenTpanidysanu oo pH~7. YTBopeHun y
pesynbTati po3dnH ekctparyBsanu EtOAc (30 mn) i opraHiyHmin wap Bigokpemunu. Oani opraHivyHum
wap npOMUIM COJfIbOBUM PO34YMHOM, Bucywmnn Hag MgSO, i npodinbtpyBanu. ®inbtpaT
KOHLIEHTpYBanu y BakyyMi i Lei cupuiA NpogykT ouuctunm 3a gonomoroto HPLC-xpomatorpadii,
ofepXaBLLUM 3a3Ha4yeHy B 3arofnoBky crnonyky (8 mr, 3 %), sika sBnana coboro TBepAy peyoBuHy Binoro
KOnbopy.

'H AMP (500 My, DMSO-dg): 5 1,26 (s, 9H), 1,76-1,88 (m, 4H), 2,17 (s, 3H), 2,76-2,81 (m, 1H),
2,93-3,00 (m, 2H), 3,36-3,40 (m, 2H), 7,07 (d, J=8,5 I'u, 1H), 7,30-7,36 (1, 4H), 7,44 (s, 1H), 7,46 (d,
J=8,7 l'u, 1H), 7,91 (s, 1H), 8,84 (br s, 1H), 8,92 (br s, 1H), 9,73 (s, 1H), 10,45 (s, 1H). MS
(ES+):m/z416(M+H)".

Mpuknag 196. N4-(3-TpeT-6yTI/IJ'ICbeHiJ'I)-5-MeTVIJ'I-N2-(4-(1-M0pd.)OJ'IiHeTI/IJ'I)(beHiJ'I)I'IipVIMi,lJ,I/IH-Z,4-
Aiamin (cnonyka CXXXV):

) )
/)\ K/O
H . CXXXV

Cywmiw npomixHoro npogykty 41 (276 mr, 1,0 Mmonb) i 4-(1-mopdoniHeTun)beH3onamiHy (210 wr,
1,0 mmons), Pdy(dba)s (92 wr, 0,1 mmonsk), kcaHTdpocy (180 mr, 0,3 mmonb) i kapboHaTy uesito (1,3 T,
4 mmonb) cycnenaysanu B giokcaHi (100 mn) i kun'atnnm 3i 3BOPOTHUM XOMNOAMITBHUKOM B aTtMocdepi
aproHy npotarom 20 roa. [Hani cymiw npodinbTpyBanu i inbTpaT KOHUEHTPYBanuM Yy BaKyyMi.
Banuwok ounctunu 3a gonomoroto HPLC-xpomaTorpadii, ogep)aBlM 3a3Ha4yeHy B 3arosioBKy
cnonyky (17 mr coni HCI, 4 %), sika sBnsina coboto TBepay pe4OoBMHY KOBTOMO KOMbOpY.

'H AMP (500 Mru, DMSO-ds): 5 1,26 (s, 9H), 1,66 (d, J=6,8 'u, 3H), 2,19 (s, 3H), 2,79 (br, 2H),
2,92 (br, 1H), 3,61-3,64 (m, 2H), 3,77-3,82 (m, 2H), 3,94-3,99 (m, 2H), 7,32 (d, J=7,8 I'u, 1H), 7,42 (t,
J=1,9 Ty, 1H), 7,43 (d, J=7,8 I'u, 1H), 7,46-7,52 (m, 5H), 7,97 (s, 1H), 9,86 (s, 1H), 10,78 (s, 1H),
11,72 (brs, 1H). MS (ES+): m/z 446 (M+H)".

Mpuknag 197. 5-bpom-2-meTnnbeHsoncynboHinxnopug (MPOMiKHUIA NPOAYKT 64):

Cl
\S Br
AN
o o .64
Bpowmia (1,99 r, 11,61 MMorb) iIHTEHCMBHO Nepemilany i 3Milany 3 XsopcyrnbOHOBOK KUCHOTO
(1,55 mn, 23,22 mmonb). o 3aBeplleHHi AoJaBaHHA YEepPBOHWIA CUPOM, WO YTBOPMBCH, Mpinv npu
Temnepatypi 60 °C. Yepes 10 xB. TLC-xpomatorpachia nokasana BigCYTHICTb CUPOBMHHOIO
MaTepiany, i peakuilo moracunu BUIMBaHHAM cymiwi Ha nig. [MpogykT peakuii ekcTparyBanmu
npommBaHHAM EtOAc (2x150 mn). OpradiyHy asdy Bucywwmnm Hag Na,SO,, npodineTpyBanm i
BMNapwnu 4o oBToro Macna (2,2 r, 70 %).
Mpuknag 198. 5-bpom-2N-gmumeTnoeH3soncynbgpoHamig (MPOMiKHUA NPOLYKT 65):

N
- \S Br
VAN
o 0 .65
MepemiwyBaHy cycneHsito npomixHoro npoaykty 64 (0,43 r, 1,58 mmone) y DCM (5 mn) 3miwanu
3 2,0M posunHom metunamiHy B THF (2,4 mn, 4,8 mmonb). 3a 16 rogunH peakuii pO34MHHUKK
BMOAnNunu, a yTeopeHui 3anuwok posdasunm EtOAc (150 mn) i npomunn Bogot. OpraHivyHy dasy
Bucywmnun Hag Na,SO,4, npodinsTpyBanu i BUNapunu, oTpMMaBsLLM NPOAYKT Y BUrNA4i TBEpANX YacTOK
6inoro konbopy (0,37 r, 89 %).
Mpuknag 199. 2N-AumeTnn-5-{5-meTnn-2-[4-(2-niponigun-1-ineTokcun)deHinamiHo]nipumignH-4-
inamiHo}6eH3oncynbgoHamig (cnonyka CXXXVI):
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Cymiw npomixHoro npogykty 65 (0,14 r, 0,52 mmonb), npomixHoro npoaykty 38 (0,14 r, 0,43
mmoneb), Pd,(dba); (0,040 r, 0,043 mmonb), kcaHTdgocy (0,050 r, 0,087 mmonb) i kapboHaTy Lesito
(0,43 r, 1,3 mmonb) cycnenHgyBanu B giokcaHi (10 Mn), repMeTMYHO 3aKpUIM Yy MIKPOXBUIbOBIN
peakuiiHin npobipui Ta rpinyu MikpoXBnnbOBUM BMNPOMIHIOBaAHHSIM Npu Temnepatypi 160 °C npoTtsarom
15 xB. [licna UbOro peakuiHy Cymiwl oxonoaunuM A0 KiMHATHOT TemnepaTtypwu i NpOKPyTUNKM Ha
ueHTpndysi. PeakuinHy cyMill aekaHTyBanu, i opraHivyHy dasy KOHLUEHTpyBanu y Bakyymi. 3anuiiok
oumctunu 3a gonomoroto HPLC-xpomatorpadii, ogepxaslim 3asHavyeHy B 3arofioBKy CMOMyKy, ska
aBnana cobor TBepay pevoBuHy Binoro konbopy (0,052 r, 24 %).

'H AMP (500 MIu, DMSO-dg): 5 1,66-1,70 (m, 4H), 2,08 (s, 3H), 2,43 (d, J=4,9 I'u, 3H), 2,5 (br s,
4H), 2,78, (t, J=5,7 l'y), 4,00 (t, J=5,9 'y), 6,79 (d, J=9,0 'y, 2H), 7,31 (d, J=9,7 'y, 1H), 7,42 (q,
J=9,8 'y, 1H), 7,49 (d, J=9,0 l'u, 1H), 7,87 (s, 1H), 7,97 (d, J=2,3 'y, 1H), 8,07-8,09 (m, 1H), 8,49 (s,
1H), 8,75 (s, 1H). MS (ES+): m/z 497 (M+H)".

Mpuknag 200. 5-Bpom-N-TpeT-0yTnn-2-meTnndeH3oncynbdoHamig (MPOMiKHUIA NPOAYKT 66):

H

N
g Br
OQb
o .66

MepemiwyBaHy cycneHsito npomixkHoro npoaykty 64 (1,22 r, 4,5 mmons) y DCM (25 wr) amiwanu 3
TpeT-6ytunamiHom 1,4 mn, 13,6 mmonb). 3a 16 roguH peakuii PO3YMHHUKN BUAANWIK, | YTBOPEHi B
pes3ynbTaTi TBepdi Tina po3Tepnun B Nopowok 3 Bogotn. OTpumaHy TBepAy peyoBUHY nmigganu cywiui
nig Bakyymom npotarom Houi (1,3 r, 94 %).

Mpuknag 201. N-TpeT-6yTun-5-(2-xnop-5-meTnnnipumignH-4-inamiHo)-2-
mMeTunbeHsoncynbgoHamig (MPOMDKHUIA NPOAYKT 67):

N
:>T/’\>§5 NH
O/O
J\
X

N Cl 67

Cymiw npomixHoro npogykty 66 (0,90 r, 2,96 mmonb), 2-xnop-5-meTunnipumMiguH-4-inaminy (0,33
r, 2,28 mmons), Pd,(dba)s (0,21 r, 0,23 mmons), kcaHTdocy (0,264 r, 0,46 mmonb) i kapboHaTy Lesito
(2,2 r, 6,8 mmonb) cycneHagyBanu B AiokcaHi (15 Mm), repmMeTVdHO 3aKpuniuM Yy MIKPOXBUIbOBIN
peakuinHin npobipui Ta rpinu MiKpOXBUNBOBUM BMNPOMIHIOBaHHAM npu Temnepatypi 160 °C npoTsrom
15 xB. [llicna ubOro peakuiiHy Cymill OXOonogunu A0 KiMHaTHOI TemnepaTypu i NPOKPYTUIM Ha
ueHTpudpysi. PeakuiiHy cymiw gekaHTyBanu i opraHivyHy ¢asy KOHLEHTpyBanu y Bakyymi. 3anuiuok
OYMCTMIIN Ha KOMOHUi 3 cwunikarenem, OAepXaBlUM 3a3HavyeHy B 3arofioBKy CMOMyKy, ska sBnsina
coboto TBepay pedoBuHy binoro koneopy (0,12 r, 14 %).

Mpuknag 202 N-TpeT-0yTun-5-[2-(4-imigason-1-in-erinamiHo)-5-meTunnipumiguH-4-inamiHo]-2-
mMeTunbensoncynbdoHamia (cnonyka CXXXVII):
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Cywmiw npomixHoro npoaykty 67 (0,113 r, 0,31 mmoneb), 4-imigason-1-in-gexinaminy (0,059 r, 0,37
Mmonb), Pd,(dba); (0,028 r, 0,03 mmonb), kcaHTdocy (0,036 r, 0,06 mmonb i kapboHaTy uesito (0,3 T,
0,92 mmonb) cycneHayBanu B fiokcaHi (6 M), repMeTUYHO 3aKpuUIM Yy MIKPOXBWIbOBIN peakuilfiHin
npobipui Ta rpiny MiKpOXBMITLOBMM BUMPOMiHIOBaHHAM npu Temnepatypi 160 °C npotarom 15 xB.
PeakuinHy cymill gekaHTyBanu 1 opraHiyHy a3y KoOHUEeHTpyBanu y BakyyMmi. 3anuiok o4mcTuim 3a
ponomoroto HPLC-xpomaTorpadii, ogepxaBLun 3a3HayeHy B 3arofioBKy CMOMyky, sika siBfsina coboto
TBepAay pedoBuHy binoro konbopy (0,052 r, 24 %).

'H AMP (500 MIy, DMSO-dg): & 1,11 (s, 9H), 2,13 (s, 3H), 2,58 (s, 3H), 7,07 (s, 1H), 7,34 (d,
J=8,5Tu, 1H), 7,42 (d, J=8,9 I'u, 2H), 7,48 (s, 1H), 7,60 (s, 1H), 7,78 (d, J=8,9 'y, 2H), 7,94 (s, 1H),
7,98-8,00 (m, 1H), 8,09 (s, 1H), 8,12 (d, J=2,3 I'u, 1H), 8,56 (s, 1H), 9,16 (s, 1H). MS (ES+): m/z 492
(M+H)".

Mpuknag 203. N-Tpet-6yTun-3-{5-metun-2-[4-(niponignH-1-kapboHin)deHinamiHolnipumignH-4-
inamiHo}6eH3oncynbgoHamig (cnonyka CXXXVIM):

H

N
g NH 0
:>T/ A\
o O
D
\)\
N N
H . CXXXVIII

Cymiw npomixHoro npogykty 33 (0,11 r, 0,32 mmonb), (4-amiHOoeHiN)niponiguH-1-in-MeTaHoHy
(0,072 r, 0,38 mmonb), Pdy(dba); (0,029 r, 0,032 mmonb), kcaHTdocy (0,037 r, 0,063 mMMonb) i
kapboHaty uesito (0,3 r, 0,95 mmonb) cycneHgyBanuM B AiOKcaHi (6 M), repMeTuyHO 3akpunu y
MIKPOXBMITLOBIN peakuirHin NnpoBipui Ta rpinM MiKpOXBUILOBMM BUMPOMIHIOBaHHSAM MpU Temneparypi
160 °C npotsrom 15 xB. PeakuiiHy cymilwl gekaHTyBanu, 1 opraHiyHy a3y KOHLUEHTpyBanu y BakyyMi.
Banuwok ounctunu 3a pgonomoroto HPLC-xpomaTorpacpii, ogepxaBlun 3a3HavyeHy B 3arosfioBKy
crnonyky, sika sisnsna coboto TBepay pedoBuHy binoro koneopy (0,040 r, 25 %).

'H AMP (500 Mru, DMSO-dg): & 1,11 (s, 9H), 1,8 (br s, 4H), 2,14 (s, 3H), 3,44 (t, J=6,6 'y, 4H),
7,38 (d, J=9,0 'y, 2H), 7,52-7,54 (m, 2H), 7,56 (s, 1H), 7,70 (d, J=9,8 'y, 2H), 7,98 (s, 1H), 8,08-8,10
(m, 2H), 8,60 (br s, 1H), 9,24 (s, 1H). MS (ES+): m/z 509.

Mpuknag 204. N-Tpet-6yTnn-3-{5-meTnn-2-[4-(MmopdoniH-4-kapboHin)deHinamiHolnipumignH-4-
inamiHo}6eH3oncynbdoHamig (cnonyka CXXXIX):

H

N
g NH 0
:>T/ //\
o O
= F N//\\W
\)\ K/O
N N
H . CXXXIX

Cywmiw npowmixHoro npoaykty 33 (0,13 r, 0,37 mmonb), (4-amiHo~cbeHin)-mopdoniH-4-in-meTaHoH
(0,092 r, 0,45 mmonb), Pdy(dba)s; (0,034 r, 0,037 mmonb), kcaHTgocy (0,043 r, 0,075 mmonb) i
kapboHaty uesito (0,37 r, 1,1 mMmonb) cycneHayBanu B AiokcaHi (6 Mn), repMeTU4HO 3akpuim y
MIKPOXBUITLOBIN peakLiiHin NpobipLi Ta rpinu MiKpOXBUITbOBMM BUMPOMIHIOBAHHSAM Npy TeMnepartypi
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160 °C npotarom 15 xB. PeakuinHy cymill AekaHTyBanu i opraHivyHy asy KOHUEHTpYBanu y Bakyymi.
Banuwok ounctunu 3a pgonomoroto HPLC-xpomaTorpadii, ogepxaBLun 3a3HavyeHy B 3arorioBky
cnonyKy, sika siBrisina coboto TBepay peyvoBuHy Ginoro konbopy (0,065 r, 33 %).

'H AMP (500 My, DMSO-d): 8 1,11 (s, 9H), 2,14 (s, 3H), 3,49 (br s, 4H), 3,59 (br s, 4H), 5,75 (s,
1H), 7,25 (d, J=9,0 'y, 2H), 7,52-7,54 (m, 2H), 7,56 (s, 1H), 7,71 (d, J=9,0 I'u, 2H), 7,98 (s, 1H), 8,06-
8,08 (m, 2H), 8,65 (br s, 1H), 9,26 (s, 1H). MS (ES+): m/z 525(M+H)".

Mpuknag 205. N-Tpet-6yTnn-3-{5-metnn-2-[4-(ninepasuH-1-kapboHin)deHinamiHo]nipumignH-4-
inamiHo}6eH3oncynbgoHamig (cnonyka CXL):

. CXL

Cymiw npomixHoro npoaykty 33 (0,12 r, 0,33 mmonb), TpeT-Oytunosoro ectepy 4-(4-
amiHob6eH3oin)ninepasnH-1-kapboHosoi kucnotn (0,12 r, 0,45 mmonb), Pd,(dba); (0,030 r, 0,037
Mmonb), kcaHtdocy (0,038 r, 0,075 mmonb) i kapboHaTy uesito (0,33 r, 1,1 MMonb) cycneHgyBanu B
giokcaHi (6 mmn), repmeTMdHO 3aKpunn Yy MIKPOXBWMbLOBIA peakuinHin  npobipui Ta rpinu
MIKpOXBUITLOBMM BUMNPOMIiHIOBaHHAM npu Temnepatypi 160 °C npotdrom 15 xB. PeakuiiHy cymill
AEeKaHTyBanwu, i opraHiyHy dasy KOHLEHTPyBanu y BakyyMi. 3anuiiok O4UCTUM METOLO0M CuIlikarenb-
xpomaTtorpadii (25 %-100 % EtOAc B rekcani). Jani npoaykt nigganv o6pobui 20 mn 20 % TFA
po3umHy y DCM. llicns uboro po34nMHHWKM BUAANWAW LUASIXOM POTOPHOro BunaptoBaHHA. Matepian,
wo 3anuwmecs, oudnctunu wnsxom HPLC-xpomatorpadii, ogepxaBluM 3a3Ha4YeHy B 3arofioBKy
crofyKy, sika sensna coboto TBepAy pedoBuHy binoro koneopy (0,045 r, 26 %).

"HAMP(500 MI'y, DMSO-dg): 8 1,11 (s, 9H), 2,14 (s, 3H), 2,82 (br s, 4H), 3,48 (br s, 4H), 7,24 (d,
J=9,0 'y, 2H), 7,51-7,53 (m, 2H), 7,55 (s, 1H), 7,71 (d, J=9,0 'y, 2H), 7,94 (s, 1H), 8,06-8,08 (m, 2H),
8,65 (br s, 1H), 9,25 (s, 1H). MS (ES+): m/z 524 (M+H)+.

Mpuknag 206. TpeT-6yTnn-4-(4-(4-(3-meTokcndeHinamiHo)-5-meTmnnipumignH-2-
inamiHo)deHokem)ninepnanH-1-kapbokennat (MPOMKHUIA NpoayKT 68):

\Boc

CymiLu 1-6pom-3-meT0ch69H30ny (69,5 mkn, 0,56 Mmornb), I'IpOMI)KHOFO npoaykty 42 (205 wr,
0,51 mmons), Pdy(dba)s (23 wr, 0,03 mmonb), kcaHTdocy (33 mr, 0,06 mmonb) i kapboHaTy Lesito (359
mr, 1,10 MMonb) B AliokcaHi (3 M) rpinu MikpoxsnnsOBUM BUNPOMIHIOBaHHAM nNpu Temnepatypi 160 °C
npotarom 20 xB. [licnga UbOro peakuinHy cymill oxonogunu [oO KiMHaTHOI TemnepaTtypw,
npodineTpyBanu, i dinbtpaTt npomunm DCM i MeOH. O6'egHaHi piguHM KOHUEHTpYyBanu y BakyyMmi Ta
ouncTunu wnaxom dnew-xpomatorpadii 3 rpagieHtom (0-100 % eTunauetaty B TekcaHi),
OofepXaBLUM 3a3Ha4yeHy B 3aroryioBKy CMOMyKy, sika sBnsna coboi TBepay pedqoBuMHy OexeBoro
konbopy (215 wmr, 83 %).

Mpuknag 207. 3-(2-(4-(MNinepuamnH-4-inokcu)deHinamiHo)-5-meTunnipnmiguH-4-inamiHo)deHon
(cnonyka CXLI):
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[o cymiwi npomixkHoro npoaykty 68 (215 mr, 0,42 mmonb) y DCM (4 mn) goganu BBr; (120 ML,
1,27 MMoOnb) i Bce Le nepemilyBanu npu KiMHaTHIA TeMnepaTypi npotarom 64 rog. Peakuito noracunm
nobaBnsiHHAM MeOH i cymilw KOHUEHTpYBanu y BakyyMi. 3anvwoK O4YMCTUIM LUMISIXOM NpenapaTUBHOI
HPLC-xpomaTorpadii i 3i0paHi dpakuii KOHUEHTpyBanu Yy BaKyyMi, ogepXaBlW B pe3ynbTaTi
3a3HadeHy B 3arofioBKy Cinb TpudTopouToBOoi kucnotn (116 mr, 56 %). Cinb TprdTOPOLTOBOI KNCNOTK
Binibpann y MeOH i nepenyctunu kpisb kaptpuaxi SPE PL-HCO; MP-Resin, koHUeHTpyBanun y
BakyyMi, po3Tepnun B MOPOLUOK 3 €TepoM i npodinbTpyBanu, OTpUMaBLUM 3a3Ha4YyeHy B 3arofioBKYy
Cronyky, sika siBnsana coboto TBepAay pedoBuHy binoro koneopy (31 mr, 69 % BigHOBMNEHHS).

'H AMP (500 Mru, DMSO-dg): 5 1,51-1,60 (m, 2H), 1,90-1,98 (m, 2H), 2,07 (s, 3H), 2,70-2,78 (m,
2H), 3,02-3,09 (m, 2H), 4,28-4,36 (m, 1H), 6,48 (dd, J=8,1, 2,2 'y, ,1H), 6,79 (d, J=9,1 'y, 2H), 7,06-
7,11 (m, 2H), 7,16 (d, J=8,5 'y, 1H), 7,57 (d, 7=9,1 'y, 2H), 7,82 (s, 1H), 8,08 (s, 1H), 8,73 (s, 1H),
9,27 (br s, 1H). MS (ES+): m/z 392 (M+H)".

Mpuknag 208. (2-Xnop-5-metunnipumianH-4-in)(4-dpTop-3-MeTokcudeHin)amiH -~ (MPOMIKHUIA

npoaykT 69):
F
\O NH
)
/)\

Cymiw 2-xnop-5-metunnipumignH-4-inamivy (1,2 r, 8,1 mmonb), 4-6pom-1-cbTOp-2-MeTOoKCU-
Oensony (1,8 r, 8,9 mmons), Pdy(dba)s (0,74 r, 0,81 mmonb), kcaHTdocy (0,93 r, 1,6 Mmonb) i
kapboHaty uesito (7,88 r, 24,2 mmonb) cycneHgyBanu B fiokcaHi (60 M) i KMN'aTunu 3i 3BOPOTHUM
XONoAuIbHNKOM B atMocdepi aproHy npotdarom 5 rof. licns uboro peakuinHy cymil oxonogunu Ao
KiMHaTHOI TemnepaTypu i posbasunun DCM (30 mn). Oani cymiw npodinbTpyBanu i inbTp',
KOHLIeHTpYyBanu y BakyyMi. 3anulok oducTunu 3a gonomMoror dnewl-xpomaTorpadii Ha cunikareni,
ofepxaBlUM 3a3HayeHy B 3aronoBky crnonyky (0,3 r, 14 %), saka ABnana cobow TBepAy PeyvOBUHY
6exeBoro Konbopy.

Mpuknag 209. N4-(4-¢T0p-3-MeTOKCI/I(beHiJ'I)-5-MeTI/Iﬂ-N2-[4-(2-FIip0ﬂi,CI,I/IH-l-
ineTokcu)deHin1nipymianH-2,4-aiamid (cnonyka CXLII):
F

~o NH
o
\ﬁN V\D
/)\
N N
H . CXLII

Cymiw npowmixHoro npogykty 69 (0,1 r, 0,37 mmonb) i 4-(2-niponianH-1-ineTokcn)deHinamiHy
(0,16 r, 0,75 mmonb) cycneHgyBanu B ouToBin kucnoti (10 mn) i rpinn npu Temnepatypi 110 °C
npotarom 16 roa. [licns uUbOro peakuiiHy CyMmill OXOonoaunu [o KiMHaTHOI TemnepaTypu i
KOHLIEHTpYBanu y BakyyMi. 3anuwok ounctunum 3a gonomoroto HPLC-xpomaTtorpadii, ogepxasLum
3a3HadeHy B 3aronosky cnonyky (0,03 r, 17 %) y Burnagi TBepaux 4acTok 3eneHOro Kornbopy.
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'H AMP (500 My, DMSO-dg): 5 1,88 (br s. 2H), 2,0 (brs, 2H), 2,15 (s, 3H), 3,08 (br s, 2H), 3,55
(br s, 4H), 3,7 (s, 3H), 4,32 (br s, 2H), 6,9 (d, J=7,9 'y, 2H), 7,13 (br s, 1H), 7,21-7,25 (m, 1H), 7,32-
7,34 (m, 3H), 7,89 (s, 1H), 9,78 (br s, 1H), 10,48 (brs, 1H), 10,92 (br s, 1H). MS (ES+): m/z 438
(M+H)".

Mpuknag 210. (2-XnopnipuMignH-4-in)(3-meToKkcu-2-meTtundeHin)amid (MpomMipkHun npoaykT 70)

_

N Cl 70

Cymiw 3-meTokcu-2-metunderinamivy (0,68 r, 5 mmonb) i 2,4-guxnopnipumignHy (0,74 1, 5
MMOIb) cycneHagysanu B etunoBoMy cnupTi (10 mn) i nepemiwyBanu npu KiMHaTHIM Temneparypi
Bnpogosx 20 rog. [Micna uyboro peakuinHy cymiw posbasunn DCM (50 mn), npodpinsTpyBanm i
KOHUEHTpyBanu y BaKyyMmi. 3anuwoK Oo4McCTUNM Ha XpomaTtorpadpiyHin KonoHui 3 cwunikarenem,
ofepXaBlUM 3a3HayeHy B 3aronosky crnonyky (0,085 r, 7 %) y Burnsagi TBepamx 4acToK XKOBTOro
KOnbopy.

Mpuknag 211. N4-(3-MeT0KCM-2-MeTmncbeHin)-N2-[4-(2-niponip.MH-l-ineTOKcm)q:)eHin]nipMMip,MH-
2,4-piamiH (cnonyka CXLIII):

™~

0 NH
o)
O 0O
/)\
N N
H . CXLIII
Cywmiw npomixHoro npogykty 70 (0,08 r, 0,32 mmonb) i 4-(2-niponignH-1-ineTokcn)deHinaminy
(0,13 r, 0,64 mmonb) cycneHgysBanu B outoBin kucrnoti (10 mn) i rpinu npu Temnepatypi 80 °C
npotarom 16 rog. [licna ubOro peakuiHy Cymill OXonoaunuM O KiMHATHOI TemnepaTypu i
KOHUEHTpyBanu y Bakyymi. 3anuwok ounctunu 3a gonomoroo HPLC-xpomaTorpadii, ogepxasLumn
3a3HaveHy B 3aronosky cnonyky (0,03 r, 17 %) y Burnaai TBepamx 4acTtok Ciporo Komnbopy.
'H AMP (500 My, DMSO-dg): & 1,89 (br s, 2H), 2,0 (br s, 4H), 3,08 (br s, 2H), 3,4 (br s, 4H), 3,54
(br s, 4H), 3,83 (s, 3H), 4,31 (br s, 2H), 6,86 (br s, 2H), 6,97 (d, J=8,1 'y, 2H), 7,26 (t, J=8,1 'L, 1H),
7,34 (brs, 2H), 7,89 (s, 1H), 9,73 (br s, 1H), 10,62 (br s, 2H), 11,01 (br s, 1H). MS (ES+): m/z 420
(M+H)".
Mpuknag 212. TpeTt-6ytunosun ectep 4-(4-auetunamiHobeHsoncynboHin)ninepnanH-1-
KapbOHOBOI KUCIOTW (MPOMIXKHMIA NpoRyKT 71):

o O
\//
S
o)
/U\ N O\{/
N Y
H
O 71

Cywmiw TpeT-6yTunosoro ectepy 4-(4-6pom-6eH3oncynbdoHin)ninepuamH-1-kapboHoBOI KMCNoTu
(4 r, 9,92 mmonb), auetamigy (0,88 r, 14,9 mmons), Pd,(dba); (0,46 r, 0,49 mmonb), kcaHTdocy (0,56
r, 0,99 mmonb) i kapboHaTy uesito (9,7 1, 29,8 MMornb) cycneHayBanu B giokcaHi (60 mn) i kun'atunu 3i
3BOPOTHUM XONOAMMBHUKOM B aTMocdepi aproHy npotarom 4 roguH. Micna uboro peakuinHy cymilu
oxonoavnu A0 KiMHATHOI TemnepaTtypu i BUNWAW Ha nig. YTBOPEHi TBepAi YacTKM XKOBTOrMO KONbOpy
3ibpann wnaxoMm dineTpauii i npocywunu. Cupuin NPOAYKT OYUCTUNKM 3@ AOMOMOrow dreLu-
xpomaTtorpadii Ha cunikareni, ogepXasLUM 3a3Ha4yeHy B 3arofioBKy CrOMyKy, sika siBndna coboro
TBepAy pevoBuHy 6exesoro konbopy (3,121, 82 %).
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Mpuknag 213. Tpet-6ytunosui ectep 4-(4-amiHo6eH3oncynbgoHin)ninepnamnH-1-kapboHoBOi
KUCMNOTK (NPOMDKHUA NPOAYKT 72):

o O
\\//

SOy

CycneHsito npomikHoro npogykty 71 (2,6 r, 6 7 MMorb) posbaeunn 60 mn nyry KnarnseHa
(Claisen) (88 r KOH, posunHeHuii y 63 mn H,O i posbaeneHun MeOH pgo 250 mn) i rpinn npwm
TemnepaTypi 90 °C. 3a 2 roguHn peakuiiHy cymill BUAANUNM i3 HarpiBHoOro npunagy, oxonogunu oo
KiMHaTHOI TemnepaTtypw i po3dasunu sBogoto (50 mn). TBepAi YacTKM Ciporo Konbopy 3idpanu Wsxom
YCMOKTYBarbHOI QinbTpauii, ipoMunu Bo,u,oro i BUCYLLUMIIM NPOTHAroM HoMi (2,2 1, 97 %)

Mpuknag 214. N*-(4-Xnop-3-MmeTokcudeHin]-5-metun- N2 -[4-(ninepnanH-4-
cynbdoHin)deHin]nipumianH-2,4-giamid (cnonyka CXLIV):

Cl
NH 0 0
\\s{/
2N
~ J\ NH
N N
H . CXLIV

Cywmiw npomixHoro npoaykty 31 (0,14 r, 0,51 mmonb), npomixHoro npogykty 72 (0,19 r, 0,56
MMorb), Pdx(dba)s (0,046 r, 0,051 mmonb), kcaHTdocy (0,59 r, 0,1 mmone) i kapboHaty uesito (0,5 T,
1,52 mmonb) cycneHgyBanu B AiokcaHi (8 Mn) i rpinM MIiKpOXBUNLOBUM BUMPOMIHIOBAHHAM MNpu
TemnepaTypi 160 °C npotarom 15 xB. [licns uboro peakuinHy Ccymill Oxonogunu [o KiMHaTHOI
TemnepaTypu i NPOKPYTUNU Ha LEHTpUdy3i. PO3UMHHUKM JekaHTyBanu Ta nigdanv BUNaproBaHHIO.
3anuwwok, Lo YyTBOPUBCH, O4YMCTUAM 3a JONOMOro driew-xpomartorpadii Ha curnikareni, ogepxasLuu
N-3axuLLeHn nonepeaHuK 3a3HavyeHoi B 3aronoBky cnonyku. Lli Tepai yactku amiwanu 3 20 % TFA 'y
po3umHi DCM i cymiw ogpasy nigganv BUnapioBaHHK. 3anuloK PO3YMHUIN B MiHIManbHIN KiNbKOCTI
EtOAc i 4o po3unHy no kpannax goganv 3 Hagnuwkom gietunosun etep. OTpumaHui y pesynbTaTi
MOPOLLIOK CBITMO-XOBTOr0O KoMnbopy 3ibpanu wnaxom dinbTpadii i npocywunn (0,16 r, 55 %).

'H AMP (500 My, DMSO-dg): 5 1,61-1,69 (m, 2H), 1,98-2,01 (m, 2H), 2,16 (s, 3H), 2,86 (q, J=12
My, 2H), 3,35 (d, J=12,6 'y, 2H), 3,64 (tt, J=11,7 'y, J=3,8 'y, 1H), 3,79 (s, 3H), 7,34 (dd, J=8,7 Iy,
J=2,0 'y, 1H), 7,39-7,41 (m, 2H), 7,6 (d, J=8,9 'u, 2H), 7,91 (d, J=8,9 'u, 2H), 8,02 (s, 1H), 8,19-8,21
(m, 1H), 8,6-8,63 (m, 1H), 8,89 (br s, 1H). MS (ES+): m/z 488 (M+H)".

Mpuknag 215. (4-Xnop-3-meTundeHin)(2-xnop-5-metunnipumignH-4-in)amid (MpOMiKHUA NpoayKT
73):

Cl

S

N Cl 73

Cymiw  2-xnop-5-metunnipumiguH-4-inamivy (0,34 r, 2,34 wmmomnb), 4-6pom-1-xrop-2-
meTunodensony (0,58 r, 2,8 mmonsb), Pd,(dba)s (0,21 r, 0,23 mmons), kcaHTdocy (0,47 1, 0,47 mmonb) i
KapboHaty uesito (2,3 r, 7 MMmonb) cycneHgysanu B AiokcaHi (9 mn) i rpinu MiKpOXBUILOBUM
BUNpPOMiHIOBaHHAM npu TemnepaTypi 160 °C npotarom 20 xB. [licna uboro peakuinHy cymiw
oxonoavnu Ao KiMHaTHOI TemnepaTypu i NPOKPYTUNM Ha LEeHTpudy3i. PO34UMHHUKN fekaHTyBanu Ta
nigaany BunapioBaHHI0. 3anuLuok, LWo YTBOPUBCH, O4MCTUNM 3@ JOMNOMOroto rel-xpomatorpadii Ha
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cunikareni, ogepxasLln B pe3ynbTaTi 3a3Ha4yeHy B 3arofioBKy CMONyKy Yy BUMMSAI TBEpOAMX 4acToK
xosToro konsopy (0, 24 r, 38 %).

Mpuknag 216. N*-(4-Xnop-3-meTundeHin)-5-MeTun-N>-[4-(ninepuanH-4-inokcu)eHin]nipumMianH-
2,4-giamiH (cnonyka CXLV):

Cl
NH
\%\N (0]
N J\ NH
N N
5 H . CXLV
Cymiw npomixHoro npogykty 73 (0,071 r, 0,27 mmonb) i TpeT-6ytnnosoro ectepy 4-(4-
aMiHodbeHokeun)ninepuamnH-1-kapboHooi kucnotu (0,1 r, 0,35 mmonb) po3basunu HOAc (5 mn) i rpinu
MiKPOXBMITbOBUM BUMPOMIiHIOBaHHAM npu TemnepaTypi 150 °C npotarom 15 xB. [licna uporo
PO3YMHHUKM BMAANWAN, a 3anuLloK, WO YTBOPUBCS, odncTunu 3a gonomoroto HPLC-xpomartorpadii.
10 lMicnsa BiAOKpPEMMEHHA OoTpUManu 3asHayeHy B 3arofioBKy CMOMyKy y BMIMsAAi TBepaux 4actok binoro
konbopy (0,025 r, 22 %).
'H AMP (500 MIy, DMSO-dg): 5 1,76-1,83 (m, 2H), 2,05-2,09 (m, 2H), 2,13 (s, 3H), 2,27 (s, 3H),
3,10 (br s, 2H), 3,16 (br s, 2H), 4,58-4,61 (m, 1H), 6,93 (d, J=9 'y, 2H), 7,34-7,39 (m, 3H), 7,43-7,45
(m, 1H), 7,59 (s, 1H), 7,87 (s, 1H), 8,51 (br s, 1H), 8,55 (br s, 1H), 9,38 (br s, 1H), 10,0 (brs, 1H). MS
15 (ES+): m/z424 (M+H)".
Mpuknag 217. N-(3-bpomdpeHin)aueTtamia (MPOMiXKHUI NPoRyKT 74):

JCL,

Po3uuH 36p0M cbeHmaMlHy (1,04 r, 6 mmonb) 3miwanu 3 DIEA (2,3 mn, 13,3 mMonb) Ta

oxonoauvnu o 0 °C. Jo po3unHy 3a JOMOMOrow Lnpuua no kpannax goganu auvetunxnopug (0,47

20 mn, 6,7 mmonb). PeakuinHin cymiwi ganu BigirpitTuca Ao KiMHaTHOI TemnepaTypw i nepemiwysanu

npotsarom 1 roguHu. licna UbOro Cymill BUNUAW Ha Body Ta OoAuH pa3 npomunu. OpraHidHy ¢asy
BMNapwnu, oTpumasLUK TBepdi YacTku 6exesoro konbopy (1,25 1, 98 %).

Mpuknag 218. N-[3-(2-Xnop-5-meTunnipnmiguH-4-inamiHo)deHinjauetamig (NPOMiKHWUIA NPOAYKT

1O

PN
25 N Cl 75
Cywmiw 2-xnop-5-metunnipumiguH-4-inamin (0,71 r, 4,9 Mmonb), npoMixxHoro npoaykty 74 (1,25,
5,9 mmonb), Pd,(dba); (0,45 1, 0,49 mmonb), kcaHTdocy (0,57 r, 0,98 mmonb) i kapboHaTy uesito (4,8
r, 14,7 mmonb) cycneHgyBanu B pgiokcadi (40 mn) i KMn'dTunm 3i 3BOPOTHMM XOMOAMITbHUKOM
ynpogoBx 18 rog. [llicnd ubOro peakuiiHy Cymiw oOxonoaunuM A0 KiMHaTHOI TemnepaTypw,
30 nNpodiNbTPYBanuM i PO3YMHHUKN BUNAPUIM. 3anuLuok, WO YTBOPUBCS, OYUCTUIIM 3a JOMNOMOrow dnew-
Xpomarorpadpii Ha curnikareni, ogepXaBLn B pe3ynbTaTi 3a3Ha4yeHy B 3arofioBKY CMONyKy y BUrMAAI
TBEPAMWX YacTok binoro konsopy (0,44, 32 %).
Mpuknan 219. N-(3-{5-MeTnn-2-[4-(ninepuaunH-4-inokcu)deHinamiHolnipumignH-4-
inamiHo}eHin)auetamia (cnonyka CXLVI):
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L,

< M "
N N
H . CXLVI

Cymiw npowmixHoro npoaykty 75 (0,074 r, 0,27 mmonb) i TpeT-6ytunosoro ecrtepy 4-(4-
amMiHobeHokeun)ninepuamnH-1-kapboHosoi kucnotu (0,1 r, 0,35 mmonb) po3basunmu HOAc (5 mn) i rpinu
MIKPOXBUITLOBMM  OMPOMiHIOBaHHAM npu  Temnepatypi 150 °C npotarom 15 xB. [icns wuboro
PO34YMHHWUKM BMAANWUIN, a 3anuLlok, WO YTBOPUBCS, o4ncTunmn 3a gonomoroto HPLC-xpomartorpadii.
lMicnsa BiZOKpPEMIMEHHA OTpUManu 3a3HayeHy B 3arofloBKy CMOMyKy Yy BUrMA4i TBEPAMX YacTok Ginoro
konbopy (0,072 r, 62 %).

'H AMP (500 My, DMSO-dg): 5 1,74-1,81 (m, 2H), 2,03-2,07 (m, 5H), 2,15 (s, 3H), 3,09 (br s,
2H), 3,24 (br s, 2H), 4,54-4,57 (m, 1H), 6,85 (d, J=8,8 I'u, 2H), 7,22 (d, J=7,7 'y, 2H), 7,29-7,39 (m,
4H), 7,77 (s, 1H), 7,87 (s, 1H), 8,55 (br s, 1H), 8,60 (br s, 1H), 9,67 (s, 1H), 10,0 (br s, 1H), 10,2 (br s,
1H). MS (ES+): m/z 433 (M+H)".

Mpuknag 220. N-(3-bpom-2-meTundeHin)auetamig (MPOMiKHMUI NPOAYKT 76):

0
)kN Br
H

e

Po3unH 3-6pom-2-meTundeHinaminy (4,1 r, 21,9 mmonb) 3wmiwanu 3 DIEA (8,4 mn, 43 mmonb) Ta
oxonoaunu go 0 °C. 3a gonomoroi wWnpuua no kpannsx goganu auetunxnopug (1,7 mn, 241
MMoOnb). PeakuinHin cymilli ganu sigirpitTuca o KimHaTHOI TemnepaTtypu i nepemiwysanu npotarom 1
rogvHu. llicna ubOro cymiw BMRUNKM Ha Body Ta oAauH pa3 npomwunu. OpraHivHy dasy nigganu
BMNApIOBaHHIO, B pe3ynbTaTi Yoro 3anuwunuca Teepai 4acTkm He uinkom 6inoro komnbopy. [Micns
PO3TUPaHHSA LbOro MaTepiany B MOPOLLOK 3 reKCaHOM OTpMManu 3a3HayeHy B 3arosfioBKy CMOMyKy Y
BUMMAgi TBepaux Yactok binoro konbopy (4,4 r, 89 %).

Mpuknag 221. N-[3-(2-Xnop-5-meTnnnipumignH-4-inamiHo)-2-meTtun-geHinjauetamia(npomMixxH1n
nNpoaykT 77):

o)
)kN NH
H
~~ N
N J\
N cl 4o

Cywmiw 2-xnop-5-meTtunnipumignH-4-inaminy (0,86 r, 5,9 mmone), npomixkHOro npoaykty 76 (1,6 r,
7,1 mmons), Pd,(dba)s (0,55 r, 0,59 mmonb), kcaHTgocy (0,69 r, 1,2 mmonb) i kapboHaTy uesito (5,8 T,
17,8 mmonb) cycneHgyBanu B giokcaHi (40 mn) i KMn'aTunm 3i 3BOPOTHUM XOMOAMITBHUKOM YMPOOOBX
16 rog. lMicna ubOro peakuinHy Cymill oxonogunu O KiMHATHOI TemnepaTtypu, npodinbTpyBanu i
PO3YMHHUKM BMNApunun. 3anuiok, Wo yTBOPMBCS, OYMCTMIIN 3a AONOMOrow drew-xpomaTorpadii Ha
cunikareni, ogepxasln B pes3ynbTaTi 3a3HayeHy B 3arofloBky CMonyky y BUMMNSAi TBepOAMX 4acToK
6inoro konbopy (0,56 r, 32 %).

Mpuknag 222. N-(2-MeTun-3-{5-meTun-2-[4-(ninepngunH-4-inokcu)deHinamiHo]nipumigmH-4-
inamiHo}deHin)auetamig (cnonyka CXLVII):
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0
/U\N NH
H
0
~~ >N
=~ J\ NH
N

. CXLVII

Cymiw npomixHoro npogykty 77 (0,15 r, 0,5 mmonb) i Tpet-6ytunosoro ectepy 4-(4-
amMiHobeHokeun)ninepuamnH-1-kapboHoBoi kucnotu (0,19 r, 0,65 mmonb) po3daBunm HOAc (5 mn) i
rpinv MiKpOXBUITbOBMM OMPOMiHIOBaHHSAM npu Temnepatypi 150 °C npotsarom 15 xB. [licnsa uboro
PO34YMHHWUKM BMAANWUIN, a 3anuLlok, WO YTBOPUBCS, o4ncTunmn 3a gonomoroto HPLC-xpomartorpadii.
lMicnsa BiOOKPEMIMEHHSA OTpUManu 3a3HayeHy B 3arofioBKy CMOMyKy y BUrMsAi TBeEpaux 4actok binoro
konbopy (0,091 r, 41 %).

'H AMP (500 My, DMSO-dg): 8 1,71-1,78 (m, 2H), 2,02-2,08 (m, 8H), 2,16 (s, 3H), 3,09 (br s,
2H), 3,24 (br s, 2H), 4,50-4,52 (m, 1H), 6,77 (d, J=8,4 'y, 2H), 7,09-7,15 (m, 3H), 7,27 (t, J=7,9 Iy,
1H), 7,49 (d, J=8,1 'y, 1H), 7,86 (s, 1H), 8,54 (br s, 1H), 8,59 (br s, 1H), 9,45 (s, 1H), 9,84 (brs, 1H),
10,34 (brs, 1H). MS (ES+): m/z 447 (M+H)".

Mpuknag 223. 5-MeTVIJ'I-N2-[4-(4-MeTVIJ'II'IiI'Iepa3l/lH-l-iﬂ)(beHiﬂ]-N4-(3-HiTpOd.)eHiJ'I)I'IipVIMi,EI,I/IH-2,4-
AiamiH (NpoMipkHWUIA NpoaykT 78):

O,N NH K\N
~~ >N N\)
NN
N N
H .78

Cywmiw 1-6pom-3-HiTpobeHsony (0,77 r, 3,8 mmonb), npomixHoro npoaykty 32 (0,95 r, 3,2 Mmonb),
Pd,(dba)s (0,29 r, 0,32 mmonb), kcaHTdocy (0,37 r, 0,64 mmone) i kapboHaTty Lesito (3,1, 9,6 Mmonb)
cycnengysanu B giokcaHi (40 mn) i kun'aTunu 3i 3BOPOTHUM XONOAMMbHUKOM ynpoaosx 16 roa. MNicns
LUbOro peakuiHy CyMmill oXonoauvnu OO KiMHaTHOI TemnepaTtypu, npodinbTpyBanu i pPO3YMHHUKK
BMNapvnu. 3anuLiok, WO YTBOPMBCH, OMUCTUMAM 3a OOMNOMOrot drew-xpomaTtorpadii Ha cunikareni,
ofepKaBLLUKM B pe3ynbTaTi 3a3HadeHy B 3arofioBKy CNonyKy y BUrMsAi TBEpPAUX YacTok Binoro Konbopy
(0,53, 40 %).

Mpuknag 224. N4-(3-AMiHOCbeHiJ'I)-5-MeTVIJ'I-NZ-[4-(4-MeTVIJ'II'Iil'lepa3I/IH-l-iJ'I)CbeHiJ'I]I'IipVIMi,D,I/IH-Z,4-
AiamiH (NPOMibKHWMIA NpoayKT 79):

H,N NH K\N
=~ N N\)
X J\
N N
H .79

CycneHsito npomixHoro npoaykty 78 (0,23 r, 0,54 mmons) y MeOH (25 mn) npogynu aproHom i
amiwanu 3 Pd/C 10 %(mac.) (0,18 r). HopmanbHy atMocdepy peakuinHoi Cymilli 3amiHUNM Ha BoAeHb
i nepemiwyBanu npotarom 4 roa. [llicna uboro 6anoHHUM BOAEHb BUAANUIM, peakuiiHy Cymill
npoaynu aproHoMm, a noTiM NpodinbLTpyBanu Yepes Lenit. PO34NMHHMKN BUNapunu, sanuiumeLumn Teepai
YyacTku 6nigo-kopuyHeBoro konwopy (0,17 1, 83 %).

Mpuknag 225. 1-(3-{5-MeTnn-2-[4-(4-meTunninepasuH-1-in)deHinamiHo]nipumignH-4-
inamiHo}deHrin)-3-geHinceyvoBnHa (cnonyka CXLVIII):

~

~
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AL,
\ﬁ\)\ JQ/N\) _CXLVIII

CycneHsito NpoOMiKHOro npoaykty 79 (0,17 r, 0,45 mmonb) y DCM (10 wmn) 3miwanu 3
deHinizouianatom (0,058 mn, 0,54 mmonb) i nepemiwyBanu npotarom 1 roguHu. licna uboro i3
peakuinHOi CyMmilWi BMAANUNM PO3YMHHUKW, a 3aruLoK, Lo YTBOPUBCHA, ounctunm wnsaxom HPLC-
xpomaTtorpadii, ogepxaBLK 3a3Ha4YeHy B 3arofioBKy CMOMyKy Yy BUIMMsAi TBepaux 4vactok 6inoro
KOJ'IbOpy (0,075, 33 %).

'H AMP (500 My, DMSO-dg): 8 2,09 (s, 3H), 2,15 (s, 3H), 2,30-2,32 (m, 4H), 2,92-2,94 (m, 4H),
6,74 (d, J=8,4 I'u, 2H), 6,94-6,97 (m, 1H), 7,19-7,28 (m, 5H), 7,45 (d, J=8,8 'y, 2H), 7,53 (d, J=9,0 'L,
2H), 7,73 (br s, 1H), 7,83 (s, 1H), 8,23 (s, 1H), 8,68 (s, 1H), 8,74 (s, 1H), 8,78 (s, 1H). MS (ES+):
m/z509 (M+H)".

Mpuknaa 226. 1-(3-{5-MeTtun-2-[4-(4-meTunninepa3suH-1-in)deHinamiHo]nipumiganH-4-
inamiHo}eHin)-3-(3-TpudtopmeTundeHin)cedosnHa (cnonyka CXLIX):

POSNeNY ~
\5\)\ /©/ . CXLIX

CycneHsito npomixxHoro npogykty 79 (0,1 r, 0,26 MMOJ‘Ib) y DCM (8 mn) 3miwanu 3 1-i3ouiaHaT-3-
TpucptopmeTundensonom (0,043 mn, 0,31 Mmonb) i nepemiwyBanu npoTtarom 1 roguHu. Micnsa uboro
i3 peakuifHOl CyMmili BUOANUNN PO3YUHHUKK, a 3arnuLlIoK, WO YyTBOPMBCS, odncTunu wnaxom HPLC-
xpomaTorpadii, ogepkaBlUM 3a3Ha4YeHy B 3arofioBKy CMOMyKy y BWUIMA4i TBeEpAMX 4YacTok 6inoro
koneopy (0,039, 26 %).

'H AMP (500 My, DMSO-dg): 5 2,16 (s, 3H), 2,82 (s, 3H), 2,86 (br s, 2H), 3,08 (br s, 2H), 3,42
(br s, 2H), 3,69 (br s, 2H), 6,88 (d, J=8,4 'y, 2H), 7,20 (br s, 1H), 7,29-7,33 (m, 5H), 7,52 (t, J=7,9 'L,
1H), 7,57 (d, J=8,5 l'u, 1H), 7,77 (s, 1H), 7,84 (s, 1H), 8,09 (s, 1H), 9,42 (s, 1H), 9,66 (s, 1H), 9,71
(brs, 1H), 10,1 (brs, 1H). MS (ES+): m/z577 (M+H)":

Mpuknag 227. (2-Xnop-5-metunnipumianH-4-in)(2-metun-3-tpudTopMeTnndeHin)amiH(npoMikKHUMN
npoaykt 80):

S

N Cl go

Cymiw  2-xnop-5-metunnipumiguH-4-inamiy (0,18 r, 5,9 wwmonb), 1-6pom-2-meTun-3-
TpudpTopmeTundensony (0,33 r, 1,4 mmons), Pd,(dba); (0,12 r, 0,13 mmons), kcaHTdocy (0,15 r, 0,25
MMonb) i kapboHaTy uesito (1,23 1, 3,8 Mmonb) cycnenHgyBanu B AiokcaHi (8 wmn) i rpinu
MIKPOXBUITbOBAMM BUMPOMIHIOBaHHAM npu TemnepaTypi 160 °C npotarom 18 xB. [licna uboro
peakuiiHy NoCyauHy NPOKPYTUIK Ha LeHTpUdy3i i AekaHTyBanu. PO3YMHHMKK BUNapunu, a yTBOPEHUN
ocaj ouuctTvnuM 3a gornomorok drewl-xpomatorpadii Ha cunikareni, ogepXasln B pe3ynbTaTi
3a3HadeHy B 3arofioBKy Cronyky y BUrnsai TBepamx yactok 6inoro konsopy (0,095 r, 25 %).
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Mpuknag 228. 5-|V|eTVIJ'I-N4-(2-MeTI/IJ'I-3-TpVI(bTOpMeTVIJ'I(beHiJ'I)-NZ-[4-I'IiI'IepI/I,D,I/IH-4-
inokcun)deHin]nipumiagnH-2,4-giamin (cnonyka CL):

NH
P L
N N
H

Cymiw npomixHoro npogykty 80 (0,058 r, 0,2 mmonb) i TpeT-b6yTunosoro ecrtepy 4-(4-
amiHodeHokcm)ninepuaunH-1-kapboHosoi kucnotu (0,073 1, 0,25 mmornb) posbasunm HOAcC (5 mn) i
rpinv MiKpOXBUIbOBUM BUMNPOMiHIOBaHHAM npu Temnepatypi 150 °C npotdrom 15 xB. [lMicns uboro
PO3YMHHUKM BMAANWAN, a 3anuLiok, WO YTBOPUBCS, odncTunu 3a gonomoroto HPLC-xpomartorpadii.
lMicns BiAOKpPEMMEHHA OTpUManu 3a3HayeHy B 3arofioBKy CMOMyKy y BMIMsAAi TBepaux 4actok binoro
konbopy (0,025 r, 30 %).

'H AMP (500 My, DMSO-dg): 5 1,71-1,78 (m, 2H), 2,00-2,04 (m, 2H), 2,18 (s, 3H), 2,25 (s, 3H),
3,08 (br s, 2H), 3,22 (br s, 2H), 4,50-4,52 (m, 1H), 6,70 (d, J=8,3 'y, 2H), 7,10 (d, J=8,9 'y, 2H), 7,54
(t, J=7,8, 1H), 7,62 (d, J=7,7 'y, 1H), 7,75 (d, J=7,8 'y, 1H), 7,91 (s, 1H), 8,54 (br s, 1H), 8,61 (br s,
1H), 9,88 (s, 1H), 10,34 (br s, 1H). MS (ES+): m/z 458 (M+H)".

Mpuknag 229. (3-bpomdeHin)niponignH-i-in-metTaHoH (NpomixkHUI NpogykT 81):

Oy,

Po3uuH 3- 6p0M6eH30|nxnopV|p,y (2,7 r, 12 mmonb) y DCM (40 mn) oxonogunu go 0 °C i amiwanu 3
niponignHom (3 mMn, 36,8 mmone). PeakuiiHin cymiwi ganu Bigirpituca 4o KiMHaTHOT TemnepaTypu i
nepemiwysanu npotarom 4 roauH. llicns UbOro cymiw BUMWMM Yy BOAY Ta OAMH pas MpPOMUNA.
OpraHiyHy hasy npoMunm ConbOBUM PO3YMHOM, BUCYLLUWIM Ha CynbaToM HaTpito, NpodinbTpyBanu
i BUNnapwnu, oTpyMmasLLmn macrno 6yputnHosoro konbopy (3,1 r, 100 %).

Mpuknag 230. [3-(2-Xnop-5-meTnnnipumianH-4-inamiHo)deHrin]niponignH- 1-inmeTaHoH(NPOMIKHWI

npoaykT 82):

CymiLu 2-xnop-5-meTv|nnipr|p,MH -4- maMlHy (0,22 r, 1,5 mmonb), npomidkHoro npoaykty 81 (0,46 r,
1,8 Mmonb), Pdy(dba)s (0,14 1, 0,15 mmons), kcaHTdocy (0,17 r, 0,3 Mmonb) i kapboHaTy uesito (1,5,
4,5 mmonb) cycneHgyBanu B AiokcaHi (8 Mn) i rpinu MiKpOXBUNBOBMM BUMNPOMIHIOBAHHAM MpU
Temnepatypi 160 °C npotarom 18 xB. licna UbOro peakuinHy NOCyauHY NPOKPYTUNW Ha LEeHTPUdyai i
AekaHTyBanu. PO3YMHHWKM BunNapunu, i YTBOPEHUW ocaj OuYUCTUNM 3a [[OMNOoMorow  dreL-
Xpomarorpadii Ha curnikareni, ogepXaBLwn B pe3ynbTaTi 3a3Ha4yeHy B 3arofioBKY CMONyKy y BUMMAAI
TBEpAUX YacTok Binoro koneopy (0,25, 53 %).

Mpuknag 231. (3-{5-MeTun-2-[4-(ninepmamnH-4-inokcu)eHinamiHo]nipumiguH-4-
inamiHo}deHin)niponianH-1-in-metaHoH (cnonyka CLI):
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H .CLI

Cymiw npowmixHoro npogykty 82 (0,1 r, 0,32 mmonb) i TpeT-6ytunosoro ectepy 4-(4-
amMiHobeHokeun)ninepuamnH-1-kapboHoBoi kucnotn (0,12 r, 0,41 mmonb) po3baBunm HOAc (6 mn) i
rpinv MiKpOXBUIILOBUM BUMPOMiHIOBaHHAM npu Temnepatypi 150 °C npotdarom 15 xB. [Micns uboro
PO34YMHHUKM BMAANWUN, a 3anuLloK, WO YTBOPUBCS, o4ncTunmn 3a gonomoroto HPLC-xpomartorpadii.
lMicnsa BiZOKpPEMIMEHHA OTpUManu 3a3HayeHy B 3arofloBKy CMOMyKy y BUMMsSAi TBEPAMX YacTok Ginoro
konbopy (0,005, 3 %).

'H AMP (500 My, DMSO-dg): & 1,74-1,81 (m, 4H), 1,83-1,88 (m, 2H), 2,05-2,09 (m, 2H), 2,16 (s,
3H), 2,25 (s, 3H), 3,25 (br s, 2H), 3,34 (t, J=6,5 'y, 2H), 3,46 (t, J=6,9 'y, 2H), 4,45-4,59 (m, 1H), 6,91
(d, J=8,8 I'u, 2H), 7,32 (d, J=8,9 'y, 2H), 7,36 (d, J=7,7 'y, 1H), 7,43 (t, J=7,8, 1H), 7,67 (d, J=7,9 'L,
1H), 7,70 (s, 1H), 7,89 (s, 1H), 8,50 (br s, 1H), 8,56 (br s, 1H), 9,64 (br s, 1H), 10,21 (brs, 1H).
MS(ES+):m/z473(M+H)".

Mpuknag 232. 3-bpom-N-izonponinbexHsamia (MpomixHun npogykTt 83):

H
N
\r Br
o .83
PosunH 3-6pombensoinxnopugy (0,83 r, 3,8 mmonb) y DCM (40 mn) oxonogunun go 0 °C i
3mMiwanu 3 igonponinamiHom (0,96 mn, 11,32 mmonbk). PeakuinHin cymiwi ganu Bigirpituca no
KiMHaTHOT TemnepaTypu i nepemiwysanu BNpoaoBx 24 roguH. icna uporo cymill BUnunu y soay Ta
oanH pa3 npomunu. OpraHiuHy casy NpPOMUIN CONbOBMM PO3YMHOM, BUCYLUIMMM Hag cynbdaTom
HaTpito, NpodinNbLTPyBanu i BUNapunn, oTpUMasLLM NPOAYKT Y BUMMSAI TBEPAMX YAaCTOK Girnloro Konbopy
(0,6 1, 66 %).
Mpuknag 233. N-Izonponin-3-{5-meTun-2-[4-(4-meTnnninepasunH-1-in)deHinamiHolnipumignH-4-
inamiHo]6eH3amig (cnonyka CLII):

ZT

H .CLIl

Cymiw npomixHoro npogykty 32 (0,1 r, 0,34 mmons), npomixHoro npogykty 83 (0,13 r, 0,54
MMonb), Pdy(dba)s (0,031 r, 0,034 mmons), kcaHTdocy (0,039 r, 0,067 mmonb) i kKapboHaTy uesito
(0,33 r, 1 MMonb) cycneHayBanu B AiokcaHi (8 mn) i rpinu MikpoOXBUNbEOBUM BUNPOMIHIOBaAHHSM MNpu
TemnepaTtypi 160 °C npoTdarom 15 xB. [icns Uboro peakuiiHy NoCyavHy NPOKPYTUAN Ha LLEHTPUYSi i
AekaHTyBanu. Po3umMHHUKKM Bunapunu, i yTBopeHun ocag oumctunu wnaxom HPLC-xpomaTorpadii,
ofepXaBLUM B pe3ynbTaTi 3a3HadeHy B 3arofloBKy CMoONyKy y BUrMsAi TBEPAUX YacTok Ginoro konbopy
(0,011, 7 %).

'H AMP (500 My, DMSOdg): 8 1,14 (d, J=6,7 'y, 6H), 2,16 (s, 4H), 2,87 (s, 4H), 3,10 (br s, 2H),
3,51 (s, 2H), 4,22 (m, 1H), 6,85 (d, J=8,8 'y, 2H), 7,30-7,32 (m, 2H), 7,45 (t, J=7,8 'y, 1H), 7,69-7,70
(m, 2H), 7,90 (s, 1H), 7,99 (s, 1H), 8,24 (d, J=7,7 Tu, 1H), 9,70 (brs, 1H), 9,94 (br s, 1H), 10,2 (br s,
1H). MS (BS+): m/z 460 (M+H)".

Mpuknapg 234. 3-bpom-N-TpeT-0yTnnbeHsamig (MpoMidkHUIN NPpoAayKT 84):
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H
N
>( p\Br
0 .84

PosunH 3-6pombensoinxnopugy (0,83 r, 3,8 mmons) y DCM (10 mn) oxonogmnu go 0 °C i
3miwanu 3 TpeT-6ytnunamiHom (1,2 mn, 11,3 mmone). PeakuinHin cymiwi ganu Bigirpituca oo KiMHaTHoi
TemnepaTypu i nepemiwysanu npoTarom 4 roguH. icns uboro cymiw BMAMNKW y BOAY Ta OAWMH pas
npomunu. OpraHiyHy ¢asy npoMUNM COMbOBUM PO3YMHOM, BUCYLLIMIW Hapg CynbgaTom HaTpito,
npodinbTpyBanu i BUnapunu, oTpMmasLm macrno 6ypwtuHosoro konbopy (0,9 r, 94 %).

Mpuknag 235. N-TpeT-0yTun-3-(5-metnn-2-[4-(4-metTunninepasun-1-in)-geHinamiHo]nipumignH-4-
inamiHo)6eH3amig (cnonyka CLIII):

XNy oy
IheSendl

Cywmiw npomixHoro npogykty 32 (0,1 r, 0,34 mmonb), npomixHoro npogykty 84 (0,1 r, 0,4 mmonb),
Pd,(dba); (0,031 r, 0,034 mmons), kcaHTdocy (0,039 r, 0,067 mmonb) i kapboHaTy uesito (0,33 r, 1
MMOIMb) cycrneHgyBanu B pfiokcaHi (8 Mm) i rpinM  MIKPOXBMABOBMM BUMPOMIHIOBAHHAM MpU
TemnepaTtypi 160 °C npotarom 15 xB. licnsa LbOro peakuiviHy NoCyanHy NPOKPYTUMM Ha LEeHTPUQY3i i
AekaHTyBanu. Po3umMHHUKM Bunapwunu, i yTBopeHu ocag oumctunu wnaxom HPLC-xpomaTorpadii,
ofepxaBLUM B pe3ynbTaTi 3a3HaveHy B 3arofloBKy CMOMyKy y BUNSAI TBEPAUX YacToK 6inoro konbopy
(0,055, 35 %).

'H AMP (500 Mry, DMSO-dg): 5 1,36 (s, 9H), 2,09 (s, 3H), 2,21 (s, 3H), 2,43 (t, J=2,8 'L, 4H),
3,00 (t, J=2,8 'y, 4H), 6,74 (d, J=9,1 'u, 2H), 7,35 (t, J=7,9 'y, 1H), 7,44-7,48 (m, 3H), 7,67 (s, 1H),
7,85 (s, 1H), 7,88-7,92 (m, 2H), 8,36 (s, 1Hg, 8,74 (s, 1H). MS (ES+): m/z 474 (M+H)".

Mpuknag 236. 5-MeTun-N*-[4-(4-meTunninepasuH-1-in)-ceHin]-N*-(3-ninepnann-4-in-
deHin)nipumignH-2,4-giamin (cnonyka CLIV):

N -~

H K\N
HN
~ >N N\)
AN J\
N N
H . CLIV

Cymiw npomixHoro npoaykty 32 (0,08 r, 0,27 mmonb), 4-(3-6pomdpeHin)ninepuguny (0,084 r, 0,35
mmonsb), Pd,(dba); (0,025 r, 0,027 mmonsb), kcaHTgocy (0,031 r, 0,054 mmonb) i kapboHaTy Lesito
(0,26 r, 0,81 mmonb) cycneHayBanu B AiokcaHi (8 Mn) i rpinu MiKpOXBUINLOBMM BUNPOMIHIOBaHHSAM Npu
TemnepaTtypi 160 °C npoTarom 15 xB. [icns UbOro peakuiiHy NOCyavHYy NPOKPYTUAN Ha LLEHTPUYSi i
AekaHTyBanu. Po3umMHHUKM Bunapunu, i yTBopeHun ocag oumctunu wnaxom HPLC-xpomaTorpadii,
ofepXaBLUM B pe3ynbTaTi 3a3HadeHy B 3arofloBKy CMonyKy y BUrNsAi TBEpAMX YacTok 6inoro konbopy
(0,007 r, 6 %).

'H AMP (500 My, DMSO-dg): & 1,74-1,79 (m, 3H), 2,09 (s, 3H), 2,21 (s, 3H), 2,43 (t, J=2.8 I,
4H), 3,00 (t, J=2,8 'y, 4H), 6,76 (d, J=9,1 'y, 2H), 6,90 (d, J=7,7 'y, 1H), 7,24 (t, J=7.9 'y, 1H), 7,47-
7,53 (m, 3H), 7,68 (d, J=8,2 'y, 1H), 7,82 (s, 1H), 8,18 (s, 1H), 8,67 (s, 1H). MS (ES+): m/z 458
(M+H)".

Mpuknag 237. BeHsunosumn ecrtep 4-(3-{5-meTun-2-[4-(4-meTnnninepasnH-1-
in)deHinamiHonipnmignH-4-inamiHo}6eH3oncynbdoHin)ninepuanH-1-kapboHOBOI KUCNOTU (MPOMIKHUIA
npoaykT 85):
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Cymiw npowmixHoro npogykty 32 (0,17 r, 0,58 wmmonb), 6eH3unosoro ectepy 4-(3-
©pombeHsoncynbgoHin)ninepuaunH-1-kapboHosoi kucnotu (0,28 r, 0,64 mmons), Pd,(dba); (0,053 r,
0,058 mmonb), kcaHTdocy (0,067 r, 0,12 mmonb) i kapboHaty uesito (0,57 r, 1,74 mmonb)
cycneHgyBanu B giokcaHi (8 mn) i rpinu MikpoxXsunbOBUM BUNPOMIHIOBaHHAM npu Temnepatypi 160 °C
npotaromM 15 xB. licna Lboro peakuiiHy NOCyAMHY NPOKPYTUNW Ha LeHTpUdY3i | AekaHTyBanm Ha nig.
TBepai 4YacTku KOBTOTO KOMbOPY, WO 3anuuunucs, 3idpanu, BMCYLWIMNW i BUKOpWUCTOBYBanu 06e3
noganbLuoi ounctkm (0,4 r, 100 %).

Mpuknag 238. 5-MeTmn-N2-[4-(4-MeTV|nninepa3MH-1-in)cbeHin]-N4-[3-(nir|epV|p,V|H-4-
cynbdoHin)deHin]nipumianH-2,4-giamid (cnonyka CLV):

i /©\
~
//S\\ NH K\N
00 NJ
~~ N
AN J\

N N
H .CLV
MepemiwyBaHnii po3vmH npomixHoro npogykty 85 (0,17 r, 0,26 mmons) y DCM (15 mn) 3miwanu 3
1M BBr; y DCM (2 mn, 2 mmoneb). 3a 4 roanHu peakuito noracunu nosinsHum gogasaHHaM MeOH (4
M), MiCAS 4YOro BMAANUIN  PO3YUHHUKM. 3anuwok oudmctunm wnaxom HPLC-xpomatorpadii,
o,u,eE»KaBLum 3a3HadeHy B 3arofioBKy Crnonyky y surnsgi gionetosoro nopowky (0,008 r, 6 %).

H AMP (500 MI'y, DMSO-dg): 6 1,31-1,40 (m, 2H), 1,75 (d, J=10,8 'y, 2H), 2,12 (s, 3H), 2,21 (s,
3H), 2,36-2,41 (m, 2H), 2,44 (t, J=4,9 'y, 4H), 2,95 (d, J=12,5 'y, 2H), 3,02 (t, J=4,9 'u, 4H), 3,24 (it,
J=11,7 'y, J=3,8 'y, 1H), 6,81 (d, J=9,0 'y, 2H), 7,44 (m, 3H), 7,56 (t, J=8,0 I'u, 1H), 7,90-7,91 (m,
2H), 8,49 (d, J=7,6 T, 1H), 8,60 (s, 1H), 8,74 (s, 1H). MS (ES+): m/z 522 (M+H)".

Mpuknag 239. TpeT-6yTnn-4-(4-(4-(1H-ingon-4-inamiHo)-5-meTnnipumignH-2-
inamMiHo)dbeHokem)ninepnanH-1-kapbokeunat (MPOMiKHUIA NpoayKT 86):

HN\

T O,

Cymiw 4-6pom-1H-iHgony (41 mkn, 0,33 mmonb), npomixkHoro npoaykty 42 (131 wmr, 0,33 Mmorb),
Pd,(dba); (30 mr, 0,03 mmonb), kcaHTdocy (60 mr, 0,10 mmonb) i kapboHaTy uesito (428 wmr, 1,31
MMOSb) B AiokcaHi (3 M) rpinv MiKpOXBUIbOBUM BUMPOMIHIOBaHHAM npu Temnepatypi 160 °C
npotarom 20 xB. [licna uUbOro peakuinHy Ccymiw oxonoawnu A0 KiMHaTHOI Temnepatypu i
npodinbTpyBanu 3 ononickyBaHHAM DCM. ®inbTpaT KOHUEHTpyBanM N OYUCTUNKU LUAAXOM dhneLu-
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xpomatorpadii 3 rpagieHTom (0-15 % MeOH y DCM), opepxaBLum 3a3HadeHy B 3arofioBKy CMONyKY,
sika siBnana coboto TBepay pevosuHy Ginoro konbopy (30 mr, 17 %).

Mpuknag  240.  N*-(1H-lHoon-4-in)-5-meTnn-N>-(4-(ninepuanH-4-inokcun)derin)nipumianH-2,4-
aiamiH (cnonyka CLVI) CLVI:

HN\

NH
ZZNN ©
< "
N N
H . CLVI

Cywmiw npomikHoro npogykty 86 (27 wmr, 0,05 mmone) y 30 % TFA/DCM (1 mn) nepemiwysanu
nNpoTAroMm 3 roguH. PeakuinHy CyMmill KOHLEHTpYBanu y BakyyMi i OYMCTUMM LUNSXOM npenapaTuBHOI
HPLC-xpomatorpacpii. YTBOpeHi dpakuii KOHUEHTpyBanu Yy BakyyMi, OAepXaBLUM 3as3HayeHy B
3aronoBKy Cinb TPUTOPOLTOBOI KUCMOTH, Sika sBnana coboo TBepay peyvoBUHY XKOBTO-KOPUYHEBOTO
konbopy (11 mr, 43 %).

'H AMP (500 Mry, DMSO-dg): 8 1,71-1,77 (m, 2H), 1,98-2,06 (m, 2H), 2,22 (s, 3H), 3,03-3,12 (m,
2H), 3,19-3,27 (m, 2H), 4,44-4,53 (m, 1H), 6,34-6,37 (m, 1H), 6,64 (br d, J=8,3 'y, 2H), 7,08 (t, J=7,2
My, 3H), 7,14 (t, J=7,8 T'u, 1H), 7,36 (t, J=2,7 'y, 1H), 7,39 (d, J=8,1 'u, 1H), 7,84(s, 1H),8,48(brs,
1H), 8,55 (br s, 1H), 9,85 (br s, 1H), 9,98 (br s, 1H), 11,27 (s, 1H).

Mpuknag 241. 2-Xnop-N-{2-[4-(2-niponignH-1-ineTokcu)erinamiHo]nipumignH-5-in}-5-(3-
TpudptopmeTunbeHsoinamiHo)beHsamig (cnonyka CLVII):
=

NN
NH
0
SUSRAS
PN
N N
H . CLVII

Cywmiw 3-6pomnipuguHy (379 wmr, 2,4 mmonb), 4-amiHo-2-xnop-5-meTunnipumignHy (287 wmr, 2,0
MMonb), Pdy(dba)s (18 mr, 0,02 mmonb), kcanTdpocy (23 wmr, 0,04 mmonb) i kapboHaTy uesito (975 wr,
3,0 mMmonb) B AiokcaHi (15 mMn) KMA'aTUNM 3i 3BOPOTHUM XOMOAMMBHUKOM MNpoTaroMm 1 rogvHu B
aTtMocdepi aproHy. Po3umHHMK Buganunu, a 3anuwiok ouyuctunu wnaxom HPLC-xpomatorpadii,
OTPUMaBLUM MPOMDKHUA NPOAYKT, 2-xnop-5-metun-N-(nipugun-3-in)nipumignH-4-ami4, 'y  Burnagi
TBEPAOI PEYOBUHU XOBTOrO KONbopy (252 mr, 57 %). Y Apyrii 4aCTUHI eKCnepuMeHTY Cymill 2-xXnop-5-
mMeTun-N-(nipuauH-3-in)nipyumianH-4-aminy (80 M, 0,36 MMOfb), 4-(2-(niponigmH-1-
in)eTokcn)6eHsonamivy (74 wr, 0,34 mmons), Pd,(dba); (3,2 mr, 0,003 Mmonb), kcaHTdocy (4,2 mr,
0,007 mmonb) i kapboHaty uesito (234 wr, 0,72 mmonb) B AiokcaHi (5 Mn) kun'aTunu 3i 3BOPOTHUM
XONOAUITBHMKOM NpoTaromM 1 rogmHn B atmocdepi aproHy. licns ouncTku cmpoi peakuinHoi Cymili 3a
pornomoroto HPLC-xpomartorpadii ogepxxanv 3asHavyeHy B 3arosyioBKy CroOnyky, sika siBnsinia coboto
TBEpPAY PEYOBUHY CBITNO-KOPUYHEBOIO KONbopy (28 mr, 20 %).

'H AMP (500 Mru, DMSO-dg): & 1,85-1,95 (m, 2H), 2,0-2,09 (m, 2H), 2,18 (s, 3H), 3,09-3,18 (m,
2H), 3,55-3,65 (m, 4H), 4,27 (dd, J=5,2,4,7 T'u, 2H), 6,94 (d, J=8,9 'y, 2H), 7,35 (d, J=8,9 lu, 2H),
7,50 (dd, J=8,2,4,8 'y, 1H),7,92-7,96 (m, 1H), 8,08-8,15 (m, 1H), 8,45 (dd, J=4,8, 1,4, 1H), 8,84, 9,75,
9,85, 10,24 (4 br s, 1H koxHuin). MS (ES+): m/z 329 (M+H)".

Mpuknag 242. N2-4-(2-(niponip,MH-l-in)eTOKcm)d)eHin)-5-meTmn-N4-(3-
(TpudpTopmeToKkeu)dheHin)nipumianH-2,4-giamin (cnonyka CLVIII):
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F.C

NH
1eUepae
\N)\N
H . CLVIII

Cymiw  1-6pom-3-(TpudtopmeTokcn)oeHsony (241  wmr, 1,0 wmmonb), 4-aMiHo-2-x5op-5-
MeTtunnipumiguny (143 mr, 1,0 mmons), Pd,(dba)s (9 mr, 0,01 mmonsb), kcaHTdocy (14 mr, 0,02 Mmonb)
i kapboHaTy uesito (650 mr, 2,0 mmornb) B giokcaHi (15 mMn) kun'atunm 3i 3BOPOTHUM XOSNOLUITbHUKOM
ynpogosx 10 rognH B aTmocdepi aproHy. PO34MHHMK Buaanwunu, a 3anulioK OYMCTUIM LUMISIXOM
HPLC-xpomatorpadii, oTpumaBLUn NPOMIKHUIA NPOJyKT, 2-xnop-5-meTtnn-J/-(nipnamH-3-in)nipumignH-
4-amiH y BUrMAAi TBEPAOI peYOBUHN KOpU4HEBOro Konbopy (260 mr, 85 %). Cymiw Liboro NpomiKHOro
npoaykty (100 wmr, 0,33 mmonb) i 4-(2-(niponigunH-1-in)etokcu)beHsonamivy (67 mr, 0,33 mmonb) y
NboAsHIA ouToBIN KMCMOTI (5 M) KUA'ATUAWM 3i 3BOPOTHUM XONOAWMMBHUKOM MPOTAroM 3 rOAMH B
aTtmocdepi aproHy. Micns ouncTkm uiei cnpoi peakuiiHoi cymiwi 3a gonomoroto HPLC-xpomatorpadii
OTpUManu 3asHadeHy y 3arofoBKy CMonyky, gka sisnsna coboto T1Bepay pevyoBuHy Ginoro koneopy (11
mr, 7 %).

'H AMP (500 My, DMSO-dg): & 1,65-1,72 (m, 4H), 2,11 (s, 3H), 2,51-2,55 (m, 2H, w0 Haknascs
Ha Mik po3ynHHUKa), 2,75 (t, J=5,9 'y, 2H), 3,25-3,34 (m, 2H, wo Haknaecs Ha nik Bogwn), 3,99 (t, J=5,9
My, 2H), 6,79 (d, J=8,9 'y, 2H), 6,98 (d, J=8,0 I'u, 1H), 7,40 (dd, J=7,6, 7,4 'y, 1H), 7,50 (d, J=8,9 'y,
2H), 7,76 (br s, 1H), 7,87 (d, J=8,4 1H), 7,90, 8,31, 8,41, 8,84 (4 s, 1H koxHun). MS (ES+): m/z 474
(M+H)".

Mpuknag 243. NZ-(4-(2-(niponip,|/|H-l-in)eTOKCM)cbeHin)-N4-(4-xnop-3-(TpMchopmeTmn)q)eHin)-5-
MeTunnipumigunH-2,4-giamin (cnonyka CLIX):

Cl

F,C NH
2N OV\D
AN J\
N N
H . CLIX

Cymiw 4-6pom-1-xnop-2-(tpudtopmeTtun)densony (259 wmr, 1,0 Mmonb), 4-amiHO-2-xrop-5-
meTunnipumignHy (143 mr, 1,0 mmons), Pdy(dba)s (9 mr, 0,01 mmonb), kcaHnTdocy (14 mr, 0,02 mmonb)
i KapboHaTy uesito (650 mr, 2,0 mmonb) B giokcaHi (15 M) kun'aTmnm 3i 3BOPOTHUM XONOAMNITBHUKOM
ynpogoex 10 rognH B aTMocdepi aproHy. PO34YMHHUK Buganunu, a 3anuwioK OYUCTUMM LUFISIXOM
HPLC-xpomaTtorpadii, oTpuMaBLLM NPOMiXKHUIA NpoaykT 2-xnop-N-(4-xnop-3-(TpudTopmeTnn)deHin)-
5-meTunnipumianH-4-amiH y BUrnaai TBEpAOl PeHOBUHU KOpUYHEBOro Konbopy (200 mr, 62 %). Cymilu
LbOro NpoMixkHoro npoaykty (161 mr, 0,5 mmonb) i 4-(2-(niponignH-1-in)etokcn)6eH3onamidy (103 wmr,
0,5 MMOnb) y NbOASAHIN OUTOBIA KMCIOTI (5 M) KAN'ATUNK 3i 3BOPOTHUM XONOAUNBHUKOM MPOTAromM 3
roguH B aTmocdepi aproHy. licns o4ncTkM Liel cupoi peakuiHol cymiwi 3a gonomorowo HPLC-
XpomaTtorpadii oTpMmManu 3asHadeHy y 3arofioBKy CMOMyKy, sika siBnana cobow TBepay peyvoBUHY
Kopu4HeBoro konbopy (75 mr, 31 %).

'H AMP (500 My, DMSOdg): 5 1,65-1,72 (m, 4H), 2,10 (s, 3H), 2,51-2,55 (m, 4H, wWwo Haknascs
Ha nik po34nHHMKa), 2,75 (t, J=6,0 'y, 2H), 4,0 (t, J=5,9 'y, 2H), 6,79 (d, J=8,5 'y, 2H), 7,47 (d, J=9,0
Mu, 2H), 7,58 (d, J=9,0 'y, 2H), 7,93 (s, 1H), 8,01 (d, J=2,5 'y, 1H), 8,22 (d, J=8,5 I'u, 2H), 8,60, 8,88
(2 s, 1H koxHuMi). MS (ES+): m/z492 (M+H)".

Mpuknapg 244. BuaHaveHHs BenuyuHm ICsq ansa Jak2-kiHaau

BenuunHu koHueHTpauii ICsy cnonyk Bu3Hayanu LWASXOM iX MOMIHECUEHTHUX BUMNPOOYyBaHb Ha
KiHa3ax i, 30kpema, Ha pekoMOiHaHTHIA kiHa3i JAK2, oTpumaHin Big 6a3n KNITUHHUX CUrHaNbHUX
po3uumHiB Upstate Cell Signaling Solutions. Yci BunpoGyBaHHA npoBoAunM oOAHOYacHO Yy 6inmx
NNockogoHHMX 96-nyHkoBux nnaHweTax (Nunc) npu KiMHaTHIN TemnepaTtypi 3 kKiHUueBuMm o6'emom 50
Mkr. KoxkHa nyHka mictuna 40 mkn 6ydepHoro posumHy, wo cknagascs i3 40 mM tpuc-6ydepa, pH

155



10

15

UA 109411 C2

7,4, sakun mictue 50 mM MacCl,, 800 mkM EGTA, 350 mkM Triton X-100, 2 MM (3-mepkanToeTaHony,
100 mkM nentugHoro cybetpaty (PDKtide; Upstate Cell Signaling Solutions) i BianoBigHy KinbKicTb
JAK2 (75-25 Hr/nyHky); BMNpoOyBaHHA NPOXOAWnM B MiHINHOMY pexuMmi Ha 60 XB. BIOTMHKY 4acy.
KiHueBi koHUeHTpauii cnonyk TargeGen ans BusHadeHHsi Benuumhu ICso nexxanu B iHTepsani Big 1000
o 0,01 MkM i perynoBanucs LWNAXOM [oAaBaHHA BigMOBIOHOT KINbKOCTI crnonykm B 2,5 MKn
anvetuncynbgokengy (DMSO); kinbkicte DMSO B ycix BunpobyBaHHSAX Gyrna nocTinHo i cknagana
5 %. Peakuito iHiyitoBanu wnaxom gopaBaHHs 10 mkn ageHosuHTpudocdaty (ATP) oo KiHUEBOI
KoHUeHTpauii 3 MkM BunpoOyBaHb. o BuTikaHHi 60 xB. Yacy peakuii gogaBanu 50 Mkn peareHTy
Kinase-Glo (Promega) ans ii 3aBepLueHHs. icna uboro posynHy gasanv MOXUBICTb nonpauoBaTy
we 10 xB. AN AOCATHEHHSA MaKCUMyMY peakLii iioMiHecUeHU;i.

BenvunHu niomiHecueHuii Bumipsanu 3a gonomorot npunagy Ultra 384 (Tecan). MNMposoannu B
TOMY YUCHi ABi KOHTPOSbHI peakLii: B OAHIN 3 HUX cepefoBuLLie He MICTUNO BUNpobyBaHOI CNONykn, a
B iHWIiN BOHO He MICTMMO Hi iHriGiTopy Hi nentuaHoro cybeTtpaty. BenunuunHn ICsq obumcnioBanu 3a
eKcnepMMeHTansHMMM AaHMMK 3a AOMOMOrOK Nporpammn HeniHiiHoi anpokcumadii Prism (Version 4;
GraphPad Software). OTpuMaHi pe3ynbTati nogati B Tabn. 1.

Tabnuusa 1
Cnonyku 3a gaHMM BMHaxoA4oM Ta ixHi BennyinHn 1C npu 3actocyBaHb:; Ao JAK2-kiHa3u
JAK2
CTpykTypa Hasea
ICs
cl cl
o

4-(2,4-gnxnop-5-meTokcndeHrinamiHo)-2-[4-(2-

NH
HC Xy O\/\N\/:II'IipOJ'IiéD,VIH-l-iJ'IeTOKCVI)CbeHiJ'IaMiHO]I'IipI/IMiD,VIH- 6240
5-kapOOoHITpUn
| Py pGOHITP

Cl Cl

o 4-(2,4-puxnop-5-meTokcudeHinamino)-2-[3-(2-

niponignH-1-ineTokcn)eHinamiHolnipyumigmH- | 10500

NH
He SN 5-KapBOHIT
L .
N/ H o/\/N

Cl Cl

o N4-(2,4-guxnop-5-meTokcudeHin)-5-metun-

N2-[3-(2-niponignH-1- 2040

NH
Me . . . . . .
| \)N\ /@\ @ ineTokcudeHinnipumignH-2)4-giami
= N
N N o7 >
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CtpykTypa HasBa JAKZ
ICso
\O/©\NH . . . .
N2-(4-(2-(niponigmn-1-in)eTokcn)denin)-N4-
N O\/\NG (3-meTokcudpeHin)-5-metunnipnmigni-2,4- 52,8
| diamiHrigpoxnopug
A,
O,N” i “NH N2-(4-(2-(niponigmH-1-in)eTokcn)deHin)-5-
o meTnn-N4-(3-HiTpodeHin)nipyumignH-2,4- 61,1
| \)N\ \/\NG AiamiHrigpoxnopug
N/ N
Rt
" N4-(4-meTokcndeHin)-N2-[4-(2-niponiganH-1-
XN O~ _~"N ineTokcu)dpeHrin]nipumiguH-2,4- 4330
| )\ diamiHTpudTopaueTtar
N/ H
Aot
NH ﬁ O 4-[4-_(4-|ineT(()Kcv!cpeH_inaMiHo)nipMMip,MH-Z-
s N inamiHo]-N-(2-niponignH-1- 10700
| \)N\ Q\H/\/ ineTun)6eH3oncynsdoHamiaTpudTopaueTaTt
N/ N
\0/©\NH 0 O 4-[4-(3-MeToKCMdEHINaMiHo)nipuMianH-2-
s N inamiHo]-N-(2-niponignH-1- 638
| \)N\ g\u/\/ ineTnn)6eHsoncyneoHamiaTpudTopauetaTt
N/ N
0
0 NH . .
N4-6eH30[1,3]giokcon-5-in-5-meTun-N2-[4-(2-
XN 0\/\N niponianH-1-inetokcun)deHrin]nipumiguH-2,4- 87,2
| )\ diamiHTpudTopaueTtar
N/ N
HO
: “NH IoI O 4-[4-(4-rigpokcudeHinamiHo)nipumigmH-2-
i iHo]-N-(2-niponignH-1- 9740
Sy ﬁ\ AN inamiHo]-N-(2-niponignH

ineTnn)6eHsoncynehoHamig
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CtpykTypa HasBa JIéKZ
50
HO/©\NH 3-(2-(4-(2-(niponignH-1-
o in)eTokcn)derinamiHo)-5-meTunnipumignH-4- 203
| SN /©/ NN] inamiHo)dbeHonrigpoxnopug
/)\ N
N N
N
HO/©\NH 0 4-[4-(3-rigpokcudperinamiHo)nipumianH-2-
Il D inamino]-N-(2-niponigunH-1- 3620
| \)N\ IA\H/\/ ineTnn)6eH3oncynbgoHamiaTpudTopaueTart
N/ N
H
H
/N
N N-MeTun-3-{5-MeTun-2-[4-(2-niponianH-1-
o XN Oy !neTQKcm)q)eHingMiHo]nipMMinMHA- 257
| )\ Q inamiHo}6eH3amig
%
N N
H
CI\‘ :
\O NH
N4-(4-xnop-3-meTokcudeHin)-5-metnn-N2-[4-
(2-niponigunH-1-ineTokcn)deHin]nipumiamH- 7,96

2,4-piamiH

N2-(4-(2-(niponigunH-1-in)eTokcun)deHin)-N4-

(isoxiHoniH-1-in)-5-meTunnipumMiguH-2,4-giamin 1050
N)\N
H
\N : NH .
| N4-(3-gumeTunaMmunHo-eHin)-5-metnn-N2-[4-
| Ny o\/\D (22;1niponi_uMH-1-ineT0Kcm)(beHin]nipMMip,MH- 19,7
,/A-niamin
/)\ A
N N
H
CN: :
“ ; 4-(2-(4-(2-(niponigun-1-
in)eTokcun)deHinamiHo)-5-meTunnipumignH-4- 67,5

inamiHo)-2-xnopbeH3oHITpunrigpoxnopua
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JdiamiHTpudTOpaLeTar

CtpykTypa HasBa JIAC}:OZ
i NH N2-(4-(2-(niponiamH-1-in)eTokcn)deHin)-5-
o meTun-N4-(HadTanin-1-in)nipumignH-2,4- 20
| \)N\ \/\D piamiHrigpoxnopua
N/ H
Cl
Clj@\w N4-(3,4-anxnopdeHin)-5-meTun-N2-[4-(2-
iponiguH-1-i in]ni iAWH-2,4- 25,7
Sy O\/\N niponianH ineTokcu)deHin]nipumianH-2, 5,
| )\ Q gdiamiH
N/ H
Cl
\o: : “NH N4-(4-xnop-3-meTokcudeHin)-5-metnn-N2-(3-
ninepasuH-1-inmeTundeHin)nipumiguH-2,4- 15,8
N/ H N\)
HN NH N2-(4-(2-(niponiguH-1-in)eTokeun)eHin)-N4-
— o (1H-ingon-4-in)-5-meTnnnipnmignH-2,4- 19,2
| NN /©/ \/\N\/j AiamiHrigpoxnopua
N/)\H
N-(4-(2-(niponignH-1-in)eTokcn)deHrin)-4- 702,0
| SN /©/0\/\D GeH3unnipuMignH-2-amin 00000
N/)\H
Cl
\o: i N N2-(4-(2-(niponignH-1-in)eTokcn)deHin)-N4-
o (4-xnop-3-meTokcndeHT)-N-4,5-
| NN TNy AUMETUNNIPUMIANH-2,4- 4900
/)\ JiamiHTpudTopaueTar
N N
H
CI~ :
NH .
N4-(4-xnopdeHin)-5-meTnn-N2-[4-(2-
\ka /©/O\/\’D niponigunH-1-inetokcun)deHrin]-nipumiguH-2,4- | 18,2
N/)\H
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CtpykTypa HasBa Jlél:oz
CI\‘ :
o NH
2-{4-[4-(4-xnop-3-MeTOKCUEHINTaMiHO)-5-
o
| NN \/\oneTmnnipMMip,MH-Z-inaMiHo]cbeHOKci}eTaHon 9,14
/)\
N N
H
i 5-MeTnn-N4-peHin-N2-[4-(2-niponiguH-1- 16.7
\ka /©/O\/\D ineTokcu)dpeHin]nipumiamH-2,4-giamin '
N/)\N
H
\©\NH N2-(4-(2-(niponiguH-1-in)eTokcu)peHin)-5-
o meTun-N4-p-ToninnipymiguH-2,4- 35,7
| \)N\ /©/ \/\D piamiHriapoxnopua
N/ N
H
Cl
:©\NH N2-(4-(2-(niponigunH-1-in)eTokcu)dpeHin)-N4-
o (4-xnop-3-meTundeHin)-5-meTunnipumignH- 12,4
| \)N\ \/\D 2,4-piaminrigpoxnopug,
N/ H
CI\‘ :
F i N4-(4-xnop-3-dpTopdeHin)-5-meTnn-N2-[4-(2-
\f\"‘ o\/\D ni_pOinnMH-l-ineTOKcm)cbeHin]nipVIMinMH-ZA- 40,1
AiamiH
N/)\N
H
Cl
\o: : “NH N4-(4-xnop-3-meTokcudeHin)-5-metun-N2-(4-
MopdoniH-4-inmeTundeHin)nipumignH-2,4- 13,3
Ny Nﬁ AdiamiHTpudTopaueTar
s¥sgel i
N N
H
s
L
. N4-6eH3o[b]tiodeH-5-in-5-meTnn-N2-[4-(2-
niponiauH-1-ineTokcn)deHrin]nipumignH-2,4- 28,5

L0

aiamiH
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CtpykTypa Hasga J|Acff
S N4-6eH3o[b]tiodeH-3-in-5-meTnn-N2-[4-(2-
NH niponianH-1-inetokcu)deHin]nipumigun-2,4- 12,4
\(gN oL~ D JiamiH
A,
C|/©\NH N4-(3-xnopdeHin)-5-metun-N2-[4-(2-
niponiaunH-1-ineTokcun)deHrin]nipumigun-2,4- 20,8
Ny O~ iporia )cpeHin]nipumiz
| )\ Q JiaMmiH
N/ H
=
[
NH 2-xnop-N-{2-[4-(2-niponianH-1 -
o ineTokcu)perinamiHo]nipumiguH-5-in}-5-(3- 304
| \)N\ \/\D TpUdpTOpMETUNBEH30INamiHo)6eH3amin
N/ N
F
\Oj©\NH N4-(4-dTop-3-MmeToKCUdeHin)-5-meTun-N2-[4-
2-niponi -1-ineTokc eHin]ni i -2,4-| 14,8
N o, (_ poniamnH-1-ineTok n)dpeHin]nipumigmH
| )\ Q JiamiH
N/ H
P\
(6]
N4-6eH30[1,3]aiokcon-4-in-5-metnn-N2-[4-(2-
NH niponianH-1-ineTokcu)deHin]nipumignH-2,4- 16,9
A,
ci. : N
o NH N N4-(4-xnop-3-meTokcudpeHin)-5-meTun-N2-(3- 952
N ninepaswuH-1-in-cpenin)nipyumignH-2,4-giamid '
N
| /)\
N N
H
N2-(4-(2-(niponiamn-1-in)etokcn)derin)-N4-(3-
(TpudbTOPpMETUN)PEHIN)-5-MeTUNNIpUMIANH- 17,6

2,4-piamin
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CtpykTypa Hasga JAK2
ICso
F,C
NH N2-(4-(2-(niponignH-1-in)etokcn)deHin)-N4-
o (4-(TpuddTopmeTUn)deHin)-5-metTunnipumigmH-| 39,8
\fjl\l\ /©/ \/\NQ 2,4-piamiHrigpoxnopua
N/ H
CI\‘ :
~
o)
" N4-(4-xnop-3-meTokcudeHin)-5-metnn-N2-(4-
X O _N_ |nipason-1l-inmetTundeHin)nipumignH-2,4- 18,9
| \\> AiamiH
/)\ Q ——
N N
H
o/@\NH N2-(4-(2-(niponignH-1-in)eTokcn)deHin)-5-
| meTun-N4-(3- 20.7
CF, \ﬁ\'\' /©/O\/\'D (TpudpTopmeToKeUH)PeHIN)NipUMignH-2,4- '
| niamiH
N/)\H
CI\‘ :
F,C NH N2-(4-(2-(niponignH-1-in)eTokcun)deHin)-N4-
(4-xnop-3-(TpudpTopmeTun)deHin)-5- 23,4
(6]
| AN /@/ \/\D MeTUNMIPUMIAUH-2,4-aiaMiH
N/)\H
o NH N4-(3-meToKcu-2-meTundeHin)-N2-[4-(2-
niponiguH-1-inetokcun)deHin]nipumignH-2,4- 371
L™ O
N/)\H
CI\‘ :
o NH o 0 N4-(4-xnop-3-meTokcudeHin)-5-meTnn-N2-[4-
\\S// (ninepnanH-4-cynbdoHin)deHin]nipumignH- 13
| NN 2,4-giamiH
/)\ NH
N N
H
Cl
o NH ﬁ N N4-(4-xnop-3-MeToKCUdeHiIn)-5-meTun-N2-[4-
J (4-meTunninepaswuH-1-in)deHin)nipumignH-2,4-| 5,5

aiamiH
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CtpykTypa HasBa Jl'é}:oz
Cl
\o: i ~NH ﬁo
NQ N4-(4-xnop-3-meTokcudeHin)-5-metnn-N2-(4- 130
| NN MopdoniH-4-in-ceHin)nipumianH-2,4-giamiH
/)\
N N
H
Cl
\o: : ~NH N= N4-(4-xnop-3-meTokcudeHin)-5-metnn-N2-(4-
h’l} nipason-1-in-cpenin)nipumignH-2,4- 35,3
| \)N\ /©/ AiamiHTpudTOpaLeTar
N/ N
H
CI\- :
° N N4-(4-xnop-3-meTokcudeHin)-5-metnn-N2-(4-
N i -1-in- imni ianH-2,4-niamin 353
| Xy /©/ ninepuauH-1-in-deHin)nipumignH-2,4-4
N/)\N
H
Cl
\oj(j\NH N4-(4-xnop-3-meTokcudeHin)-5-meTnn-N2-[4-
(4-meTunninepasuH-1- 12
| \)N\ Nﬁ inmeTun)dpeHin]nipumignH-2,4-aiamin
N/ N |VN\
HN
\
- N4-(1H-ingon-4-in)-5-metun-N2-(4-(4-
INH ﬁ“ MeTunninepasuH-1-in)denin)nipumianH-2,4- 9,53
\ﬁ\ N\) JdiamiHrigpoxnopug
]
N/)\N
H
CI\- :
o i ﬁNH N4-(4-mnop-3-meTokcudeHin)-5-metun-N2-(4- 6.15
\f\N /@NJ ninepaswuH-1-in-eHin)nipumiguH-2,4-giamin '
A,
H
[
N4-(4-mnop-3-MeToKCUdEHiIn)-5-meTun-N2-[4-
(ninepuanH-4-inoken)deHrin]nipumigun-2,4- 4,14

BN
e¥ene!

aiamiH
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CtpykTypa Hasga JIéKZ
50
el NH N
ﬁ 3-{5-meTnn-2-[4-(4-meTnnninepasunH-1-
i NJ : Al s | 23
| Xy /©/ in)cpeHinamiHo]-nipumMignH-4-inamiHo}6eH3amig
N/)\H
(o]
HZN\Q/©\NH ,/\N/ 3-(5-meTun-2-[4-(4-meTtunninepasuH-1-
!3' NQ in)cpeHinamiHo]nipumignH-4- 13,6
| SN inamiHo}6eH3oncynbgoHamig
A
Cl
: : “NH N4-(4-xnop-3-meTundeHin)-5-metun-N2-[4-
o (ninepunanH-4-inokcun)deHin]nipumignH-2,4- 8,41
SN adiamiH
A0
N/)\H NH
0
i” NH N-(3-{5-meTun-2-[4-(ninepuanH-4-
o inokcu)deHinamiHo]nipumianH-4-inamiHo}- 137
| \)N\ /©/ \O cbenin)auetamia
NH
N/ H
P\
(@)
- N4-6eH30[1,3]aiokcon-4-in-5-metnn-N2-[4-(4-
NH ﬁ“ MeTunninepasuH-1-in)deHin]nipumianH-2,4- 14,2
| Xy NQ niamiH
A,
Cl
Fac: i ~NH N4-(4-xnop-3-TpudpTopmeTundeHin)-5-metun-
o N2-[4-(ninepnanH-4-inokcun)deHin]nipyumignH- | 11,4
|\)N\/©/ \O 2,4-piamiH
N/ H NH
HN
cl )
N4-(7-xnop-1H-iHgon-4-in)-5-meTnn-N2-(4-(4-
mMeTunninepasuH-1-in)deHin)nipumigmH-2,4- 5,36

aiamiH
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CtpykTypa Hasga JAK2
O)\NH
N-(2-meTun-3-{5-meTnn-2-[4-(ninepuanH-4-
inokcu)peHinamiHo]nipumignH-4- 146
inamiHo}deHin)aueTtamia
A J@f |
5-metun-N4-(2,3-gumetundenin)-N2-(4-
(ninepuamnH-4-inoken)denin)nipumignH-2,4- | 4,38
: \@ JdiamiHrigpoxnopug
5-metun-N4-(3,5-gumetundenin)-N2-(4-
(ninepuamnH-4-inoken)deHin)nipumignH-2,4- 37,2
\ﬁ% /©/ \O AiamiHrigpoxnopwug
1-(3-{5-MeTmn-Z-[4-(4-MeTV|nninepa3V|H-1-
in)cpeninamiHo]nipymiguH-4-inamiHo}deHin)-3- | 63,6
beHin cevyoBUHa
Cl
ﬁN N4-(4-xnop-3,5-gumeTundeHin)-5-metun-N2-
Q (4-(4-meTunninepasvH-1-in)deHin)nipumignH- 38
N 2,4-piamiHrigpoxnopuva
NH ﬁN N4-(3-TpeT-6yTundeHin)-5-metnn-N2-(4-(4-
MeTunninepasvH-1-in)deHin)nipumignH-2,4- 4,7

diamiHrigpoxnopug
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CtpykTypa Hasga JIAC}:OZ
0
/H\II
S NH N .
I ﬁ N-meTun-3-{5-metun-2-[4-(4-meTunninepasuH-
o Xy NQ 1-in)derinamiHo]nipumianH-4- 16,1
| inamiHo}6eH3oncynbdoHamig
/)\
N N
H
| o]
/N\g NH N
ﬁ N,N-anmeTun-3-{5-metnn-2-[4-(4-
MeTunninepasuH-1-in)deHinamiHo]nipumignH- | 9,5

4-inamiHo}oeH3oncynehoHamig

5-meTun-N4-(7-metnn-1H-ingon-4-in)-N2-(4-(4-

~
INH ﬁN MeTunninepaswH-1-in)deHin)nipuMiagnH-2,4- 3,84
N Q \niamiHrigpoxnopug
]
/)\
N N
H
N4-(3-TpeT-6yTundeHin)-5-metun-N2-(4-
NH (ninepuanH-4-inokcn)deHrin)nipumignH-2,4- 2,73
JdiamiHrigpoxnopug,
AN ©
| /)\ NH
N N
H
\O
~ N4-(3,5-gumeTtokcudeHin)-5-metnn-N2-(4-
° NH (ninepuavH-4-inokcn)deHrin)nipumignH-2,4- 137
\ﬁ 0 diamiHTpndTopaueTar
N
SUSRY
by L
H
IO PG
FsC NN NH h 1-(3-(5-meTun-2-[4-(4-meTunninepasuH-1-
in)cdbeHinamiHolnipumiamH-4-inamiHo}deHin)-3- | 126

(3-TpudpTopmeTundeHin)cevoBmHa
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CtpykTypa Hasga Jl'é}:oz
0} O\/
_ Etunosui ectep 2-metun-3-{5-metunn-2-[4-(4-
NH ﬁN mMeTunninepasuH-1-in)deHinamiHolnipumignH- | 27,8
NJ 4-inaMiHO}0EeH30MHOT KUCNOoTH
]
N/)\H
H,N 0
~ [2-meTun-3-{5-meTtun-2-[4-(4-metmnnninepasmnH-1-
NH N . ; ; . . ; ; . 26,2
Q in)-dpeHinamiHo]nipumignH-4-inamiHo}6eHsamig
) N
/)\
HN
\
Cinb N4-(1H-ingon-4-in)-5-meTun-N2-(4-
NH (ninepuanH-4-inokey)dpeHin)nipumianH-2,4- 4,27
N o\@ AiaMiHTpUdTOPOLTOBOI KNCIOTK
| N
/[ ] NH
N/)\H
N2-(4-(2-(niponignH-1-in)eTokcun)deHrin)-N4-(3-
NH TpeT-6yTundeHin)-5-metTunnipumianH-2,4- 6,71
JiamiHrigpoxnopug,
USRS
N/)\H
N2-(4-(2-(niponigunH-1-in)etokcn)deHin)-N4-(4-
(3-TpeT-OyTHndeHinamiHo)-5-meTnnnipMmignH-
NH . ' . 153
2-in)-5-meTnnnipumignH-2,4-
T, D [
AL,
CF,
5-meTnn-N4-(2-metnn-3-tTpnudTopMeTUNdEHIN)-
N2-[4-(ninepnanH-4-inokcun)deHrin]nipyumignH- | 52,9

2,4-giamiH
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in)deHin]nipumignH-2,4-aiamin

CtpykTypa HasBa JIACKZ
50
[¢]
HZN\S/©\NH 3-(5-meTun-2-[4-(2-niponignH-1-
o . o~ !ﬂeTC?KCM)(beHIJ'IaMIHO]I'IIpVIMlI,EI,I/IH-4- 72,2
‘ Q inamiHo}6eH3oncynbgoHamig
PN
ool
Yo
HN\S/©\NH ﬁ N-izonponin-3-{5-metun-2-[4-(4-
‘C‘, NQ MeTunninepasuH-1-in)deHinamiHo]nipumignH- | 11,8
| SN 4-inamiHo)-6eH3oncynbdoHamig
N//j\N
N
Y,
HN\S/©\NH - N4-TpeT-6yTnn-3-{5-meTnn-2-[4-(4-
\c\) N@ mMeTunninepasunH-1-in)deHinamiHolnipumignH- | 6,06
| Xy Q 4-inamiHo}6eH30ncynbgoHamig
A,
0
AN
5-meTun-N2-[4-(4-meTunninepasuH-1-in)deHin]-
N4-[3-(ninepngunH-1- 248
INH ﬁ cynboHin)deHin]nipumigunH-2,4- :
N J niamiHrigpoxnopug,
]
/)\ /©/
N N
H
o
O~_ ~
NN
5-meTun-N2-[4-(4-meTunnrepasuH-1-in)deHin)-
N4-[3-(2-meTunninepmauH-1- 335
NH cynboHin)dpeHin]nipumiguH-2,4- '
niamiHrigpoxnopug
y
)
/)\
N N
H
o]
\g NH -~
Il ﬁ N4-(3-meTaHCcynbgOHIN-4-meTnndeHin)-5-
mMeTun-N2-[4-(4-meTunninepasunH-1- 160
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CTtpykTypa HasBa JIAC}:OZ
e
~N
O/ ﬁ " ﬁ N-umknorekcun-3-{5-metun-2-[4-(4-
o Xy NJ MeTunninepasunH-1-in)deHinamiHo]nipumianH- | 39,4
)\ 4-inamiHo}0eH3oncynbdoHamig
=
N N
H
PRIGN
N
S NH ﬁ N,N-gietun-3-{5-meTun-2-[4-(4-
lol NQ mMeTunninepasuH-1-in)deHinamiHo]nipumiagnH- | 60,3
| \)N\ 4-inamiHo}6eH3oncynedoHamig
N/ N
H
CF,
- N4-(3-(TpucdbTopmeTnn)-2-meTnndeHin)-5-
NH ﬁ“ MeTun-N2-(4-(4-meTunninepasuH-1- 87,1
| Xy NJ in)dpenin)nipumignH-2,4-giamiHrigpoxnopung
N/)\N
H
C\NY@NH (3-{5-MeTun-2-[4-(ninepuanH-4-
o o inokcu)deHinamiHo]nipumianH-4- 113
| SN inamiHo}peHrin)niponignH-1-in-meTaHoH
/)\ NH
N N
N
0 L
N-umknoneHTun-3-{5-metun-2-[4-(4-
- mMeTunninepasunH-1-in)deHinamiHolnipumignH- | 19,8
INH ﬁ” 4-inamiHo}6eH3oncynbgoHaMigrigpoxnopua
| AN N\)
N/)\N
H
(0]
5-meTun-N2-[4-(4-meTunninepasunH-1-
in)cdbeHin]-N4-[3-(niponianH-1- 171

cynboHin)dpeHin]nipumignH-2,4-
niamiHrigpoxnopug,
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CtpykTypa HasBa JAK2
ICso

I 5-meTun-N2-[4-(4-meTunninepasunH-1-
o \ﬁ% NQ in)deHin]-N4-[3-(MopdoniH-4- 20,7

| )N\ cynbdoHin)deHrin]nipumianH-2,4-giamin
—
N N
H
N
NH N/ . .
Y ﬁ N-izonponin-3-{5-metun-2-[4-(4-
o o N\) anmnpin?gasm-l_-in)cbei-linaMiHo]nipMMi,qMH- 541
-inamiHo}6eH3amig
N J\
N N
H
0=S8=0

5-meTun-N2-(4-(4-metunninepasuH-1-

NH ﬁN/ in)dpenin)-N4-(3- 215
NQ (MeTuncynbdoHin)deHin)nipumignH-2,4-giami

H
XN@NH (\N/ N-TpeT-6yTun-3-{5-meTun-2-[4-(4-
o NQ mMeTunninepasuH-1-in)deHinamiHolnipumignH- | 890
SN 4-inamiHo)-6eH3amig
LA )
=

N N
H
053_0
5-meTun-N2-(4-(4-metunninepasuH-1-
in)cdbeHin)-N4-(3- 8
NH ﬁN/ (MponincynbgoHin)deHin)nipumignH-2,4-giami
v
ﬁ“ T
7
N)\N
H
NH (\N/ 5-meTun-N2-[4-(4-meTunnrepasmH-1-in)deHin)-
HN NQ N4-(3-ninepnanH-4-in-cpeHin)nipumignn-2,4- 42,5
= |N niamiH
SN
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CtpykTypa HasBa ‘JIACKZ
50
(0]
HN\”/©\ N4-TpeT-6yTnn-3-[5-metun-2-(4-mopdoniH-4-
S NH
Il inMeTundeHinamiHo)nipumignH-4- 12,5
© | N /@ANﬁ inamiHo]6eH30ncynbdoHaMig
AT UL
0
O=g” \H 7<
N-TpeT-6yTnn-3-[5-meTun-2-(4-ninepasuH-1-in-
NH ﬁNH beHinamiHo)nipuMianH-4- 7,59
NJ inamiHo]6eH3oncynbgoHamigrigpoxnopug
)
/)\
N N
H
O=g” y
N4-[3-(2,5-gumeTnnniponigmH-1-
cynbdoHin)deHin]-5-metnn-N2-[4-(4- 18.8
NH ﬁN/ mMeTunninepasuH-1-in)peHin]nipumignH-2,4- '
Q AiamiHrigpoxnopug
] N
N/)\N
H
(0]
OQS//—NH\’<
@\ N-TpeT-6yTun-3-(2-(4-[4-(2-
" ﬁ"‘/\/OH n,u,poxm_ewm_)runepasmH-l-ln]qJeHmaM|Ho}-[5- 7.09
MeTunnipumianH-4-
\f\N /Q/NQ inamiHo]6eH3oncynbdoHamigrigpoxnopug
A,
H
JQN
HN\Q NH _ N-TpeT-6yTun-3-[5-metnn-2-(4-nipason-1-in-
(IJI ///> deHinamiHo)nipumiguH-4- 19
| XN NN inamiHo]6eH3oncynedhoHamig
N/)\N
N
-
HN_|
ﬁ NH ﬁ"“‘ N-TpeT-6yTun-3-[5-meTun-2-(6-ninepasmH-1-
o NQ innipnanH-3-inamiHo)nipumiguH-4- 10

inamiHo]6eH30ncynbdoHamig
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CtpykTypa HasBa JIACEOZ
O/Q\NH ,/\N2-[4-(3-{5-MeTVIJ'I-Z-[4-(4-MeTVIJ'II'IiI'IepaSI/IH-l-
hoo >N \EKN N\) in)cdbeHinamiHo]nipymianH-4- 8,46
inamiHo}deHin)ninepngunH-1-injetaHon
Ay
N
(0]
OQQ/NH
N-TpeT-6yTnn-3-[5-meTun-2-(3-mopdoniH-4-
inMeTundeHinamiHo)nipumignH-4- 7,06
NH inamiHo]6eH3oncynbdoHamig
| NN ﬁo
N/)\H N\)
HN
\ﬁ NH N-TpeT-6yTnn-3-[5-meTun-2-(4-nipason-1-
o N inmeTundeHinamiHo)nipumignH-4- 18,6
| \)N\ /@AD inamiHo}6eH3oncynbdoHamig
N/ N
H
1Q.
HN\Q NH N-TpeT-6yTnn-3-{5-metun-2-[3-(ninepnanH-1-
'c! cynbdoHin)deHinamiHo]nipumignH-4- 316
| \)N\ /@\O O inamiHo}6eH3oncynbdoHamig
N N g/N
H I
o
HN\ﬁ /©\ N-TpeT-0yTnn-3-{[5-meTun-2-({4-[(4-
ﬁ NH MeTunninepasnH-1- 29.8
0 N in)meTun]deHintamiHo)nipumignH-4- '
| )N\ Nﬁ inJamiHo}6eH3soncynsdoHamin
N bN\
H
o]
HN\Q/©\NH CF, ﬁNH N-TpeT-6yTv|n-3-[(5-MeTmr!-Z-{[é}-nine_paslle-l-
[l Q in-3-(TpndpTopmeTun)deHinlamiHonipumignH- | 22,5
o | Y N 4-in)amiHo]6eH3oncynsgoHamia
/)\
N N
H
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CtpykTypa Hasga JAK2
o
\Hi/o/©\ )k 3-[(2-{[4-(4-aueTunninepa3uH-1-in)-3-
\ﬁ NH CF, ﬁN (TPUdbTOpMeETUN)beHin]amiHo}-5- 357
o N N\) MeTunnipumiguH-4-in)amiHo]-N-Tpet- '
\ /)N\ GyTunbeH3oncynsdoHamig
N N
N
0
OQS//_NHK
NH N-TpeT-6yTun-3-[5-meTnn-2-(3-ninepasuH-1-
indeHinamiHo)nipumiamH-4- 18
\ka /@\ inamiHo]6eH3oncynbMhoHamiariapoxnopus
N/)\H Nﬁ
bNH
PR
N-TpeT-6yTnn-3-(2-{3-[4-(2-
NH rigpokcieTun)ninepasuH-1-in]-geHinamido)-[5- 405
MeTUNNipuMignH-4- !
| \)N\ inamiHo]6eH3oncynedoHamigrigpoxnopug
N/ N
N—"on
;
HN._|| /©\
s NH N-TpeT-6yTun-3-{[5-metun-2-({3-[(4-
l)' mMeTunninepasunH-1- 650
| SN o in)cynboHin]deHintamiHo)nipumignH-4-
N/)\N Q/N inJamiHo}6eH3oncynbhoHamig
H
8
T
HN_ | /©\
\ﬁ NH N-TpeT-0yTun-3-[(5-meTun-2-{[4-(ninepa3unH-1-
o inmeTun)deHinjamiHo}nipumignH-4- 4,6
| \)N\ "O in)amiHo]6eH3oncynbdoHaMig
N/ N
H
% (\N 5-meTun-N2-[4-(4-meTunnrepasmuH-1-in)deHin)-
NQ N4-[3-(ninepngunH-4- 198

cynboHin)deHrin]nipumignH-2,4-aiamin

173




UA

109411 C2

CtpykTypa Hasga JAK2
ICso
/©\ ~
N i ﬁN 5-meTun-N2-(4-(4-metunninepasuH-1-
Xy Q iJ‘I)CbeH!J‘I)-l-\|4-(3.)-(|'|i|'lepl/|p,|./|H-;|.- 46,3
| in)dpenin)nipumianH-2,4-giamiH
/)\
N N
H
N i NH ﬁN/ N4-(3-(1H-nipon-1-in)eHin)-5-mMeTnn-N2-(4-
_ Q (4-meTunninepasuH-1-in)deHin)nipumiagnH-2,4- | 33,8
| NN piamiH
N/)\N
H
~ / . .
>sC NH N [3-(5-meTun-2-[4-(4-meTunninepasuH-1-in)-
HO/O/ ~o Q dbeHinamiHo]nipumMignH-4-inamiso}-N- 543
/JN\ /©/ ninepnauH-4-in-6eHsoncynsoHamig
\N N
H
HN—N
NH N4-(1H-ingason-4-in)-5-metun-N2-(4-
(ninepuanH-4-inokcn)deHrin)nipumignH-2,4-
AN o JdiamiHrigpoxnopug,
| /)\ NH
N N
H
HN
\
NH N4-(1H-ingon-4in)-5-metun-N2-(4-mopdoniH-
. S ; o 7,42
4-inmeTnndeHin)nipumianH-2,4-giami
| ANV /@A
N/)\N
H
HN \
NH N4-(1H-ingon-4-in)-5-metun-N2-(4-ninepasuH-
. PN . oo 10,1
1-inmeTundpeHin)nipumianH-2,4-giamiH
\N /\
| /)\ K/NH
N N
H
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CtpykTypa HasBa JAK2
ICso

ineTokcu)deHin amiHo]nipyumiguH-4- 12,5
inamiHo}6eH3oncynbgoHamig

’
N /@\
ﬁ/ o//s\\o N N-TpeT-6yTnn-3-{5-meTnn-2-[4-(2-niponignH-1-
NN O\/\NQ
L

3-(2-(4-(ninepuamnH-4-inokcn)deHinamiHo)-5-

Xy o MeTUMNipUMIAnH-4-inamiHo)dbeHon
| /)\ /©/ NH
N N

51,9

H
/ NH
Cl
N2-(4-(2-(niponignH-1-in)eTtokcun)deHin)-N4-
HIN (7-xnop-1H-ingon-4-in)-5-meTunnipnmignH- 1,16
2,4-piamiHrigpoxnopug
| AN O\/\D
/)\
N N
H
NH
/

N2-(4-(2-(niponignH-1-in)eTokcun)deHrin)-5-
meTun-N4-(7-metun-1H-ingon-4-in)nipyumignH-| 6,98

HN
\ka : 'O\/\D 2,4-piamiHrigpoxnopuva
N/)\N

H

NH

/

N2-(4-(2-(niponignH-1-in)eTtokcn)deHin)-N4-

HN (7-dTOp-1H-iHaoN-4-in)-5-meTunnipumianH- | 9,28
\ﬁN O\/\D 2,4-piamiHrigpoxnopug
by

Cl

/ANH N4-(4-xnop-3-MeTokeudeHin)-5-meTun-N2-(6-

~
¢} NH
NQ ninepasuH-1-innipuauH-3-in)nipumigmH-2,4- 12,1
| XN = | aiamiH
/)\ . N
N N
H
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CtpykTypa HasBa JAK2
o]
\ji)\ 0 o o
o] NH N | MeTunosui ectep 5-[4-(4-xnop-3-
N L MeToKcudeHinamiHo)-5-meTunnipumiguH-2- 5,12
~ inamiHo]-2-ninepasnH-1-in-6eH30MHOT KUCNoTH
P\
0
o) o) meTunosu ectep 5-[4-(6eH3o[1,3]aiokcon-4-
NH inamiHo)-5-MeTMnNipUMIanH-2-inamiHo]-2-(2- 16,4
niponiguH-1-ineTokcn)6eH30MHOI KUCNoTH
| NN O\/\D pOTIA )
/)\
N N
H
H
>(N>/s\/©\m4 N-TpeT-0yTnn-3-{5-metun-2-[4-(ninepnanH-4-
oY% o inokcu)deHinamiHo]nipumianH-4- 7,3
|\)N\ /©/ \O inamiHo}6eH3oncynbgoHamig
N/ N "
H
HN
NH N4-(1H-ingon-5-in)-5-meTnn-N2-[4-(ninepngunH-
o 4-inokcu)dpeHin]nipumignH-2,4-giami
NN
| /)\ NH
N N
H
P\
o}
2-{5-[4-(6eH30[1,3]giokcon-4-inamiHo)-5-
NH METUNNIPUMIANH-2-inamiHo]nipuanH-2- 116
| Ny o\/\OH inokciletaHon
N/)\N
H
P\
o)
- N4-6eH30[1,3]aiokcon-4-in-N2-[3-meTokcn-4-(2-
NH niponiguH-1-inetokcu)derin]-5- 9,34

MEeTUNNipUMIgnH-2,4-aiamiH
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CtpykTypa HasBa ‘JIACKZ
50
H
NS /©\ N N-TpeT-6yTun-3-[2-(4-imigason-1-
S NH —
>r 7Y @ indeHinamiHo)-5-meTunnipumianH-4- 12,3
| N inamiHo]6eH3oncynbdoHamia
A
H
>r“>s/©\NH N-TpeT-6yTnn-3-[2-(4-imigason-1-
oY% inMeTundeHinamiHo)-5-meTunnipumignH-4- 8,42
| N NN inamiHo]6eH3oncynbdoHamig
A =/
N
L
>‘/N>/s\\ NH N-TpeT-6yTun-3-{2-[4-(2-
° o o rigpokcieTokcu)deHinamiHo]-5-
| Y ~"ox MEeTURNIPUMIANH-4- 20,3
/)\ inamiHo}6eH3oncynbpoHamig
o=l
N-TpeT-6yTun-3-{5-metun-2-[4-(4-
okcumopdoniH-4- 186
inMeTunn)deHinamiHolnipmianH-4- '
e o inamiHo}6eH3oncynbgoHamig
@ )
o}
N/)\H k/
CI\‘ :
o NH .
N4-(4-xnop-3-meTokcudeHin)-5-metun-N2-(4-
X N ninepasuH-1-inmeTundeHin)nipumignH-2,4- 15,2
| N aiamin
/)\ k/'\“_
H
>(N>/s\/©\r\m YN N-TpeT-6yTun-3-(5-metun-2-[4-(2-
o % NJ MeTunimigason-1-in)cgeHinamiHolnipumignH-4- | 34,3
| \)N\ inamiHo}6eH3oncynbdoHamig
N/ H
H\S/©\NH N-TpeT-6yTun-3-(5-metun-2-[4-(2-
>‘/ N MeTurnimigason-1- 219

inMeTun)deHrinamiHonipmignH-4-
inamiHo}6eH3oncynbgoHamig
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CtpykTypa HasBa ‘JIAC}:OZ
L
st NH .
o \\O N-TpeT-6yTnn-3-[5-meTun-2-(4-nipuanH-4-
Xy X | iNMeTunderinamiHo)nipumianH-4- 80,7
| )\ | inamiHo]6eH3oncynbgoHamig
— N
s NH 0 N-TpeT-6yTun-3-[5-metnn-2-(4-mopdoniH-4-
>‘/ o’ \\o ,\Q indeHinamiHo)nipumignH-4- 12,1
| \)N\ inamiHo]6eH3oncynbdoHamig
N/ H
NH ?‘3 N2-(4-(1H-nipa3on-1-in)dein)-N4-(3-TpeT- 151
| Xy N OyTundeHin)-5-meTunnipumianH-2,4-giami
N/)\H
HN
cl \
N4-(7-xnop-1H-iHgon-4-in)-5-metun-N2-(4-
NH ((ninepasuH-1-in)meTun)deHin)nipumianH-2,4- | 694
AiamiHrigpoxnopua
| NN N/\
/)\ /@AK/NH
N N
H
NH %N N4-(3-TpeT-6yTundeHin)-5-metun-N2-(4-(2-
P N\/} M_eTv!n-_1H-iMip,a3on-1-in)cpeHin)nipV|MinMH-2,4- 38,4
N AiamiHrigpoxnopug
X J\ /©/
NH /éN N4-(3-TpeT-6yTunndeHin)-5-metun-N2-(4-(2-
Nf meTun-1H-imigason-1-in)denin)nipumignH-2,4-| 94,1
/JN\ JiamiHrigpoxnopua
\N H
L
>( >/s\ NH N-TpeT-6yTun-3-[5-meTunn-2-(4-[1,2,4]tpnason-
o Y% N 1l-inmeTundeHinamiHo)nipumiguH-4- 35,4
SN NN inamiHo]6eH3oncynbgoHamig
| N/)\N/QA gN>
H
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CtpykTypa HasBa ‘JIAC}:OZ
S/QNH N N-tpeTt-6yTun-3-{5-metun-2-[4-(4-
\ Ne MeTunimigason-1-in)cdeHinamiHo]nipumignH-4- | 41,7
| N inamiHo)6eH3oncynspoHamig
PN
N N
N
;©\NH 2,N-gumetun-5-{5-metnn-2-[4-(2-niponigmH-1-
ineTokcu)deHinamiHo]nipumignH-4- 127

(e}
\ﬁ\w /©/ \/\D inamiHo}6eHsoncynbhoHamia
N

N-TpeT-6yTun-2-metnn-5-(5-metnn-2-[4-(2-
N Oy niponiguH-1-inetTokcun)deHinamiHolnipumign- | 44,4
- J\ /©/ Q 4-inamiHo}6eH3oncynbdoHamig

N| 1-indpeHinamiHo)nipumignH-4- 41,4
inamiHo]6eH3oncynedoHamig

\s: : “NH N=\ |N-TpeT-6yTun-3-[5-metun-2-(4-[1,2,4]rpnason-
~7

N-TpeT-6yTun-3-{5-metnn-2-[3- (1H-TeTpason-

NN 5-in)deHinamiHo]nipumignH-4- 55,9
| /)\ N | inamiHo}6eH3oncynbgoHamia
N /2 \N
H /]
HN—N

N
/3 N-TpeT-6yTun-5-[2-(4-1mwason-1-
Xy N/ inceHinamiHo)-5-meTnnnipumignH-4-inamiHo]- | 88,2
| )\ 2-meTunbeH3oncynshoHamig
=
N

L
Mo NH 0 N-TpeT-6yTun-3-{5-metun-2-[4-(niponiamx-1-

kapboHin)deHinamiHo]nipumianH-4- 33,5
~ N N inamiHo}6eH30ncynbgoHaMi
I Q } ynbchoHamiz
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CtpykTypa HasBa Jl'é}:oz
H
}/N\S/Q\NH 0 N-TpeT-6yTnn-3-{5-metun-2-[4-(mopdoniH-4-
A \’fk ﬁ ﬁ kapBoHin)deHinamiHo]-nipumMigunH-4- 32,9
N N i iHo}BeH3oncynbgoHamig
| inamiHo} y.
\N)\H bo
H
XN\S\/Q\NH 0 N-TpeT-6yTun-3-{5-metun-2-[4-(ninepasunH-1-
O//\O \ﬁ\ ﬁ Kap6oHin)-dpeHinamiHo]nipumignH-4- 69
=N N inamiHo}6eH3oncynbgoHamig
I
\N)\H bNH
H
N\S/©\NH HN/N
/A \\N N-TpeT-6yTun-3-{5-metnn-2-[4-(1H-TeTpason-
00 Xy X,/ | 5-in)dbeHinamiHo]nipumianH-4- 96,7
| )\ inamiHo}6eH3oncynbgoHamig
7
N N
H
NH
N4-(3-TpeT-6yTundeHin)-5-metun-N2-4-(1-
Ny N/\\ MopdoniHeTun)deHin)nipumMiguH-2,4- 19,9
| \\/0 AiamiHrigpoxnopua
X )\
N N
H
@ i
H
N
g NH N 3-(2-[4-(4-AueTunninepasuH-1-in)peHinamiHol-
X o//\é Q 5-MeTUNNipnMiguH-4-inamiHo}-N-TpeT-6yTun- 18,6
| \)N\ /©/ GeH3oncynbhoHamig
N/ H
NH NH| N4-(3-TpeT-6yTundeHin)-5-metmnn-N2-(4-
(ninepnanH-4-in)deHin)nipumignH-2,4- 20,9
~~ N JiamiHrigpoxnopug,
X J\
N N
H
WO
g NH .
X 7\ N-TpeT-0yTun-3-{5-meTnn-2-[4-(1-mopdponiH-
0o 4-inetun)deHinamiHo]nipumiguH-4- 29,7

inamiHo}6eH3oncynbgoHamig,
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JAK2

CtpykTtypa Ha3sga
ICso

(\ N~ [5-MeTnn-N4-(2,3-aumeTnndpeHin)-N2-(4-(4-

NH
MeTunninepasuH-1-in)deHin)nipumiguH-2,4- 16
| Xy N iniamMiHrigpoxnopua
/)\
N N
H

N N4-(4-xnop-2-metundeHin)-5-metun-N2-(4-(4-

o

NQ mMeTunninepasuH-1-in)deHin)nipumigny-2,4- 15,9
NN diamiHrigpoxnopug
/)\
N N
H
NH hN/ 5-mMeTun-N4-(3,4-numeTundenin)-N2-(4-(4-
MeTunninepasuH-1-in)peHin)nipumignH-2,4- 16,6
N \niamiHrigpoxnopug

\N

|/)\
N N
H

Mpuknag 245. BusHayeHHs epeKTMBHOCTI BUBpaHux cnomnyk

BukopuctoByBaHi B umx pgocnigax knitmim HEL, CTL1-2 i 3BM4yanHi ntoacbki gepmanbHi
dibpobnactn (NHDF: normal human dermal fibroblasts) 6ynu oTpumaHi Big AMeprKaHCbKOI KONekLii
TKaHWHHKX KynbTyp (American Tissue Culture Collection, Poksin, wt. MepuneHa), a BaF/3-knituHu
Oynu oTpumati Big LieHTpy gocnimkeHb paky (DKFZ, Menpgensbepr, HimeuyumHa).

Knituun BaF/3, HEL i NHDF BupowyBanucs B xuBunbHomy cepegosuili RPMI 1640 (Gibco BRL,
Gaithersburg, wT. MepuneHa), AJONOBHEHOMY MNEHILMMAIHOM, CTpenToMiuMHOM, 1-rnytamiHom i 10 %
deTanbHO KopoBs'ayolo cuposaTkolo (FBS). KnitmHn CTL1-2 BupollyBanucss B TakOMy CamMoMmy
cepefoBMuLLi, JONOBHEHOMY, kpiM Toro, 20 U/mn pekombiHaHTHoro IL-2 (Hoffinann-LaRoche, Nutley,
LWT. Hbro-l7lop|<). Mna3smiga, sika micTMna NOcnigoBHICTb, WO koaye noacbky JAK2, 6yna npuabaHa y
dipmn  Invitrogen (MegicoH, wT. BicKoHCIH). JAK2YM kIHK Oyna cTBOpeHa MeTOOOM cawT-
cnpsiMoBaHoOro mytareHesy 3 yBegeHHsaM V617F-myTauii B nocnigoBHICTb, Wo koaye moacbky JAK2, i
HacCTYMHOIO MepeBipKOKD 3a [JOMOMOro CekBeHyBaHHA Yy ABOX Hanpamkax. [Hani uyio kOHK
CyOKIOHYBanm y peTpoBipyCHUIN BEKTOP i I'IereHOCVIJ'II/I y BaF/3-knituHn. NepmaHeHTHO TpaHCAyKOBaHi
BaF/3-kniTvhu, wo ekcnpecyBann JAK2's''", Binbupanucs it otpumysanmu 1 mr/mn G418. Y Ui KniTUHM
LUMSAXOM MEHTUBIPYCHOI TpaHCcAykKLii, Bukopuctosytoun pLenti6-GFP (Invitrogen), BBognnu GFP, nicns
Yyoro npoBoaunu Jo6Gip KNiITUH 3a AOMNOMOro BnacTUUMANHY i NiaTBepmkeHHSA ekcnpecii GFP wnsixom
FACS-aHani3y (bryopeCcueHTHOro KIiTUHHOTO COPTYBaHHS).

BunpobyBaHHsa Ha nponicepauito KNiTUH npoBoannK 3a gonomoroto Habopy XTT (3 nponicepadii
KNiTWH) BIONOBIOHO [0 iHCTPYKUi BUpoGHUMKa (tbipma Roche, Alameda, wTt. KanichopHia). MeToauka
umx BunpobyBaHb Monsrana B TOMY, LLO MO Tpy 3pasku npubnusHo i3 2,5 x 103 kniTvH BuciBanu B
nyHkn MikponnaHweTa 3 100 mkn KynbTypanbHoro cepeposuwia RPMI nntoc pisHoMaHITHI [03n
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cnonykn Ne XLV. 3a 72 rogunHu iHkyOyBaHHA 0O NYHOK AodaBanu no ABaguaTe Mikponitpie XTT i
npouec iHkybyBaHHA TpuBaB Le 4-6 roanH. 3abapeneHuin hopmasaHOBUIN NPOAYKT, LLO YTBOPIOBABCS,
BUMIpANIM  MeTOA4OM crnekTpodoToMeTpii 3a gonomoroto cnektpodotomeTpa Vmax (Molecular
Devices, Sunnyvale, wrt. KanigopHis) Ha xBuni 450 HM 3 kopekuieto Ha 650 HM. BenuumHu ICs0
BM3Ha4anu 3a gonomorot nporpamu GraphPad Prism 4,0 (Can-Oiero, wt. KanicopHisi); Takum
UYMHOM, OTpUMaHi BenuuMHM ontuyHoi ryctuHm (OD) Bigknaganu Ha rpadpiky no oci Y (y niHiiHoMy
MacwTabi), a KoHueHTpauito (MM) - mo oci X (y norapudpmidyHomy MacwTabi). OTpuMaHi aOaHi
nigaaesany maTtemMaTUYHOMY aHani3y 3 anpokcMMaLield MeToaoM HeMiHiHOT perpecii, | BennynHn 1Cxq
BMpaxanun coboto KoHLEeHTpauito, Lo iHribysana 50 % nponidepaii kniTuH.

Mponidpepauis EC50

HEL-270 HM

Baf3:JAK2V617F-297HM

Oani koHTponto: IL-2-iHgykoBaHa JAKS-3anexHa nponicepauis - 3395 HM

[aHi KoHTpono: 3BNYanHi gepManeHi GidbpobnacTun nioguHn - 6487 HM

BunpobyBaHHsi Ha anonTo3

Knitnim BaF/3-JAKV', KynbTMBOBaHI B XuBUNbHOMY cepegoBuili RPMI, wo mictuno 10 % FBS,
1 mr/mn G418 i 10 mr/mn 6nactvumManHy, nigaasanu obpobui cnonykoto XLV B koHUeHTpauisx 1, 3 i
10 mkM BnpogoBx 24 roguH. lNicns 36MpaHHsA KIiTUH WNSXOM LeHTpUdyryBaHHs 3 BiQHOCHOK CUIIOH
890 RCEF (relative centrifugation force) ynpogoex 5 xB. reHomHy OHK BigokpemnioBanu Big KniTMHHOIO
aebpucy 3a gonomoroto Habopy BigokpemnioBaHHs OHK (Puregen, Chino, wTt. KanidopHis). Bia
KOXHOro 3paska 5 wmkr reHomHoi [OHK nigpasanu enektpodopesy B 1,2 % araposHomy reni,
BUSABMSAIOYM TakMM YnHOM doparmeHTauito reHomHoi OHK (gpabuHHui ananis OHK). Ak KOHTponbHi
3pasky BUPOLLYBaNUCH CyMikHI 3BMYalrHi gepmanbHi dibpobnactu moguHn (NHDF: normal human
dermal fibroblasts) y >xuBunbHomy cepegosuwi (Cambrex, Walkersville, MD) 3 60 % koHdnyeHTHiCTIO,
KoTpi 06pobnanucs cnonykammn XLV, sk onucaHo Buule. licns 2 npomMuBaHb OXOMNOXKEHUM Ha Nboay
gigionoriyHum posudnHom (PBS), 3abydepeHum doccatom, reHomHy OHK BigokpemnioBanu Big
NHDF-kniTuH gnga enexkrpodopesy Ha arapo3HoOMY reni.

IMYHOGNOTUHT

BaF/3-JAK"6l7F KNiTmHW, ki niggaBanuca obpobui cnonykoto XLV i Hociem (KOHTponb),
NPOKpyyyBanu Ha LeHTpudysi, ABidi npoMmBanu oxonomkeHnm Ha nbogy PBS-po3unHom i nigaasanu
nisncy 6ydepom ans pagioimyHonpeuwmnitauiiHoro aHanidy (RIPA). Metogom BCA (Pierce, Rockford,
IL) BMu3Hayanu koHueHTpauito 6inka i no 100 MKr Big 3aranbHOro KNiTMHHOrO Bifnka KOXHOro 3paska y ix
Obydepi Jlemni (Laemmli) aHanidyBanM MeTogom BecCTepH-OMoTuHry. binkoBy nnsmy 3oHAyBanu
aHTuTinoMm npotn docdo-5TATS (Tyr694/699) (Upstate Biotechnology, Charlottesville, wT. BipriHig),
noTiM nigaasanu CTpUMiHry i 3HoBy 3oHAyBanu aHtuTinom npotn STATS (Cell Signaling Technology,
Danvers, wTt. MiHecoTa). binku docdho-STATS i STATS BisyanisyBanu mMeTogom nigcuneHoi
xemonoMiHecueHuii (Pierce). AHanoriYyHMM 4YMHOM MNPOBOAWMMAM OOCHIAXEHHS in vivo 3 nepepadi
curHanis. MeToguka uux AocnigxeHb nonsrana B ToMy, Wwo Ha 11 geHb nicnsa iH'ekuii KNiTWH
nigaocniaHMM TBapyHaM OfHi€l rpynu nepopanbHO BBOAUNKU HOCIR, a iHwoi - 100 mr/kr cnonykn XLV.
3a 7 roguH nicns BBEAEHHS UUX npenapaTiB 30upanu cenesiHkM i LBMOKO TFOMOreHi3yBanun B
ycTaHoBLi WwWBuakoro npenapysaHHs FastPrep (Qbiogen, Irvine, wT. KanidopHis). Mo 100 mMkr koxHoro
CenesiHKOBOro romoreHaTty nigaaBanu BecTepH-6noTuHry. BinkoBy nnsamy 3oHAYBanu aHTUTINOM
npotn ¢ocdho-STATS (Tyr694/699), a notim aHTuTInoM npotu STATS i BidyanidyBanM MeTogoMm
NiacUNeHoi XxeMOontoMiHeCLIEHLii.

AHania meTogom hNyopecLeHTHOro COpT¥BaHH$| (FACS) nyxnuHHOro HaBaHTaXeHHHA KpOBOOOiry

Ha 11 geHb nicns iH'ekuii BaF/3-JAK2's " -KniTHHHOI cycneHsii y mMuLi, sika oTpumana Hocii,
Bigibpanu 1 Mn KpoOBi METOAOM CepLEBOro KpOBOMYCKaHHS i3 KiHUIBOK, a y 10 muwen i3 KOXHOI 3
TPbOX rpym, Wo oTpumyBanu, signosigHo, 10, 30 i 100, 100 mr/kr cnonykn XLV, Bigidbpanu no 0,1 mn
KpOBi HeneTanbHUM peTpoopbiTanbHUM METOLOM i PO3NOAINMAM Mo rpynax fo3yBaHHS. MoHosgepHi
KPOB'SIHI KNITMHKU BigoKpemnioBann mMeToaoMm uUeHTpudyrysaHHa B rpagieHTti dikona (Ficoll) (Sigma-
Aldrich, Cent-Jlyic, wT. Miccypi) (BigHocHa cuna 600 RCF, tpusanicte 30 xBunuH). BigokpemneHi
KnituHn nigaasanu FACS-aHanisy i Bu3Hayanu Takmm 4YuHOM BigcoTok GFP-nosntmueBHUX
BaF/3:JAK2's" F-kniTuH. OTpumaHi pesynbTaTi nofaHi Ha giarpamMi Huxkde.
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BBegeHa nepopanbHo cnonyka XLV amenuwye kinbkicts JAK2Ys' " -nyxnuuumx knitnd y

KPOBOODIry 3anexHo Big 403U

L

1

L

1

-4

Day 11 Circulating Tumor Burdan
o3B858838

Vehicle 10mgkg 30Omgkg 100 mgkg

Compound XLV
Day 11 Circulating tumor burden:  TMyxnuHHe HaBaHTaXeHHS KpoBoobiry Ha 11 AeHb
Vehicle: Hocin
Compound XLV: Cnonyka XLV
mg/kg: Mr/kr macu Tina

HocnigXeHHst NyxnuH y KpoBoobiry Ha nigaocniaHMX TBapuHax

SCID Muwam pobunu BHYTpIlLHLOBEHHI iH'ekwii BaF/3-kniTuH, wo ekcnpecytots JAK2Ys'™ i GFP.
Cnonykn XLV BBOOMNM nepopanbHMM LUASXOM Yy 3a3HavyeHuX [o3ax, MoyYnHawuu Big 3 AHSA i
3aKiHyytoum Ha 20 geHb nicng iH'ekuii. Ha 11 geHb y TBapuH KOXHOI rpynu Bigdupanu 3pasku KpoBi i
nigaasanu ix FACS-aHanisy ans Bu3HA4YeHHs BIiACOTKA KNITMH Yy KpoBoobiry, saki 6ynn GFP-
no3nTnBHUMK. [MpOBOAMMM TakoX NapanenbHi JOCNIMKEHHS, B KOTPUX TBapwuH niggaBanu Takin camin
06pobui, 3a BUHATKOM TOrO, WO iM gaBanu ogHy gody 100 mr/kr nikiB Ha 11 geHb i 3a 4 rognHKM nicns
LUboro ymepTBnanu i nposoaunu aHania Ha STATS dochopunauito B po3LUUPeEHin cenesiHui, LWwo
MicTuna nyxnuHu. OTpuMaHi pesynbTaTu NodaHi Ha giarpami Hkye.

Pe3ynbTaTy gocnigxeHs Aii cnonyku XLV in vivo Ha Mmopeni nyXnuH y KpooBooGiry

120 4

—— Vel
wt e 40 TR KAV, PO, bk
e 30 Mg Y, PO,
e+ 100 mplRg, XLV, PO, b4

*CmMepTb BHacCnifok acnipadii tpaxel nig 4ac nepopansHOro xapyyBaHHs

Jliku BBOAUNM NnepopanbHo ABiYi Ha AEHb, NOYUHAKYM Big 3 AHS NiCNA iH'EKUiT nyXnuH

Survival: BwxueaHHA

Days: OHi

Vehicle: Hocin

PO, bid: MepopanbHo, ABiYi HA AeHb

OuyHe BBeOEHHS | AaHi 3 ePEeKTUBHOCTI

Bynu npoeefeHi BUNpobyBaHHA 3anponoOHOBaHUX CMOMyK MpU iX BBEAEHHI OYHUMW Kpannsmu 3
0,1 % posoto.

[ns micueBoro BBeAdeHHs cnonyk y npenapartax 3 0,1 % gosamu B cymiwi 0,2 % Tunokcanon/1 %
HPMC/4 % maHiT piBHi ekcrnoauuii, BUsIBIEHI Ha 3agHii YaCTUHI OYHUX TKAHWH MULLI, MOKa3aHi y ABOX
Pi3HMX TOYKax 4Yacy, a came B 2 rog. i 7 rog. [daHi woao egeKkTMBHOCTI BUNPOOyBaHMX CMOMyK
HaBefeHi B Tabn. 2.
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Tabnuuga 2
KoHueHTpauis (HM) B 04HMX TKaHMHaX MULLI Nicns 4BOCTOPOHHLOI MicueBoi iHcTunauii 0,1 %
npenapaty QDX1
KoHueHTpauis, HM
KOHLl,eHTp_au,iﬂ BMNpobyBaHuXx cnonyk Yy Yac, CiTkiBKa Cknepal/cyguHHa  00GOnoHKa Poriaka
npenaparti roq. oka
0,1 % XVII 2 495 6040 8840
6 351 2970 3780
0,1 % XXXVI 2 816 7250 7870
7 11200 34800 18600
0,1 % XLIV 2 406 4840 103000
26600
7 321 3180
0,1 % LXXXII 2 267 2340 69900
7 592 2250 45400
0,1 % LXXIV 2 2120 6090 45000
7 2150 7350 21000

Mpuknag 246. Cnonyka XVII B pocnigkeHHsX 3 O4YHOI edekTUBHOCTI Ha MOAEenNi KUCEHb-
iHaykoBaHoi petmHonarii (OIR: oxygen-induced retinopathy)

Bynn nposegeHi BunpobysaHHa cronykn XVII Ha niggocnigHMx Mulax-Mogensx KuCeHb-
ingykoBaHoi petuHonaTii (OIR), y KOTpuMX HeoBacKynsapu3auis CiTKIBKM BUKNMKanacs LUNSXoM
LUUKYBaHHSA BMICTY KMCHIO B TKAHWMHaX HOBOHAPOMKEHUX OCOOWMH MULLEN Big HOPManbHOro piBHA 40
nigBULLIEHOrO i Ha3ag, 40 HopmarnbHOro piBHs. Busogku muwen C57BL/6 nepeHocunu y cepepoBuLle
3 nigBuLweHuM ymictom KucHo (70 % O,), nounHatoum Big 7 oHa nicns HapomxkeHHs (P7). Yepes 5 gHis
BMBOLKW NOMILLANM B cepefioBULLLE 3 HOPManbHUM piBHEM KUCHIO (21 % O,), Ae BOHU BUTpUMYBanNucs
npoTsaromM 5 AHiB, ogepXyloun B Lier nepiof LWsxoM micueBoro BBeAeHHs cnonyky XVII, a KOHTPOrbHi
0COOUHM - BIgNOBIAHUIM HoCciK. HanpukiHui uboro nepiogy Oynu NpuUroToBaHi TOTanbHi NpenapaTu
OYHUX CITKIBOK i 3abapBneHi driyopecueHTHO-MiYeHUM nekTuHom (BSL 1), akuii po3nisHaBaB MuLLavmn
eHgoTenin. | Hapewr i, WwWnaxom gnyopecuLeHTHOI Mikpockonii 6ynv oTpumaHi undpoBi 306parkeHHs,
AKi Oynyn npoaHanisoBaHi 3a OOMOMOrOK MporpaMy aHanidy 300paxeHb, i MO pesynbTaTtax Lboro
aHanisy npoBedeHa KifnbkiCHa OLiHKa CyAMHHOI MoBepxHi. B ogHin rpyni uux gocnigis, e TBapuHam
ysogunun 0,1 % npenapat cnonykun XVII ggivi Ha pgeHb (bid), cnoctepiranoca 29 % 3MeHLIEHHS
CYOVMHHOI NOBEPXHi, MOPIBHAHO 3 KOHTPOMNBbHUMW TBapuHaMmu, ki oTpumMysanu Hocin (P<0,05, n=11-
15); B iHWin rpyni cnoctepiranoca 22 % 3meHweHHa (P<0,02,3 n = 6). OTpumaHi pesynbtaTtu
nigcymoBaHi B Tabn. 3.

Tabnuusa 3
[ocnimkeHHs pyna MoBepxHsi CyauH (MMZ 3MiHa BiHOCHO KOHTPOMbHMNX
cepeaHbOKBagpaTU4He, cepefHe .
Ne 00pobku BIAXMNEHHS) OCOOWH, O OTPUMYBaM HOCIN
Hocin 49+1,6 -
OIR-004 0,1 % XVII 35+0,6 -29 %
Hocin 8,3+0,8 -
OIR-007 0.1 % XVII 6416 22%

LlinkoM 3po3ymino, Wo nogaHui TyT ONUC BUHaxXoAy 3 MOSACHEHHAMW Ha OesdKuX npuknagax noro
NPakTUYHOrO 3OIACHEHHS He OOMEeXye MOXIMBOCTEN CTBOPEHHS PIi3HOMAHITHMX IiHWMWX KOro
mMogudpikauin i BapiaHTiB, WO nexatb y pamkax Moro igei Ta ob'emy, OKpecneHux AOOaHOK HUXKYe
dopmMyno BnuHaxoay.

POPMYJIA BUHAXOLOY

1. Cnonyka cdopmynu 33:
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2. Cnocid ogepxaHHsa cnonyku opmynu LVII:
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B SIKOMY 3AINCHIOTb B3aemogito 4-(2-niponiguH-1-inetokcn)deHinaminy 3i cnonykoto dopmynm 33:
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3. Cnocib 3a n. 2, B AKOMY JOOATKOBO 3[iMCHIOKTE OYMLLEHHSA HEOOPOONEHOrO NPOAYKTY, O4EPKaHOro
Ha cTagii B3aemogii cnonyku cdopmynu 33 3 4-(2-niponignH-1-inetokcu)deHinamiHom.

Komn’'totepHa BepcTka [. LLieBepyH

[epxaBHa cnyxba iHTeneKkTyanbHOi BNacHocTi YkpaiHu, Byn. Bacuns INunkiscekoro, 45, m. Kuie, MCI1, 03680, YkpaiHa

0N “YkpaiHCbKWM iIHCTUTYT iHTenekTyanbHoi BNacHocTi”, Byn. [nasyHoBa, 1, m. Knie — 42, 01601

185



