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Onuc BuHaxony

BuHaxig ctocyeTbcsi HOBUX crnonyk, ki € iHribitopamu kiHasn JAK3, cnocobiB ix oTpuMMaHHs, iHTepMeniaTie Ta
hapMaLeBTUHHNX KOMMNO3NLIRA, WO X MIiCTATb.

Anyc-kiHa3z 3 (JAK3) € uneHom AHyc-poauHu GinkoBMX KiHa3. Xo4a iHWIi 4YneHn Uiel poaMHM eKcrnpecyloTbes Mo
cyTi ycima TkaHuHamu, ekcnpecito JAK3 obmexeHo rematonoeTudHUMK KniTuHamu, Lle ysrogxyeTbcea 3 1i cyTTeBoOO
ponnto y nepepadi curHany depes peuentopu gnsa IL-2, IL-4, JL-7, IL-9, IL-13 Ta IL-15 HekoBaneHTHOW acouialieto
JAKS3 3 rama-naHLorom, cninbHUM ans uux 6aratonaHuyoroBux pelenTtopie. Lli ULMTOKIHK yci MatoTb crinbHy dyHKLUilo B
TOMYy, LWO BOHW 3arnyyeHi Yy pAudepeHuiadito Ta nponidepadito nimcouyuntie. CykynHocTi XSCID-nadieHTiB
ineHTMgIKOBaHI, K Matoui gyxe 3HWKeHi piBHi 6inky JAK3 abo 3 reHeTUYHUMU gedpekTaMu ChinbHOro rama-nadutora,
NiaTBEPOXKYO4M, WO IMyHOCYNpecis Moxe ByTu pesynbTaToM OGroKyBaHHSA nepegadi curHany Yepes wnsax oomivy JAKS.
Hocnign Ha TBapuHax nigTeepaunu, wo JAK3 He Tinbku rpatoTe KpUTUYHY porb Yy BU3piBaHHI B- Ta T-nimdouunTie, ane
KOHYe MOTPIOHI Ans niaTpumMkn cyHKUiT T-kniTMH. Mogynsuis iMyHHOT aKTMBHOCTI Yepes Liell HOBUA MEXaHi3aM MoXe
OyTW KOPWUCHOKW NpK JNiKyBaHHI T-KNITUHHUX NponichepaTUBHUX PO3nafdiB, AK-TO BIOTOPrHEHHs TpaHcnnaHTaty Ta
aBTOIMYHHI xBopoOu. Ponb JAK3 y Ty4HUMX KNITUHAX OMUCAHO Y HOKAyTHUX MUWER. TakMM YMHOM, iHOYKOBaHa
IgE/aHTUreH perpaHynsuis Ta BUBINbHEHHS MegiaTopy Oynu 3HA4YHOK MIPOK 3MEHLUEHMMU Y TYYHUX KNiTUHEX,
yTBOpeHnx y MK3-gediuntHux muweinn. Oediuynt JAK3 He Buknukae npornidepauii Ty4HUX KMiTWMH in vitro, Takox
nokasaHo, Lo piBHi peuentopy IAE Ta BMICT megiaTopiB € igeHTUYHMMKN Yy JAK3-/- Ta JAK3 +/+ Ty4HUX KniTUHaX.
Tomy, JAK3 BMABRNEHO CYyTTEBUM AN1A NOBHOI peakuii cTuMynboBaHux IgE TydHmx knituH. Ponb JAK3 y aktuBauil Ty4HMX
KniTUH fobpe BCTAaHOBMNEHO Y MULIAYii cMCTeMI, OaHaK, Hema onybnikoBaHMX AaHUX CTOCOBHO (PYHKLT TYYHUX KMITUH Y
AR-SCID nauieHTiB. HayintosaHHa JAK3 gae 6asunc ons HOBoro Ta eheKkTUBHOTO NiKyBaHHA ONOCEPEAKOBaHUX TYHYHUMMU
KMiTUHaMK aneprivyHnx peakuin.

Poskputo psag iHribitopie JAK3, cepen Hux € xiHasoniHm (Sudbeck, E. A. et al. Clinical Cancer Res.
5(1999)1569-82, WO 00/0202) Ta nipono[2,3-cilnipumignHmn (Blumenkopf, T. A..et al. WO 99/65909).

Y cy4qacHOMYy 3acTOCyBaHHi  Cronyku, 4-aHiniHoxiHoniH-3-kapbokcamion, 3asereHi Ak iHriGitopy JAKS.
CTPYKTYPHO CMOpIigHEHI Cnonykn nonepenHbo OnucaHi sk iHribiTopn kiHasn Hanpuknag, WO 00/18761 ta WO 98/43960
pO3KpMBatoTb 3aMilleHi noxigHi xiHomiH-3-kapboHiTpuny. Y HewopnasHin nybnikauii [Boschelli, D.H. et al. J. Med.
Chem. 44(2001)822-33] ogHa cnonyka npeacTaBneHoro BUHaxody BUABMNEHA K Taka, Lo He Mae »KOOHOI iHriGiTopHol
30aTHOCTI CTOCOBHO aKTMBHOCTI GinkoBoi TUpo3uH-KiHa3nm Src. JAK3 He 3sragaHo y OyOb-sikoMy 3 BULLE3a3Ha{YeHUX
niTepaTtypHUX npuknagie.

[Bi cnonykn Ta iX CUHTe3, WO MalTb BigHOWEHHA A0 NpeacTaBneHoro BMHaxody, onucaHi nonepenHso [Boschelli,
D.H. et al. J. Med. Chem. 44(2001)822-33 ta Wissner et al. WO 98/43960].

Cl Cl

B/Q\NH NH
MeO. Me
= NH, = NH,
o o
MO N MaO N

BuHaxig ctocyetbcs ToMy cnonyku cdopmMynu (1) ans sactocyBaHHS y BUPOOHULTBA MEOVKAMEHTY ANs NiKyBaHHs
XxBopobu, onocepenkoBaHoi JAKS:

1
R N"

ae: n gopisHioe 0 abo 1;

X e NR® abo O;

Ar BUbupawTb 3 doeHiny, TeTparigpoHadTeHiny, iHgoniny, nipasoniny, AurigpoiHgeHiny,
1-okco-2,3-gurigpoiHaeHiny abo iHgasoniny, KOXHUA 3 SKUX Moxe OyTu, SK BapiaHT, 3aMilieHUM ogHMM 4K Binblie
3amicHMKkaMu, BUOpPaHWMW 3 TPynu: rarioreH, rigpokcun, uiaHorpyna, Cq-Cgankokcun, COZRs, CONR®R10,
C,-Cgankin-O-Cy-Cgankin, ~C4-Cgankin-NR®-C;-Cgankin, ~C4-Cgankin-CONR®-C,-Cgankin, ~C4-Cgankin-CONR®R',
NR8COC -C8ankin, C4-CgTioankin, C4-Cgankin (cam, sik BapiaHT, 3aMilyeHWin opHoto 4u Ginblue rigpokcu- abo

-4-
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LiaHorpynamun abo atomamu dnyopy) abo C,-Cgankokcun;

pynn R HezanexHo € rigporeHom abo C-Cgarkinom;

R'" ta R? ¢ HesanexHo BMBpaHNMM 3 [pynu: FiAporeH, ramored, HiTporpyna, uiaHorpyna, C,-Cgankin,
C,-Cgankokeun, rigpokeun, apun, Y(CR',)sNR*R®, Y(CR™,)sCONR“*R® Y(CR™,)pCO,R® Y(CR',)pOR®;
Y(CR112)pR6;

a6o R' ta RZ noegHaHi pasom gk -OCH,0- a6o —OCH,CH,O-;

pynu R' HesanexHo € rinporeHoM, C4-Cgarikinom, rigpokcunomMm abo rarnoreHom;

P popisHioe 0, 1, 2, 3,4 abo 5;

Y e okenreHom, CH, a6o NR”

R3¢ rinporeHom abo C4-Cgarnkinom;

R* Ta R5, koxXHWI1 HesanexHo, € rinporeHom, C4-Cgankinom abo R* ta R® pasoMm 3 aTOMOM HiTpOreHy atom, Ao
SIKOTO BOHW MPWEAHaHI, YTBOPHOIOTb 4-7-UNeHHy HacudeHy abo apomaTU4Hy reTepouMKivHy KiflbLEeBY cUCTeMy, AK
BapiaHT, 3 BMICTOM Llie okcureHy, cynboypy abo rpynn NR®, abo ogmr 3 R* ta R® npeacraense rigporeH a6o
C,-Cgarnkin, a iHwWui npeactasnse 5- abo B-4neHHy reTepounKITivHY KirbLeBy CUCTEMY, Sk BapiauT, 3 BMICTOM Lie
aToMy OKCWreHy, cynbdypy abo HiTporeny;

RS e rinporeHom, C4-Cgarkinom, deHinoMm abo 6eHsunnom;

R7e rigporeHom abo C4-Cgarnkinom;

R8¢ rinporeHom abo C4-Cgarnkinom;

R® ta R0 koxHWit HeaanexHo € rigporeHom abo C,-Cgarkinom

Ta il papmaLeBTUYHO NPURHSTHI coni.

TepmiH ankin, cam, abo AK YacTWHa iHWOI Tpynu, $K-TO ankokcuny, osHavae Oyab-akuid niHiiHMA Ta
poaranykeHuin ankin. TepmiH apun Bkroyae deHin Ta HadpTun.

MpupaTtHo rpynn R HesanexHo € rigporeHom abo C,-Cgankinom, nepeBaxHO rigporeHom abo MeTurnom, Ta
Halkpalle, konu obuasi rpynu R € rigporeHom.

MpunatHo X € NR® a6o O. MepeaxHo X € NR3, ne R® e C,-C ankinom, kpate, konm X € NH.

MpuaatHo H gopisHioe 0 abo 1, nepeaxHo H gopisHioe 0.

MpuaatHo P gopisHioe 0, 1, 2, 3, 4 abo 5, nepesaxHo P gopisHioe 1-4, kpalle, konu P gopisHioe 2 abo 3.

MpugatHo Ar BubupaTs 3  rpynu: deHin, TeTparigpoHadTeHin, iHgonin, nipasonin, aurigpoiHaeHxin,
1-okco-2,3-aurigpoiHaeHin abo iHgasonin, Wo, K BapiaHT, 3aMilEHO SK ONMMCaHO BULLe. 3aMiCHUKM MOXYTb OyTu Ha
Oyab-akomy npuaatHomy Micui rpynu Ar. Moxe 6yTu Ginblue ogHoro 3amicHuKa, BOHU MOXYTb GyTW ogHakoBMMU abo
BioMiHHUMU. MepeBaxHo Ar npencrasnse iHgonin abo dgeHin, Hankpalye, Konu geHin.

Kpalye, konu rpyna Ar € HesamilleHow abo Mae oguH YM Binblle 3aMiCHUKIB, BKNOYaO4M CMOMyKW, NPeacTaBneHi
TYT, AK-TO METWn, eTun, nponin, 6yTun, TiomeTwun, rigpokcumeTun, 6pom, dnyop, rigpokeun, CO oH, CONH,, CFj,
METOKCUMETWM, OyTOKCUMETUN, UiaHOMETWs, eTunamiHOMeTUs, amMiHOMETWM, €TUNamiHO-2-OKCOeTWM, TigpoKcieTun,
2-amiHo-2-okcoetun, CO,CHj3, meTokeun abo etokcun. Konu Ar npeactaBnsie deHin, TO OAWMH YM ABa 3aMiCHUKK €
nepeBakHUMK. LLle Kpalli 3amMiCHMKM BKNOYaAOTL €T, H-Nponin, i3o-nponin, rigpokcMMeTun, rigpokcieTun, Tiometun,
amiHomeTunn, 6pom Ta CO,H. Halikpalwumm 3aMmicHUKaMn € MeTWM, €TUM Ta MaPOKCUMETHI.

MpunatHo R Ta R? € HesanexHo BMBPaHUMW 3 Tpynu: MApOreH, raroreH, HiTporpyna, uiaHorpyna, C,-Cgankin,
C,-Cgarnkokenr, rigpokenn, Y(CH2)pNR?R®, Y(CH2)pCONR*R®, Y(CH,)pCO,R®, Y(CH,)pORS; Y(CH,)pRE; abo R i R?
noegHaHi pasom gk -OCH ,0- yn -OCH,CH,O-. lNMepeBaxHo R! ta R? NpeacTaBnsaoTe FAPOreH, Xrop, MeTOKCUI,
eTokeun, O(CH,),NR*R®, O(CH,);NR*R3, NH(CH,),NR*R® abo NH(CH,),NR*R® pne R* Tta R® npencraensiots
rigporeH abo metTun abo oAMH € MeTWroM, a iHWWA € nipugunom, abo R4 ta R® YTBOpPIOOTE  MOPOSiH,
3,5-aumeTnnmopdponiH, TioMopdoniH, niponiauMH, ninepasnH (K BapiaHT, 3amileHuin), ninepuawnH, Tpuason abo
imigasonin, a6o R* Ta R® HesanexHo € O(CH5)3CO,CH3s, O-6eHanrnom, 1-6eHann-4-niepuguHinamiHorpynoto,
O(CH,),NMe,, OCH,CONH3,0(CHz)o,NHMe, O(CHs)sNH,, Hitporpynoto abo uiaHorpynotw; a6o R' ta R? noegHaHi
pa3oM sk -OCH,0- abo -OCH,CH,0O-.

Konn R* Ta R® yTBOpIOtoTh 4-7-uneHHy HacuueHy abo apomaTuyHy reTepoLMKidHy KinbLeBy cucTemy, npuaaTHi
npuknagM Takux Kineup BKMYawTbe MopdoniH, 3,5-gumetunmopdoniH, 2,6-aumeTnnMopdonid, TioMopdoniH,
niponiguH, ninepasuH (sik BapiaHT, 3amiwieHnin C4-Cgankinom), ninepuauH, Tprason abo imigasonin.

Konm oauu 3 R* Ta R® ¢ rigporeHom a6o C,-Cgankinom, a iHwnii € 5- a6o 6-4neHHo reTepoLnKIivHOK KinbLeBolo
CUCTEMOI0, AIK BapiaHT, 3 BMICTOM LLie aToMy OKCUreHy, cyrnbdypy abo HiTporeHy; npuknagu Takux Kineub BKIOYaloTb
TieHin, dpypun, nipumigun, imigasonin, nipuaun Ta nipason.

Haiikpaiwe, korm R' e meTokcunom, eTokcunom, OCH,CONH,, O(CH,),OMe, O(CH,);0OH, O(CH,);CO,Me,
O(CH,)oNR*R?®, O(CH,)3NR*R®, O(CH,),NR*R? e R* Ta R® obuzea ¢ rigporeHom aGo MeTurom a6o pa3om 3 aToMom

HITPOreHy, [0 SKOro BOHM NMPUEAHAHi, YTBOPIOIOTL MinepuanHoBe abo mopdoniHoBe kinbue, abo R ' npencrasnse
NH(CH,)sNR*R® ge R* ta RS pasom 3 aToMoM HiTporeHy, 4o SIKOro BOHW NpUEAHaHI, yTBOPIOIOTb iMigasonbHe KinbLue.

Haiikpale, konm R2 e meTokcurnom, eTokcunom, OCH,CONH,, O(CH,),0OMe, O(CH,)0OH, O(CH5)sCO,Me,
O(CH.),NR*R®, O(CH,)3;NR*R® a6o O(CH,),NR*R® e onuH 3 R* abo R® € meTurom, a iHwwuit € nipugurom, abo R*
Ta R® BUBMpaloTh 3 rpynu: rigporeH abo meTun, abo pasoM 3 aTOMOM HITPOreHy, [0 SKOTO NPUEAHAaHi, BOHM
YTBOPIOOTb TioMopdhoniH, ninepnanH, MopdoniH, imigason, Tpuason abo 2,6-AnMeTUIMopdOniH.

5.
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Haltkpawmmun cronykamu € Ti, Aie R' Ta/abo R obugsa € METOKCMMNOM abo eTOKCUMOM, aBo OfUH € METOKCUIIOM, a
iHWNIA € eToKCUIoM.

OcobrMBO MepeBakHi CMONyKM BUHaxoZy BKMOYaATb MPEACTaBreHi CNonykn y opMi BirlbHOI OCHOBM Ta §K
hapMaLeBTUYHO NPUIAHATHI Coni.

Cnonykn BMHaxXo4y MOXYTb YTBOPOBaTU hapMaueBTUHHO MPURHATHI conbBaTu Ta coni. Cnonyku dopmynu (1)
MOXYTb YTBOPIOBATW KUCIIOTO-aAUTUBHI COMi 3 KUCMOTaMu, SIK-TO 3BUYalHi (hapMaleBTUYHO MPUAHATHI KUCNOTH,
Hanpuknag, MarneiHoBa, rigpoxnopuaHa, rigpobpomigHa, d¢ocdaTHa, outoBa, ymapoBa, caniyunosa, JMMOHHA,
MOFIOYHa, MUraaneHa, BUHHA, TpUdyopoLToBa Ta MeTaHCyNIbpOHOBA KUCIOTH.

BuHaxig Takox nponoHye cnocib nikyBaHHs abo nonepemxeHHs xBopoO, onocepenkoBaHmx JAK3, cnoci6 Bknovae
BXMBaHHA ccasLeM cnonyku dopmynu (1), aKy BU3Ha4eHo BuLLie.

3rigHO 3 HacTynHUM acnekToM BUHaxig cTocyeTbcsa crnonyk dopmynu (1), Aki BU3HaqeHi BuLle, arne 3a BUHATKOM
cnosyku 4-(2-6pomaHiniHo)-6,7-gnmeTokcun-3-xiHoniHkapbokcamig Ta
4-(1,5-anxnopaHiniHo)-6,7-anmeTokcn-3-xiHoniHkapbokcamig 4ns 3acTocyBaHHsA y Tepanii,

Hesk cnonykn cdopmynu (l), MOXkHa BBaxaTu, € HOBUMW Ta TOMY YCi HOBi CMOMNYKW YTBOPKOKOTb HACTYMHUA acnekT
BUHaxody. BuHaxig Tomy nponoHye cnonyky cdopmynu (1A):

B AKil

Ar € cbeHinom, 3amilleHnMm eTurom, nponinom, rigpokcmmetTunom abo CO,H abo gBidi 3amilleHuM MeTunom Ta
rinpokcumeTun;

R' e meTokcunom, eTokeurnom abo rpynoto OCH,CONH,, OCH,CH,OCH,, a6o O(CH,)pNR*R® ne P nopisHioe 2
abo 3, aR*TaR%¢ rigporeHoM, MeTusioM, eTurom abo nponiriom, abo pasom R* ta R® YTBOPIOIOTL NinepuanHose,
iMigazoneHe abo MopdoniHoBe KinbLe;

R2 ¢ meTokcunom, etokcurnom abo O(CH,)sNR“R5, ne P gopisHioe 2, 3 abo 4, a R* Ta R% e rigporeHom, meTtunom
abo eTurom, abo oguH 3 R* abo R® € meTunom, a iHWUIA € nipugunom abo nipasonom, a6o R* Ta R® yTtBOpioloTh
ninepuanHoBe, rigpokcuninepugMHoBe, TiomopdorniHoBe, MopdoniHoBe, niponiguHoBe, 2,6-gumeTturmopdoriHoBe,
iMminasonbHe abo TprasoribHe Kinbue,

abo i papmaLeBTUYHO NPURHATHY cinb abo conbaar,

3a YMOBM, LLO KoMK A € ¢peHinom, 3amilleHMM eTunoM abo nponinoM abo ABidi 3amilieHum MeTuriom, To R ta R2
He € obugBa METOKCUNPM, R" 1a R? He € o6uasa eTokcurom abo oauH 3 RT/R2 He € MeToKcMmnom, Konmu iHWWIA €
€TOKCUITOM.

MepeBaxHi cnonyku popmynu (IA) € TaKUMKU HOBMMU CNOSyKamu:

4-(2-eTUnaHiniHo)-6-meTokcu-7-{2-[MeTnn(4-nipuanHin)amiHoletokcu}-3-xiHoniHkapbokcamig,

4-[3-(rigpokcMMeTUN)-2-MeTUNaHiniHo]-6-meToken-7-[3-(4-tiomopdoniHin)nponokcu]-3-xiHoniHkapbokcamig,

4-[3-(rippokcMMeTn)-2-MeTunaHiniHo]-6-metoken-7-[3-(1-ninepnanHin)nponokcu]-3-xiHoniHkapbokcamig,

4-[3-(ngpoKkcnumeTnn)-2-MeTunaHiniHo]-6-meTtokcu-7-[3-(4-mMmopdoniHin)nponoken]-3-xiHoniHkapbokcamig,

7-[3-(aumeTmnnamiHo)nponokcu]-4-(2-eTunaHiniHo)-6-meTokcu-3-xiHoniHkapbokcamig,

7-[3-(aumeTnnamiHo)nponokcu]-4-[3-(rigpokcumMeTnn)-2-MeTunaHiniHo]-6-meTokcn-3-xiHoniHkapbokcamig,

7-{3-[(2R,6S)-2,6-anmeTnnmopdoninin]nponokcu}-4-[3-(rigpokcuMeTn)-2-MeTunaHiniHo]-6-meTokcn-3-xiHoniHkap6o
okcamig,

4-(2-eTUNaHiniHo)-6-meTokcu-7-[3-(4-mopdponiHin)nponokcun]-3-xiHoniHkapbokcamig,

4-(2-eTUNaHiniHo)-6-MmeToKcU-7-[4-(4-mopdoniHin)oyTokeun]-3-xiHoniHkapbokcamig,

4-(2-eTUnaHiniHo)-6-meTokcn-7-{3-[MeTnn(4-nipuarHin)amiHo]nponokcu}-3-xiHoniHkapbokcamig,

4-(2-eTUnaHiniHo)-7-MeToKkcn-6-[2-(MeTrnnamiHo)eTokcu]-3-xiHoniHkapbokcamig,

7-{3-[(28,68)-2,6-gmmeTunmopdoninin]nponokcun}-4-[3-(rigpokcumeTnn)-2-MeTunaHiniHo]-6-meTokcn-3-xiHoniHkapo
okcamig,

4-(2-eTUnaHinivo)-7-[3-(1H-iminason-1-in)nponokcun]-6-meTokcn-3-xiHoniHkapbokcamig,
6-(2-amiHoeToKcK)-4-(2-eTUnaHiniHo)-7-MeTokcu-3-xiHomiHkapbokcamig,
6-MmeToKemn-4-[2-(MeTuncynbgaHin)aHiniHo]-7-[3-(4-mopdoniHin)nponokcun]-3-xiHoniHkapbokcamig,

6-meTokcu-7-[3-(4-mopdponiHin)nponokcu]-4-(2-TonyinuHo)-3-xiHoniHkap6okcamig,
4-(2-eTnaHiniHo)-6-meTtoken-7-[3-(1H-1,2,4-tpnason-1-in)nponokcu]-3-xiHoniHkapbokcamig,

4-(2-eTUNaHiniHo)-6-MeToKCU-7-[2-(MeTnnamiHo)eTokcu]-3-xiHoniHkapbokcamig,
4-(2-eTUNaHiniHo)-6-MeToKCK-7-(2-MeTOKCieTOKCH)-3-XiHoMiHKkapOokcamig,
4-(2-eTnaHiniHo)-7-(3-rigpokcmnponokcm)-6-MmeTokcmn-3-xXiHoniHkapbokcamig,
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6-meToKCm-7-[2-(4-MmopdhoniHin)eTokem]-4-(2-TonyignHo)-3-xiHoniHkapbokcamig,
4-[3-(rigpokcumMeTnM)-2-MeTUnaHiniHoJ-7-metokcn-6-[2-(1-niponiguHin)eTokcmn]-3-xiHoniHkapbokcamin

3-{[3-(amiHOKapOOHIN)-6,7-O1MMETOKCU-4-XIHONIHIN]aMiHO}-2-MeTUNGEH30MHa KucnoTa,
4-[3-(rippokcuMeT)-2-MeTUNaHiniHo]-6,7-gnmeTokcun-3-xiHoniHkapbokcamig,
4-(2-eTUnaHinivo)-7-[2-(1H-imigason-1-in)etokcun]-6-meTokcn-3-xiHoniHkapbokcamig,
4-[3-(2-rigpokcieTnn)-2-MeTUnaHiniHol-6,7-anumeTokcn-3-xiHoniHkapbokcamig,
7-meTokcn-6-{[2-(4-mopdoniHin)eTnn]amiHo}-4-(2-tonyinnHo)-3-xiHoniHkapbokcamig,
4-(2-eTUnaHiniHo)-6-[3-(1H-iminason-1-in)nponokcun]-7-meTokcn-3-xiHoniHkapbokcamig,
4-(2-eTUnaHiniHo)-7-meTokcn-6-[2-(1-niponianHin)etokcn]-3-xiHoniHkapbokcamia,
7-(3-amiHonponokcw)-4-(2-eTunaHxiniHo)-6-meTokeu-3-xiHoniHkapbokcamig,

MeTtun 4-{[3-(amiHokapboHin)-6-meTokcu-4-(2-TonyignHo)-7-xiHoniHin]Jokcun}oytaHoar,
4-[3-(amiHOMETU)-2-MEeTUNAHINIHO]-6, 7-anMeToKCU-3-xiHoniHkapbokcamig,
6-{[3-(1H-imigason-1-in)nponin]amiHo}-7-meTokcn-4-(2-TonyinnHo)-3-xiHoniHkapbokcamig,
4-[3-(rigpokcMeTUI)-2-MeTUNaHinNiHol-7-MeToKcu-6-(2-MeToKCieToKeH)-3-
xiHoniHkapGokcamia,
6-[2-(anmeTnnamiHo)eTokcun]-4-(2-eTUnaHiniHo)-7-meTokcu-3-xiHoniHkapbokcamin
4-[3-(uiaHOMeTUN)-2-METUMNAHINIHO]-6,7-anMeToKCcK-3-xiHoniHkapbokcamig,
4-[3-(2-amiHo-2-0KCOeTWNM)-2-MeTUNaHINiHo]-6,7-aMMeToKcn-3-XiHomiHkapbokcamig,
6-(3-amiHonponokcw)-4-(2-eTUnaHxiniHo)-7-meTokcu-3-xiHoniHkapbokcamig,
4-[3-(rinpokcnmeTnn)-2-MmeTunaHiniHol-7-metokcun-6-[3-(4-mopdoniHin)nponokcu]-3-
XiHoniHkapOokcamig,
4-[3-(rinpokcnMeTunnN)-2-MeTunaHiniHol-7-meTokcn-6-[2-(4-mopdponiHin)eToken]-3-
XiHoniHkapbokcamig,

Ta iX hapMaLeBTUYHO NPUIAHATHI coni.

Kpim TOro HoBi cnonyku dpopmynu (IA) BkrtovatoTe cnonyky 3 npuknagis 186-217.

C2

Cnonykn npeacTaBrieHoro BMHaxody BKMNOYaOTb YCi CTepeoi3oMepu, YMCTi Ta 3MillaHi paudematu Ta iX CyMmilli.
Taytomepu crnonyk coopmynu (1) Ta (IA) Takox yTBOPIOKOTb acrnekT BUuHaxony.

3rigHO 3 HACTYNHUM acnekToM BMHaXxig CTOCYeTbCSi CNOcoby oTpumaHHs cnonyku cdopmynm (1), cnocié Bknovae:

(a) peakuito cnonyku dopmynu (l1):

R
= MH2
=

R? N )

R1

76142

v N

40

45

B skt R' Ta R? Bu3HaueHi y dopmyni () abo € ii saxuiiennmu noxinHumu, a R%° ¢ BigwennioBaHolo rpynoto, 3i
cnonykoto cpopmynu (I11):

Ar(CR2)2-NHz (lll)

UA

B SKili Ar Ta R BU3HadeHi y dopmyni (1) abo e i 3axveHumMm noxinHumu, abo (b) ans crnonyku cdopmynu (1) ge R
Ta/abo R? e rpynamm Y(CH2)pNR*RS, Y(CHZ)F>CONR4R5j Y(CH,)pCO,R®, Y(CH,)pOR® abo Y(CH,)pR® ge Y ¢
OKCUTEHOM,
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peakuito cnonykn copmynu (IV):

AHCRy,,

r
R N NH,

(V)
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ne R' abo R?, wo Tpeba nepetsoputit y rpyny Y(CH,)pNR*RS, Y(CH,)pCONR*RS, Y(CH,)pCO,R®, Y(CH,)pOR®
abo Y(CH,)pR®, e rinpokcunom, a iHwmii R a6o R?' pasom 3 Ar BuU3HaueHo BUlLe AN eTany (a), ai crnomykolo
dopmynu (V):

L-(CH2)pR2" (V)

ne R?' npencrasnsie NR*R®, CONR*R®, CO,R®, OR®, abo R® ta R*, R® ta R® Buanaueni y dopmyni (1) abo e ix
3axULEHUMW NOXIAHUMN,

Ta, Sk BapiaHT, gani etan (a) abo (b).

- BUAganeHHsa Oyab-aKol 3aXUCHOT rpynu

- NepeTBOpeHHA crnonyku dopmynu (1) B iHWy cnonyky dopmynu (1)

- YTBOPEHHS chapmMaLeBTUHHO NPUARHATHOT Coni.

Ha eTani (a) rpyna R% ¢ sigwiennioBaHoo rpynoko, SK-TO raroreH, 3okpema Xop.

Peakuilo MoxHa 3gilicHIOBATM B iHEPTHOMY PO3YUHHUKY, AK-TO AMMeTUndopmamin npu nigBuLleHin Temnepatypi,
Hanpuknag, npnbnmaHo npu 100°C.

Ha etani (b) BigwenntoBaHa rpyn L € nepeBaXHO ranoreHoM, 3oKpema XropoM. Peakuito MoxHa 3gilicHoBaTh Y
MPUCYTHOCTi OCHOBM, AIK-TO KapboHaT Lesilo B iHepTHOMY PO3YMHHUKY, AK-TO AumeTundopmMamig abo etaHor.

Cnonykun copmynm (IT) MoxxHa oTpumMyBaTK peakuieto cnonyku dpopmynu (VI):

Rzﬂ
R1
: X VoM
R N"

(VD

B Akii R ', R2 ta R% BusHaueHi y copmyni (Il) 3acobom XMOpYBaHHA, AK-TO TIOHIXIIOPUA, Ta peakuieio
Bi4NOBIOHOrO XropaHrigpugy 3 amiakom.

Cnonykun dopmynm (VI) moxHa oTpumyBaTh BigoMMMM 3 fiTepaTypu cnocobamu.

Tpeba po3ymiTv, WO Aeski PyHKUiOHanbHI rpynn MoXyTb noTpebyBaTh 3axucTy, BMKOPWUCTOBYHOUM CTaHOapTHI
3aXUCHI rpynu. 3axucT Ta 3HATTA 3axMCTy 3 PYHKUIOHanNbHUX rpyn Hanpuknag, onucaHo y [Protective Groups in
Organic Chemistry’, J. W. F. McOmie, Plenum Press (1973), Ta 'Protective Groups in Organic Sinthesis’, 3rd
edition, T. W. Greene & P. G. M. Wuts, Wiley-Interscience (1999)].

XBopobu, onocepenkoBaHi JAK3 BkMoYaoTh 3ananbHi, iMyHHI, Ta GpoHXo-rnereHesi poanaau.

MpencTaBneHnii BUHaXiO CTOCYETBCA TakoX chapMaueBTUYHOT komMnosunyii ans (a) nikyBaHHa abo nonepemXeHHs
po3nagy abo crtaHy, BUOpaHOro 3 BiATOPrHEHHA TPaHCMMaHTaTy opraHy, BOBYaKy, PO3CIIHOTO CKIlepo3y, peBMaToigHoro
apTpuTy, ncopiasy, giabety Tuny | Ta ycknagHeHb Big niabeTy, paky, acTMW, PUHITY, aTonivHOro AepmMaTuTy,
aBTOIMYHHUX po3nagiB LWMTOBUAHOT 3851031, BUPa3KOBOro KosniTy, xBopobu KpoHa, xBopobu AnbLreriMepa, nenkemii, Ta
HWKWX aBTOIMYHHUX XBopo6, abo (b) iHribyBaHHA OiNKoBMX TUPO3WH-KiHA3 abo AHyc-kiHasn 3 (JAK3) y ccasus,
BKIHOYAOYM JIIOAMHY, WO MICTUTb KinbKiCTb crnonyku cpopmynun | abo i dhapMaueBTUYHO NPUIAHATHOT coni, Wo €
eeKTUBHOLO Npu Takux poarnagax abo craHax, Ta dpapmMaleBTUYHO NPURHATHUIA HOCIN.

[NepeBarkHO CMONYyKM BUHaxXody BUKOPUCTOBYIOTb AONS NiKYBaHHA acTMW, peBMAaToOigHOro apTpuTy, Ta npu
BiATOPrHEeHHI/TpaHcnNaHTalii TpaHcnnaHTary.

BuHaxig ctocyeTbcs Takox chapmaleBTUHHOI KoMno3nuuil ons (a) nikyeaHHA abo nonepemkeHHs poanagy abo cTaHy,
BMOpaHNX 3 BIATOPrHEHHA TpaHCnnaHTaTy opraHy, BOBYaKy, PO3CISIHOrO CKIeposy, peBMaToigHOro apTpuTy, ncopiasy,
piabety TMny | Ta ycknagHeHb Big AiabeTy, paky, acTMW, PWHITY, aTonidHoro AepmaTuTy, aBTOIMYHHWX po3nagis
LWMTOBUAHOI 3aro3n, BMpPasKoBOro KomiTy, xBopobu KpoHa, xBopobu Anburenmepa, newkemii, Ta iHWWX aBTOIMYyHHUX
xBopo®, abo (b) iHribyBaHHS GINKOBUX TMPO3MH-KiHA3 abo AHyc-kiHasm 3 (JAK3) y ccaBus, BKIOYauy NMOANHY, WO
MICTUTb KinbKicTb cnonyku copmynu | abo i cdapMaueBTMYHO NPURHATHOI coni, nooguHui abo y kombGiHauil 3
iMyHocynpecopamn T-kniTuH abo aHTM3ananbHUMKU 3acobamy, edheKTUBHMMU NpU Takux posrnagax abo craHax, Ta
hapMaLeBTUYHO NPUINHATHUIA HOCIN.

BuHaxig ctocyeTbcsi Takoxk cnoco®y iHribyBaHHs GinkoBUX TUpO3MH-kiHa3 abo AHyc-kiHasn 3 (JAK3) y ccasus,
BKIHOYaOUM NIOAMHY, WO BKIOYAE BXMBAHHS BKa3aHUM ccaBLUeM edeKTUBHOI KinbkocTi cnonyku copmynu | abo i
hapMaLeBTUYHO NPUAHATHOT coni.

3rigHO 3 nogarnblUMM acnekToM BUHaxig CTOCYeTbCA 3acTocyBaHHA cnonykn dopmynu (IA) sk TepaneBTUYHOro
3acoby.

[osa cnonyku, siky BXMBaKTb, 3anexaTMe 3a HanexXHUMK nokasaHHAMU Bif Biky, Macy Ta cTaTi nauieHTa Ta Moxe
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OyTn BU3Ha4eHow nikapeMm. [lo3a nepeBaXHO 3HaxoauTbes y Mexax Big 0,1mr/krgo 100mr/kr.

Cronykn MOXHa BXMBaTW MiCLEBO, Hanpuknag, y nereHi ta/abo auxanbHi WNSXW, Y POpMi pO3YMHIB, CyCrneHsin,
aeposoriB abo Cyxux NOPOLLKOBMX KOMNO3WLiA, Hanpuknag, KoMno3uuii peuenTypy y NpUcTpoi 4na iHransuii, sigomMmomy
ak Turbuhaler®; abo cucTemMHo, Hanpuknag, nepoparnibHUM 3acTOCyBaHHAM y dopMi TabneTok, nintonb, Kancyn,
cuponis, nopowkie abo rpaHyn, abo napeHTepanbHWM 3acTOCYBaHHAM, Hanpuknag, Yy opMi CTepuribHoOro
napeHTepanbHoOro po3dnHy abo cycneHsii, abo pekTanbHUM 3acTOCyBaHHAM, Hanpuknag, y dhopmMi cynoanTopiis.

Cnonykn BUHaxody MOXHa BXWBATU CaMOCTIiHO abo sk dapmaueBTU4HY KOMMO3WLilo, WO MICTUTb CMoSyKy
BUHaxody y komGiHauii 3 dapmalueBTUYHO NPUAHATHUM po3pigXyBadeM, ag'toBaHToM abo Hociem. Ocobnmeo
nepeBayKHUMKN € KomMno3uLii 6e3 BMiCTY MaTepiany, 34aTHOro anst BUKINWKY LWKIANWBOI, Hanpuknag, anepriyHoi, peakuii.

Komnoauuii peLenTyp Cyxoro NOpoLLKy Ta aepo3oriB Mig TUCKOM CMOSyK BUHAXody MOXHA BXUBaTW nepopanbHoto
abo HasanbHow iHrangauieto. Ons iHransauii 6axkaHo, wo6 cnonyka 6yna BucokogucnepcHow. BucokogucnepcHa
crnosnyka nepeBaxHoO Mae cepefHit fiameTp MeHwe 3a 10MKM, Ta ii MOXHa cycneHgyBaTW y CyMilli NponeneHTis 3
auncnepratopoM, sik-To Cg-CogkupHa kucroTta abo i coni, (Hanpuknag, oneiHoBa KucroTa), cori »oBdi, docdoninia,
ankincaxapug, nepdgnyopoBaHuin abo MOMieTOKCMITOBaHUA cypdakTaHT, abo iHWWi dapMaueBTUYHO NPUAHATHUI
avcneprarop.

Cnonykn BUHaxody MOXHa TaKoX BXMBATU iHranstopamu Ans CyXoro nopoluky. |Hranatop moxe 6yTu ogHo- 4m
6aratofo30BMM iHransAToOpoM, Ta MoXe OyT aKTVBOBAHUM OAUXaHHSAM iHFranaTOpPOM A CyXOro NOPOLLKY.

OfHOK MOXIMBICTIO € 3MillyBaHHS BMCOKOOMCNEPCHOT CMOMYKM 3 PEYOBUHOK HOCISl, Hanpuknag, MoHo-, fi- abo
nonicaxapvgom, CNUPTOM faKkToan, abo iHWWM noniornom. NpuaaTHUMKM HOCIAMM € NakTo3W, Hanpuknag, nakrosa,
rmokosa, padiHo3a, MeneanTosa, NakTUTON, ManbTUTOM, Tperanosa, caxaposa, MaHiT Ta Kpoxmanb. AnbTepHaTUBHO
BMCOKOAMCNEPCHa Crnosyka Moxe GyTW MOKPUTOIO iHLLIOK peyoBUHOK. [MOPOLLKOBY CyMill MOXHa TaKoX po3noginaTv y
TBEpPAi KenaTUHOBI Kancynu, KoXHa 3 BMICTOM NOTPIOHOT J03WU akTUBHOT CNOMyKN.

|HWOo MoXnMBICTIO € 0Bpobka BUCOKOOAMCMEPCHOrO MOPOLIKY Yy cdepu, siki pyrHyroTbca npu iHransuil. Lium
ChepOHI30BaHNM MOPOLLKOM MOKHAa 3amnoBHIOBaTW pesepByap AN NikiB 6araTofo3oBOro iHranaTopy, Hanpuknag,
Bigomoro Ak Turbuhaler®, B SkoMy MpUCTPIN 4NA SO3yBaHHsS BigMiptoe NOTPIOHY [o3y, AKY Aani BXWBae nauieHT. 3
Liel cucTeMmn akTUBHY CMOMyKy, 3 Hociem abo 6e3 Hboro, Po3noAiNsalTs NaLieHTy.

[ns nepopanbHOro 3acToCyBaHHA akTWBHA Crorlyka Moxe OyTu 3miliaHo 3 af'toBaHTOM abo HOCIiEM, Hanpuknag,
NaKkTo30l0, Caxapo3olo, copbiTOM, MaHITOM, Kpoxmanem, Hanpuknag, KapTOnnsHWM KpoxmarneM, KyKypyassHUM
Kpoxmanem abo amirionekTMHOM; MOXIOHUMK Lenioriosn; 3B'A3yBanbHUM 3acoboM, Hanpukrag, XenatuHoMm abo
nonisiHinniponigoHom, Ta/abo NyGpukaHTOM, Hanpuknag, cTeapatoM MarHil, cTeapaTtoM KanbLilo, NonieTUNEHrNIKomneM,
BOCKOM, MapaddiHoM, Ta NogibHMm, a gani cnpecoBaHok Yy TabneTku. AKWo noTpiOHI nokpuTi TabneTkn, cepueBUHN,
OTpUMaHi K ONMWCaHO BULLE, MOXHE MOKPUTU KOHLEHTPOBaHWM PO3YMHOM JTaKTO3M, KM MOXe MICTUTW Hanpuknag,
rymiapabik, xxenaTuH, TarnbK, Aiokcma TUTaHy, Ta nogibHe. AnbTepHaTUBHO, Tabnetka Moxe OyTW NOKpMTO NpuaaTHUM
noniMepoM y po34uHi y NETIOHOMY OpPraHiYHOMY PO3YUHHUKY.

[ns oTpUMaHHA M'AKMX XXenaTMHOBUX Kamncyn Chorfyky MOXHa 3MillyBaTv, Hanpukniag, 3 POCHUHHOK ofielo abo
nonieTunexrnikonem. TBepai XenaTUHOBI Kancynn MOXYTb MICTUTWU TpaHynu Crnornyku, BMKOPUCTOBYIOYUM BULLE3radaHi
eKkyMnieHTn Ana Tabnetkn. Takox y TBepAi KenaTWHOBI Kancynu MoXyTb OyTu ynakoBaHi pigki abo HaniBTBepai
KoMno3unuii nikis.

Pigki npenapatv ons nepoparbHOro 3acTocyBaHHA MOXYTb OyTu y chopmi cuponis abo cycneHsiii, Hanpuknag,
PO34MHIB 3 BMICTOM cnoryk, 36anaHcoBaHUX FTaKTO300 Ta CyMILLLLIIO eTaHomy, BOAM, MilepuHy Ta NponineHrnikonto, aK
BapiaHT, Taki pigki npenapat¥ MOXyTb MICTUTU ©apBHUKK, CMakoBi 3acobu, caxapuH Ta/abo kapbokcuMeTunLentonosy
SK 3ryLyead, abo iHWi ekunnieHTK, Wo Bigomi daxisusm.

Cnonykn BUHaxo4y MOXHa TakoX BXUBATW Yy CNOMyYeHHi 3 iHLWUMMK Cnonykamu, BUKOPUCTOBYBAHUMUK ANS NiKyBaHHs
BUMLLe3a3Ha4YEeHNX CTaHiB.

TepMmiH “MeguyHa Tepania” BkoYae NpodinakTUYHI, SiarHOCTUYHI Ta TepaneBTUYHI pexumu in vivo abo ex vivo
AN NoAMHKY abo iHWoro ccaBLs.

HacTynHi npuknagm inocTpyoTh BMHaxXIA.

BaranbHi cnocobu

Yci peakuii 30iNcHIOBanNM y BUCYLLEHUX CKMAHUX NOCyAUHAX B aTMocdepi aproHy npuw KiMHaTHIN TeMmnepaTtypi, AKWo
He cKa3aHo iHWe. YCi pO34YMHHUKN Ta peareHTn Ta PO34YMHHUKN BUKOPUCTOBYBaNM Ak oTpumysanu. Cunikarens Mepck 60
(0,040-0,063mMm) BMKOpWUCTOBYBanNW Ana npenapatvBHOl xpomartorpadii Ha cwunikareni. KornoHky Kromasil
KR-100-5-C18 (25020mm, Akzo Nobel) Ta cymiwi auyeToHiTpun/Boga npu wsmakocTi notoky 10 Mr/XBUNKUH
BUKOpUCTOBYBanu ans npenapatueHoi BEPX. Peakuii BigctexxyBanu npu 254 Hm aHaniTuyHoto BEPX, BukopuctoBytoun
korioHky Kromasil C-18 (1504,6mm) Ta rpagieHT(3 Bmictom 0,1% TpudnyopoutoBoi kucnotu) Big 5 go 100%
aueToHITpWUY Yy BOAI NpW LUBWMAKOCTI MOTOKY 1MN/XBWIWH. BMNAPIOBAHHA PO34YMHHMKIB 34IMCHIOBANM Nig 3HUKEHUM
TWUCKOM, BUKOPWUCTOBYHOUM POTOPHUI BUNAPHUK NPU MakcumarnbHin Temnepatypi 40°C. MpoayKTy CyLWMnmn nig 3HUXKEHUM
TckoMm npu 40°C.

Cnextpu 'H-AAMP peecTpysanu Ha npunagi Varian Inova-400 a6o Unity-500+. LleHTpanbHUA MiK PO3YUHHIKY
xrnopodhopm-cia  (dy  7,27mnu"),  pumetuncynbdokena-de (dy 2,50mMnH") abo mertaHon-cll (dy 3,35mnH")
BUKOPWUCTOBYBANM K BHYTPILWHIA cTaHAapT. Mac-CnekTpy HU3bKOro PO3AiNeHHs oTpuMyBanu Ha cuctemi Hewlett
Packard 1100 PX-MC 3 ioHizauiriHoto kamepoto XIAT (xiMivHa ioHi3auia npu aTMmocdepHOMY TUCKY).

Cwunikarens Mepck 60 (0,040-0,063mm) BMKOpPUCTOBYBanW Ans npenapaTuBHOI xpomartorpadii Ha cunikareni.
KonoHky Kromasil KR-100-5-C18 (25020mm, Akzo Nobel) Ta cymiwi aueToHiTpun/Boga npu WBUAKOCTI noToky 10
MI/XBUIVH BUKOpUCTOBYBanNu Ana npenapaTtuBHoi BEPX. Peakuii BigctexxyBanu npu 254HM aHanitudHoto BEPX,
BUKOpUCTOBYIOUM KoroHKy Kromasil C-18 (1504,6mm) Ta rpagieHT(3 Bmictom 0,1% TpudnyopouTosoi kucrotu) Big 5 go
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100% aueToHITpUNy Yy BOAI NpW WBWAKOCTI MOTOKY 1 MI/XBWIMH. BMNApPlOBaHHSA PO3YMHHWKIB 3dilNcHIOBanu nig
3HUKEHUM TUCKOM, BUKOPUCTOBYIOHN POTOPHMIA BMNAPHUK NpU MakcumarnbHin Temnepatypi 40°C. MpoaykTv cywunu nig
3HMXXEHUM TUCKOM npun 40°C.

Mpwuknag 1

6-(BeHaunoken)-4-[3-(rigppokcmMeTnI)-2-MeTUNaHiniHol-7-meTokcun-3-xiHoniHkapbokcamin

a) 1-(BeH3nnokcn)-2-meTokeu-4-HitpobeHson

4-HitporyarnakonoBy cinb kanito, MoHorigpat (25r, 111Mmonb) Ta kapboHat uesito (3,25r, 10MMonb) BHocUNK B
ogHoropny konby Ha 500Mn Ta pogaesanu cyxuhi gumetundopmamig (200mn), ©GeHanbpomig (21,4r, 125mMmonb)
pofasanv KpannsMy npy KiMHaTHIA Temnepatypi nig a3oToM Ta peakuiliHy CyMmill nepeMillyBany eHeprinHo nNpoTAaroM
npnbnmaHo 3 roguH. Po34nHHMK Ta Hagnuwok 6eH3un6pomigy gani Bugananu nig aHmkeHnm tuckom. Bogy (200 mn) ta
eTaHon (100 mn) gogaBanu 40 CMpOro NPOAYKTY Ta KUN'ATUAK Nig 3BOPOTHUM XONoaunbHUKOM npoTarom 10-15 XBUIWH.
>KoBTyBaTi KpucTanu dinsTpyBanu 3 XOorogHO! CyMilli, TpoMUBanv Bogo Ta cywunu, otpumytodn 29 r (100% suxogy)
33rofIoBHOT CMOSyKu.

"H AMP (CDCly): w 7,85 (1H, dd); 7,77 (1H, d); 7,46-7,32 (5H, m); 5,26 (2H, s); 3,97 (3H, s).

b) 4-(BeHaunokcu)-3-meTokcianinii. Jo 1-(BeHannokcun)-2-meToken-4-HitpobeHsony (26r, 100MMOnb) Yy PO34uHI Y
eTaHoni (500mn) y ogHoropnin konbi Ha 2n gogaBanuy kpannsmu npoTtaroM 30 XBUMMH PO3YUH OUTIOHITY HaTpito y Boai
(500Mn), nepemillyBaHHA MPOAOBXKYBanM NPWU 30BHILLHIN TeMnepaTypi NpoTAromM 2 roguMH Ta micns Uboro peakuitHy
cymiw rpinu npu 70-80°C npoTaAroM npubnuaHo 4 roguH, OXONoMXKyBanu Ta nignyxyesanu kapboHatom HaTtpito. Ocan
diNbTpyBanv, NpoMuBanv Bogoto Ta cywnnu. MNMoeaHaHi BogHi ¢asun ekcTparyBanu etunayetatom. [oegHaHi opraHivHi
¢asn npoMmBanu Bopok, cywnnn G6e3BogHWMM cynbghatoM HaTpito, inbTpyBanu Ta BUnapioBany Jocyxa. 3anuiok
noegHysanu 3 BigdinsTpoBaHUM ocagoM, oTpumyodn 9,3r (41% Buxoay) NpoayKTy.

H AMP (OMCO-d6): «7,42-7,24 (5H, m); 6,67 (1H, d); 6,27 (1H, d); 6,02 (1H, dd); 4,86 (2H, s); 4,68
(2H,s); 3,67 (3H, s).

c) Oietun 2~(4-6eH3nnokcn-3-MeToKCiaHiniHo)MeTuneHmanoHaT

Cymiw 4-(BeHaunokcun)-3-meTtokciaHininy (9,3r, 40mMonk) Ta AieTuneTokcumeTunenmanoHaty (9,65r, 45mmone)
rpinu npu 120°C npoTsirom 1-1,5 roaMHn, yTBOpeHWUIA eTaHoN BUAANSANMN Nig 3HWXKEHUM TUCKOM, oTpumytoun 16r (100%
BMXOAY) 3arofloBHOI CMNOSYKH.

H AMP (CDCl,): p 11,0 (1H, d); 8,43 (1H, d); 7,45-7,29 (5H, m); 6,87 (1H, d); 6,67 (1H.d); 6,64 (1H, dd); 514
(2H, 8); 4,31 (2H, q); 25 (2H, q); 3,91 (3H, s); 1,39 (3H, t); 1,32 (3H, t).

d) ETun 6-6eH3unnokcn-4-xnop-7-MeTokcu-3-xiHomniHkapbokemnat

Cymiw pgietun  2-(4-(6eH3nnokcun-3-meTokciaHiniHo)MeTuneHmanoHaty (16r, 40mmone), Tonyon (100mn) Ta
okenxropugy docdopy (25mn) rpinv nig 3BOPOTHUM XONOAWSMBHUKOM nig asoToM npoTtarom 5 roguH. [licns
OXONOMAXEHHS PO3YMH BMNaproBanu ANA BUAANEHHS PO34YMHHWKIB Ta HaanWLKy okcmxropugy docdopy. 3anuiok
o6pobnanu BOOHUM PO3YMHOM rigpokapboHaTy HaTpilo, BOOOK Ta TPOXM e€TaHoMoM, [pinM Nig 3BOPOTHUM
XONOAUNBHUKOM MPOTArOM KiflbKOX XBWIUH. [licna oxonomkeHHs ocaf dinbTpyBanu, npoMuBany Tpudi Bogolo Ta
cywmnu y Bakyymi npu 50°C, otpumytoun 12r (81% Buxony) 3arofioBHOI CNONYKK.

H AMP (OMCO-d6): u 897 (1H, s); 7,68 (1H, s); 7,55 (2H, bd); 7,53 (1H, s); 7,46-7,35 (3H, m); 5,34
(2H, s); 4,40 (2H, q); 4,00 (3H, s); 1,37 (3H, 1).

€) 6-(beHaunnokcn)-4-xmnop-7-MeTokcn-3-XiHoniHkapboHoBa Kucnota

Etun  6-(BeHannokcn)-4-xnop-7-meToken-3-xiHoniHkapbokemnatr  (11,9r, 32MMOSb)  PO3YMHANM Y CyMiLi
TeTparigpodypaHy Ta metaHony (300mn) npu cnieBigHoweHHi 1:1. BogHuid rigpokeng, Hatpito (2,0M, 65mn, 130Mmonb)
AoQaBarnu Ta CyMmill nepemillyBany npu KiMHaTHI TemnepaTypi NpoTaroM 2 roguH. OpraHivHi po3YMHHUKK BUOANSNM
POTOPHUM BUMAapOBAHHSA Ta YTBOPEHWW pPO34YMH po3baensanu we sogok (200mn) oxonomkyBanu Ha nbogi Ta
nigkmcnoBanu o pH 2-3 rigpoxnopuaHoK KUCIOTOK NpU eHepriiHoMy nepemiwyBaHnHi. Ocan BigdinsTpoByBanu,
npoMvBanu ABidi BOAOIO, ABidi €TaHONoM Ta eTepoM Ta nig KiHeub cywunu y Bakyymi npu 50°C npoTsrom Hodi,
oTpumytoumn Ginui TBepaui npogykt, 11,0r (100% suxoay).

H AMP (OMCO-d6): p 13,66 (1H, bs); 8,97 (1H, s); 7,68 (1H, s); 7,54 (2H, bd); 7,52 (1H, s); 7,46-7,34
(3H, m); 5,34 (2H, s); 4,00 (3H, s).

f) 6-(BeHannokcu)-4-xrop-7-MeTokcu-3-xiHoniHkapbokcamin

Cymiw 6-BeHannokcn-4-xnop-7-meTtoken-3-xiHoniHkapboHosoi kucnotu (11,0r, 32mmonk), TioHinxnopuay (30mn) Ta
Tonyony (100 mMn) kun'aTUNKU Nig 3BOPOTHUM XONOAUSIBHUKOM NPOTATOM 2 rogMH Nig a3oToM.

[Micna oxonogXeHHa Tonyon Ta HaAnWLWOK TIOHINXNopuay BUAANANWM POTOPHWMM BUNAPOBAHHAM Ta 3anuLoK
cycneHgyBanu B aueToHi (250mn) Ta yTBOpeHy CycCrneHsilo OXONomKyBanu Ha nbogsHili 6aHi. BogHuin amiak (25%,
20mMn) gogasanu NocTynoBo, TpUMatoyn Temnepatypy Huwxkde 10°C. MNepemillyBaHHA NpogoBXyBarnu NpoTsaroMm 3 roguH
Ta aueToH fani Buaansanu poTOPHUM BMNapitoBaHHA. 3anuwok cycneHgyBanu y Bogi (200mn) Ta nepemiwysanu
NPOTAroM OAHOI roguHK, BiadinsTpoByBanu, NnpoM1MBanu ABidi BOAO, ABiYi eTaHONMOM Ta eTepoM Ta nifg KiHelb CyLnnun
y BakyyMi npu 50°C npoTarom Hodi, oTpumMytodn 6inyBatun TBepauin npogykt, 10,4r (95% Buxondy).

H AMP (OMCO-d6): u 8,65 (1H, s); 810 (1H, s); 7,83 (1H, s); 7,59 (1H, s); 7,54 (2H, bd); 7,50 (1H,
s); 7,46-7,34 (3H, 1); 5,33 (2H, s); 3,98 (3H, s).

n)6-BeH3nnokcn-4-3-(rigpoKCUMeTUN-2-METUMaHINIHO)-7-MeToKcK-3-XiHoNiHKkapbo-kcamia.

Cymiw  6-BeHaunokcn-4-xnop-7-meToken-3-xiHoniHkapbokcamigy (1,72r, 5mmonb), 3-amiHO-2-MeTWUNOeH3MNoBOro
cnupty (0,82r, 6mmonb), oytoBoi kucnotu (1,2mn) y aumetundopmamigi (20mn) rpinn npu 100°C npoTsarom OBOX
roguH. [Micns oxonogKeHHs peakuiHy cymill BunmMBanu Ha cymiw nig-soga (500mn) Ta nignyxyeanu go pH 9
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po36aBrieHUM TigpoOKCMAOM HaTpito. YTBOpeHWi ocad BiadinbTpoByBanu, NpoMmBanu BOAOH, CYWWNW Ha MNOBITPI,
npomMuBanuv ABidi eTepoM Ta Aani cylwmnu y Bakyymi npu 50°C, oTpumytoun 2,15r (97% Buxoay) 3aronoBHOI CNONYKKU AK
6inui TBepaui MaTepian.

H AMP (CDCly): p 10,82 (1H, s); 8,87 (1H, s); 826 (1H, s); 7,59 (1H, s); 7,37-7,20 (5H, m); 7,14-7,04
(8H, m); 6,73 (1H, s); 6,65 (1H, d); 5,22 (1H, t); 4,61 (2H, d); 4,50 (2H, s); 3,91 (3H, s); 2,20 (3H, s).

Mpuknag 2

6-MNapokcn-4-3-(rigpokcuMeTUn-2-MeTUMNaHInNiIHO)-7-MeToKCU-3-xiHoNiHKap6okcamig,

Cymiw 6-BeHannoken-4-3-(rigpoKCUMeTHN-2-METUMaHINIHO)-7-MeToKcK-3-XiHoniHkapbokcamigy (2,1r, 4,7MMonb) Ta
10% nanagito Ha Byrinni(0,44r) y metaroni (50mn), gumeTtundopmamigi (40mn), etunauetati (40mn) Ta ouToBIR
kucnoTi (0,5mn) rigppyeanu npu atmocdepHoMy TUCKy npu 25°C. Micna 24 roanH peakuiinHy cymiw dinbTpyBanu vepes
wap OpoyHMINepuTy, SKMIA gani npoMmuBanu AuMeTundopmamigom. MoegHaHi inbTpaTv nignyXkysanu BOAHWUM
amMiakoM Ta PO3YUHHWUKMA BUAANANN Nig 3HUXKEHUM TUCKOM. 3anuwiok cycneHgyBanu y metaHoni (10mn), ginsTpyBanu 1a
nNpoMUBarM METaHOMOM Ta eTepoM, CYLWnM Yy Bakyymi npu 50°C npoTarom Hodi, oTpumytoun 1,1r (66% Buxogy)
3arofloBHOT CMONYKN SIK XOBTUW TBEPAWUIA NPOAYKT.

H AMP (OMCO-d6): n 10,43 (1H, s); 9,53 (1H, s); 8,85 (1H, s); 827 (1H, s); 7,60 (1H, s); 7,27 (1H,
s); 7,08 (1H, d); 6,95 (1H, 1); 6,7S (1H, s); 6,40 (1H, d); 5,13 (1H, 1); 4,57 (2H, d); 3,92 (3H, s); 2,29 (3H, s).

Mpuknag 3

4-(3-TgpoKCMeTNN-2-MeTUNaHINIHO)-7-MeToKcn-6-[3-(4-MopdoniHin)nponoken]-3-xiHoniHkapbokcamig,

Cymiw  6-rigpokcun-4-(3-rigpokcumMeTnn-2-MeTUNaHiniHo)-7-metokcu-3-xiHoniHkapbokcamigy  (0,071r,  0,20Mmonb),
4-(3-xnopnponin)mopconiny  (0,036r, 0,22mmonb), kapboHaty uesito (0,13r, 0,40mMmonb) Ta gumeTundopmamigy
(2,5Mn) rpinu npu 100°C npoTsiroMm OBOX roAuH. TMicns OXONOMXKEHHS peakuiHy CyMmill BUNUBanW y Bogy Ta Tpudi
eKkcTparysanu AWXIIOPMETaHOM, PO3YUHHWUKW BUOANANW Mig 3HWKEHWM TUCKOM Ta 3anuoK XxpomaTorpadysanu Ha
cunikaresi, BUKOpMCTOBYIOYM AanxropmeTan/metarnon/amiak (200:10:1) Ak entoeHT.

Ddpakuii 3 BMICTOM NpoaykTy (cnabko 3abpyaHeHi) noegHyBanu Ta BunaploBani. 3anvoK po3TUpanu 3 eNoeHToM,
oTpumytoun 40Mr (38% Buxody) 3aronoBHOT CNONyKU K Ginuii TBepaUA NPOOYKT.

H AMP (CDCly): p 10,91 (1H, s); 8,76 (1H, s); 7,26 (1H, s); 7,16 (1H, dd); 7,14 (1H, t); 7,04 (1H, dd);
6,74 (1H, s); 6,15 (2H, bs); 4,69 (2H, bs); 3,95 (3H, s); 3,79 (4H, bt); 3,54 (2H, bt); 3,49 (1H, s); 2,46
(4H, m); 2,32 (2H, m); 2,30 (3H, s); 1,63 (2H, qv).

Mpuknag 4

4-(3-rig poKCMMETUN-2-MEeTUNAHINIHO-7-MeTOKCU-6-(2-MeToKCieToKeK)-3-XiHoniHkapbokcamina oTpumMyBanu cnocobom,
onucaHuMMm y npuknagi 3

H AMP (fIMCO-d6): p 10,81 (1H, s); 8,87 (1H, s); 8,26 (1H, s); 7,59 (1H, s); 7,25 (1H, s); 7,19 (1H, d),
7,07 (1H, t); 6,67 (1H, d); 6,65 (1H, s); 515 (1H, t); 4,56 (2H, d); 3,89 (3H, s); 3,47 (2H, bt); 3,40 (2H,
bt); 3,20 (3H, s); 2,26 (3H, s).

Mpuknag 5

4-(3-ippokcumeTun-2-MeTUNaHiniHoJ-7-MeToKkcu-6-oKTunokeun-3-xiHoniHkapbokcamig, oTpuMyBanu cnocobom,
onucaHmMm y npuknagi 3

H AMP (OMCO-d6): p 10,89 (1H, s); 8,86 (1H, s); 825 (1H, s); 7,58 (1H, s); 7,22 (1H, s); 7,18 (1H,
d); 7,07 (1H, t); 6,70 (1H, d); 6,65 (1H, s); 5,14 (1H, t); 4,55 (2H, d); 3,88 (3H, s); 3,32 (2H, bt); 2,24
(3H, s); 1,45 (2H, m); 1,33-1,15 (10H, m); 0,87 (3H, t).

Mpuknag 6

4-(3-rippokcuMeTUN-2-MeTUNaHInNiHo)-7-MeTokcn-6-[2-(4-Mmopdoninin)eTokcmn]-3-xiHoniHkapbokcamin  oTpumyBanu
cnocobom, onucaHum y npuknagi 3

H AMP (OMCO-d6): un10,86 (1H, s); 8,87 (1H, s); 8,26 (1H, brs); 7,59 (1H, brs); 7,24 (1H, s); 7,18
(1H, d); 7,07 (1H, t); 6,68 (1H, d); 6,67 (1H, s); 515 (1H, t); 4,65 (2H, d); 3,88 (3H, s); 3,54 (4H, T1);
3,45 (2H, brt); 2,43 (2H, t); 2,30 (4H, T); 2,24 (3H, s).

Mpwuknag 7

4-(3-rig poKCMMETUN-2-METUNAHINIHO)-7-MeTOoKCK-6-[2-(1-ninepnaunHin)eTokcun]-3-xiHoniHkapOokcamig, oTpuMyBanu
cnocobom, onucaHum y npuknagi 3

H AMP (OMCO-d6): n 10,84 (1H-, s); 8,86 (1H, s); 8,25 (1H, brs); 7,57 (1H, brs); 7,22 (1H, s); 7,17
(1H, d); 7,05 (1H, t); 6,67 (1H, d); 6,65 (1H, s); 5,13 (1H, brs); 4,54 (2H, s); 3,86 (3H, s); 3,41 (2H,
brt); 2,39 (2H, t); 2,25 (4H, 1); 2,23 (3H, s); 1,45 (4H, T); 1,35 (2H, T).

Mpuknap 8

4-(3-rigpokcMMeTUN-2-MeTunaHiniHo)-7-metokcun-6-[2-(1-niponignHin)etoken]-3-xiHoniHkapbokcamia oTpumMyBanu
cnoco6oM, onucaHum y npuknagi 3

H AMP (OMCO-ds6): w 10,83 (1H, s); 8,87 (1H, s); 8,26 (1H, brs); 7,58 (1H, brs); 7,24 (1H, s); 7,18
(1H, d); 7,06 (1H, t); 6,67 (1H, s); 6,66 (1H," d); 5,16 (1H, brt); 4,55 (2H, d); 3,88 (3H, s); 3,44 (2H, brt);
2,51 (2H, 1); 2,35 (4H, 1); 2,26 (3H, s); 1,65 (4H, T).

Mpuknag 9

6-[2-(aumeTunamiHo)eTokcmn]-4-(3-(rigpokCUMeTUN-2-MeTUNaHiniHo)-7-mMmeTokcu-3-xiHomniHkapbokcamin, oTpumyBanu
cnocobom, onucaHum y npuknagi 3

H AMP (OMCO-d6): w 10,87 (1H, B); 8,88 (1H, s); 8,27 (1H, brs); 7,60 (1H, brs); 7,26 (1H, s); 7,19
(1H, d); 7,08 (1H, t); 6,69 (1H, d); 6,68 (1H, s); 5,14 (1H, brs); 4,56 (2H, s); 3,89 (3H, s); 3,51 (2H,

-11-

76142 C2

UA



v N

ctv 1L 9L

[ARS

170

15

20

25

30

35

40

45

50

55

60

65

brt); 2,62 (2H, brt); 2,26 (6H, s); 2,25 (3H, s).

Mpuknag 10

6-[2-(aMmeTunamiHo)-2-okcoeTokcu]-4-(3-rinpoKCMMEeTU-2-MeTUMaHiNiHo)-7-MeToKeK-  3-xiHoniHkapBokcamig
oTpuMyBanu cnocobom, onucaHum y npuknagi 3

H AMPOMCO-(d6): . 10,81 (1H, s); 8,89 (1H, s); 8,28 (1H, brs); 7,60 (1H, brs); 7,27 (1H, s); 7,17 (1H
d); 7,03 (1H, t); 6,58 (1H, d); 6,48 (1H, s); 5,18 (1H, brt); 4,57 (2H, d), 4,23 (2H, brs); 3,91 (3H, s);
2,74 (3H, s); 2,66 (3H, s); 2,22 (3H, s).

Mpuknag 11

6-(2-amiHo-2-okcoeToKkcK)-4-(3-rig pokCMMETUN-2-MeTUNaHINIHO)-7-MeToKcu-3-XiHomniHkapbokcaMin  oTpumyBanu
cnocobom, onvcaHum y npuknagi 3

H AMP OMCO-d6): p 10,71 (1H, s); 8,88 (1H, s); 8,26 (1H, brs); 7,59 (1H, brs); 7,27 (1H, s); 7,26 (1H,
S); 7,18 (1H, d); 7,05 (1H, s); 7,03 (1H, t); 6,62 (1H, s); 6,58 (1H, d); 511 (1H, t); 4,57 (2H, d); 3,91
(3H, s); 3,85 (2H, s); 2,26 (3H, s).

Mpuknag 12

4-(2-ETnnaHiniHo)-6-meTokcun-7-[3-(4-mopdhoniHin)nponokcn]-3-xiHoniHkapbokcamin

a)4-xnop-7-rigpokcn-6-meTokcu-3-xiHoniHkapbokcamig,.

Cymiw  7-BeHannokcun-4-xrnop-6-meTokcn-3-xiHoniHkapbokcamigy  (1,0r, 2,9MMonb), OTPUMAHOIO  aHamnoriYHo
cnocoby, onucaHoMy y npuknagi 1 Ta Tioanisony (1,75mn, 14,1mmonk) y TFA (15mn) kun'aTunu nig 3BOPOTHUM
XONoAUNBHUKOM MPOTAromM 3 roguH. Micns OXonomKeHHS PO3YMHHUKM BUOANSANW N4 3HWXKEHUM TUCKOM Ta 3anuLok
BUNMBanNK y Body Ta nignyxyeanu BogHWM amiakom. Ocaf dinbTpyBanv, NpoMMBany BOAOK Ta CYLUWMM, OTPUMYIOYN
0,52r (72% Buxogy) 3arorioBHOT CNONYKK.

b)4-(2-ETunaninito)-6-metokcn-7-[3-(4-mopdponiHin)nponokcmn]-3-xiHoniHkapbokcamig,.

Cymiw  4-xrop-7-rigpokcun-6-meToken-3-xiHoniHkapbokcamigy  (0,056r,  0,22mmornb),  2-eTunaHiniHy  (32mkrn,
0,26mmonb) Ta ouyrtoBy kucnoTy (10mMkn) y eTtaHoni (5Mn) rpiny nig 3BOPOTHUM XONOOMIBHUKOM MPOTAroM 4 rogumH.
PO34unHHMKN BMOananu nig 3HWKEHUM TUCKOM Ta 3anuvlloK XpomaTtorpadyBanu Ha curlikarerni, BUKOPUCTOBYHOHM
MeTaHon aK entoeHT. MpoaykT posdnHanu y AMCO (5mn), nogasanu mopdoniHonponinxnopug (0,018r, 0,11Mmonk) Ta
Cs,CO3 (0,090r, 0,28Mmmonk) Ta cymiw rpinu npn 100°C npoTarom 20 roguH. lMicnd oXonomKeHHs cyMill BUMBanNn y
BOOY Ta BOAHI hasn ekcTparyBanv MeTUneHxropuaom. 3anuwok xpomartorpadyBanu Ha cunikareni, BUKOPUCTOBYHOYUM
MeTuneHxnopua/metaHon (9/1-1/1) ak entoeHT, oTpumytoun 9mr (9% BuUxody) 3arofoBHOI CNOMYKU.

H AMP (CDClg): p 11,05 (1H, s); 8,96 (1H, s); 7,35 (1H, s); 7,32 (1H, dd); 7,12 (2H, m); 6,91 (1H, dd);
6,74 (1H, s); 4,22 (2H, m); 3,68 (4H, m); 3,25 (3H, s); 2,80 (2H, m); 2,52 (2H, q); 2,44 (4H, m); 2,0S (2H,
m); 1,30 (3H, t).

3aronosHi cnonyku npuknagis 13-15 oTpumyBanm cnocobom, aHanorivyHMM cnocoby, onucaHomy y npuknagi 12.

Mpuknag 13

6-MeTokcun-4-[2-(MeTuncynedaHin)aHiniHo]-7-[3-(4-mopdoniHin)nponoken]-3-xiHoniHkapbokcamia.

H AMP (CDCl3): n 10,76 (1H, s); 8,89 (1H, s); 7,34 (1H, s); 7,32 (1H, d); 7,11 (1H, dd); 7,02 (1H, dd),
6,79 (1H, d);6,75 (1H, s);4,21 (2H, t); 3,72 (4H, t); 3,39 (3H, s); 2,565-2,42 (6H, m); 2,49 (3H, s); 2,10-2,02 (2H, m).

Mpuknag 14

4-[3-{MapoKCUMeTUN)-2-MeTUMNaHINiIHO]-6-MeTokcn-7-[3-(4-MopdboniHin)nponokcn]-3-xiHoniHkapbokcamig,.

H AMP (CDCly): p 10,81 (1H, s); 8,79 (1H, s); 7,26 (1H, s); 7,20 (1H, d); 7,16 (1H, dd); 6,84 (1H, d);
6,69 (1H, s); 4,74 (2H, s); 4,15 (2H, t); 3,68 (4H, t); 3,29 (33H, s); 2,48 (2H, t); 2,42 (4H, T7); 2,32 (3H, s); 2,01 (2H, T).

Mpuknag 15

4-(1H-ingon-4-inamiHo)-6-meTokcu-7-[3-(4-mopdoniHin)nponokcun]-3-xiHoniHkapbokcamig,.

H AMP (CD5OD): p 882 (1H, s); 7,37 (1H, d); 7,23 (1H, d); 7,15 (1H, s); 7,14 (1H, t); 6,92 (1H, s);
6,88 (1H, d); 6,21 (1H, d); 4,21 (2H, t); 3,78 (4H, t); 2,98 (3H, s); 2,98-2,88 (6H, 1);2,18(2H, T).

Mpuknag 16

Metun 4-{[3-(amiHokapOoHin)-6-meTokcu-4-(2-TonyignHo)-7-xiHoniHin]Jokcn}oyTaHoar.

CyMiw 7-rinppokcun-6-MeTokemn-4-(2-tonyianHo)-3-xiHoniHkapbokcamigy (0,026r, 0,080mmone), AMCO (2,5mr), Ko,CO5
(0,017r, 0,12mmonb), Ta MeTun 4-xnopbytarnoaty (0,011r, 0,080MMoNb) KUN'ATUAKU Nig 3BOPOTHUM XOMOAUSTBHUKOM
npotaroMm 2 roguH. PeakuiiiHy cymiw inbTpyBanu, BunaptoBany Ta xpomaTorpadpyBanu Ha cunikareni, oTpuMyrYm
3arofloBHY CMOJIyKy.

H- AMP OMCO-d6: n 10,72 (1H, s); 8,85 (1H, s); 8,25 (1H, brs); 7,58 (1H, brs); 7,28 (1H, d); 7,22 (1H,
s); 7,10-6,97 (2H, T1); 6,68 (1H, d); 6,67 (1H, s); 4,10 (2H, t); 3,57 (3H, s); 3,26 (3H, s); 3,28 (3H, s);
2,05-1,93 (4H, 7). XIAT-MC m/z: 424,1 [MH+]

Mpuknag 17

4-(2-ETnnaHiniHo)-7-(3-rigpokcunponokcu)-6-meTokeun-3-xiHoniHkapbokcamig.

Cymiw 4-(2-eTunaniniHo)-7-rigppokcun-6-meTokem-3-xiHoniHkapbokcamigy (0,12r, 0,35mmonk), AMCO (15mn), Cs,CO3
(0,34r, 1,0mmonb), Ta 1,3-anbpomnponany nepemiwysanu npu 100°C npoTtsarom 2 roguH. PeakuiiHy cymiw Bunusanu y
Hacu4eHWn BOAHWUI PO34MH rinpokapboHaTy HaTpilo Ta ekcTparyBanu AuxyiopMmeTaHoM. PedoBUH XpomaTorpadpyBanm,
OoTpuMyto4mn 3aronioBHy cnonyky (0,012r, 9%).

H AMP (CDCly): u 10,82 (1H, s); 8,83 (1H, s); 7,34-7,26 (2H. m); 7,09 (1H, 7); 6,83 (1H, dd); 6,70 (1H, s);
4,60 (2H, t); 3,93 (2H, t); 3,2S (3H, s); 2,77 (2H, q); 2,12 (2H, m); 1,22(3H, t). XIAT-MCm/z: 396,1 [MH+]

Mpuknag 18
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6-MeTokcmn-7-[2-(4-mopdboniHin)eTokcun]-4-(2-TonyianHo)-3-xiHoniHkapbokcamig,.

3aronoBHy Crnonyky oTpUMyBanu cnocobom, onucaHum y npuknagi 12.

H SAMP (CDCly): p 10,60 (1H, s); 8,72 (1H, s); 7,28-7,26 (2H, 1); 7,07 (1H, 7); 6,89 (1H, 7); 6,75 (1H,
s); 4,28 (2H, t); 3,72 (4H, t); 3,32 (3H, s); 2,88 (3H, t); 2,58 (4H, t); 2,36 (3H, s). XIAT-MC m/z: 437,2 [MH+]'

Mpuknag 19

4-(2-ETnnaHiniHo)-6-meTokcu-7-(2-MeToKcieToken)-3-xiHoniHkapOokcamig,.

Cymiw  4-(2-eTnnaHiniHo)-7-rinpokcn-6-meTokcmn-3-xiHoniHkapbokcamigy (0,22r, 0,6 mMMonk), aumeTundopmamigy
(15mn), Cs,CO; (0,64r, 1,98mmonk), Ta 2-6pomeTunMeTvrieTepy nepemiwysanu npu 100°C npotarom 2 roguH.
Peakuiliny cymilw BunapioBanu Ta xpoMartorpadyBanu, oTpMMytodmn 3aronoBHy cnonyky (0,045r, 18%).

"H AMP (CDCly): p 10,70 (1H, s); 8,72 (1H, s); 7,30 (1H, dd); 7,26 (1H, s); 7,08 (1H, m); 6,85 (1H, dd);
6,74 (1H, s); 4,28 (2H, t); 3,83 (2H, t); 3,45 (3H, s); 3,30 (3H, s); 2,80 (2H, q); 1,30 (3H, t). XIAT-MC m/z: 396,1 [MH+]

Mpwuknag 20

4-(2-ETnnaHiniHo)-6-meTokeun-7-[3-(1H-1,2,4-Tpnason-1-in)nponokcu]-3-xiHoniHkapbokcamig

a) Etun 3-(1H-1,2,4-tpnason-1-in)nponanoat. o posunHy 1H-1,2,4-tpnasony (5r, 72,4mmonbk), EtOH (36mn) Ta
Na (1,66r, 72,4mmonb) AogaBanv Kpannamu eTtun-3-6pomnponioHat (9,9mn, 79,6mMmonb). PeakuiiHy cymiw
nepemillyBanu nNpoTAroMm Hodi, dinsTpysanu, sunaptoBany go 50Mn Ta neperaHanu, oTPUMYKOYU 3arofioBHY CrosyKy
(3,3r 30%) Ak 6inMin TBEPAMI NPOAYKT.

H AMP (OMCO-d6): n 8,43 (1H, s); 7,90 (1H, s); 4,30 (2H, t); 3,94 (2H, 9); 2,78 (2H, t); 1,05(3H, t).

b)3-(1H-1,2,4-Tpnason-1-in)-1-nponaxHon.

Oo posuunHy etun 3-(1H-1,2,4-Tpnason-1-in)nponaHoary (2,95r, 17,5mMmMons) B eTepi (90mn), gopasanu LiAlH,
(0,66r, 17,5mMmonb). lNicna kun'aTiHHA Nig 3BOPOTHUM XOroAaWsbHUKOM npoTarom 60 roguH, gogasanu 10mn cymili
50%-meTaHon-Boda. PeakuiiHy cymiw dinbTpyBanu 1a ¢ineTp npoMmuBanu 100mn meTaHony Ta Agidi 100mMn rapsdol
BogMu. lMicnsa BMnapoBaHHSA 3arofloBHUA NPOAYKT OTpPUManu nicns OMUCTKN, BUKOPUCTOBYIOUM NpenapaTusHy BEPX.

"H AMP (CDCla): 1 8,42 (1H, s); 7,98 (1H, s); 4,35 (2H, t); 3,47 (2H, t); 2,09 (2H, q).

c) 1-(3-xnopnponin)-i  H-1,2,4-tpnason.  3-(1H-1,2,4-tpnason-1-in)-1-nponaton (0,160 r, 1,3 mMmonb)
KAN'ATUAW Nig 3BOPOTHUM XONOAWSIBHUKOM Y TioHimxopuai (3mMn) npotarom 2 roauH. PeakuinHy cyMill BMnaproBanu
OoTpUMytoYmn 3aronoBHui NnpogykT. XIAT-MC m/z: 146,1 [MH+]

d) 4-(2-ETunaHiniHo)-6-meTtokcn-7-[3-(1H-1,2,4-Tpnason-1-in)nponokcu]-3-xiHoniHkapbokcamig,.

3aronoBHUIN NPOAYKT OTpMMyBanu cnocobom, onnucaHuMm y npuknagi 17

H AMP (CDCly): p 10,71 (1H, s); 8,70 (1H, s); 8,07 (1H, s); 7,94 (1H, s); 7,34-7,29 (1H, m); 7,20 (1H,
s); 7,16-7,05 (2H, T1); 6,90-6,85 (1H, T); 6,76 (1H, s); 4,44 (2H, t); 428 (2H, t); 3,62 (3H, s); 2,80 (2H,
q); 2,46 (2H, 1); 1,30 (3H, t). XIAT-MC m/z: 447,5 [MH+]

Mpuknag 21

4-(2-ETnnaHiniHo)-6-meTokcun-7-[4-(4-MmopdoniHin)byTokcun]-3-xiHoniHkapbokcamig,.

4-(2-ETnnaHiniHo)-7-rigpokcn-6-meToken-3-xiHoniHkapbokcamig (0,064r, 0,19Mmonb) posunHsnn y OAMCO (4mn),
ponasanu 1-6pom-4-xropbytaH (22mn, 0,19mmonb) Ta Cs,CO5. (0,18r, 0,55mMmMonb) Ta cymill nepemiwyBanv npu
30BHIlWHIN TemnepaTypi npotarom 3 gi6. Cymiw BunMBanu y Boay Ta eKcTparyBanu METUNEHXNopMAOM. 3anuiiok
XpomartorpadpyBanM Ha cunikareni, BukopuctoBytoun etunauetatr/metaHon (1:01:1) gk entoeHT. YTBOpeHe Macro
posunHanu y AME, nogaeanu mopdboniH (25mkrn, 0,29Mmonk) Ta kataniTudHy kinekicte Kl, cymiw rpinu nig 3BopoTHUM
xonopuneHnkoMm npotarom 4 Ai6. lMicna oxonomxeHHs CyMmill BUNMBanuW y Bogy Ta eKcTparyBanu MeTUNeHXIIopUaoMm.
Cupuii npodyKT ounany npenapatueHoto BEPX, oTpumytodn 20 Mr (22% Buxoay) 3arofioBHOI Cromnyku.

H AMP (CDCly): p 11,31 (1H, s); 9,02 (1H, s); 7,40 (1H, s); 7,34 (1H, d); 7,22-7,11 (2H, m); 6,95 (1H,
d); 6,73 (1H, s); 4,18 (2H, t); 3,72 (4H, m); 3,29 (3H, s); 2,79 (2H, q); 2,5- 2,40 (6H, m); 1,93 (2H, m);
1,69 (2H, m); 1,28 (3H, t).

Mpuknag 22
a)7-(3-xnopnponokcu)-4-[3-(rigpokcumMeTnn)-2-MeTunaHiniHo]-6-metokcu-3-xiHoniHkapbokcamig,.
7-Fppokcn-4-[3-(rigpokcMMeTun)-2-MeTUMNaHiniHo]-6-MmeTokcu-3-xiHoniHkapbokcamin (0,90wmr, 2,54MMonb)

pos3unHanu y aumetundopmamigi (10mn), gopasanu 1-6pom-4-xropbytaH (0,28mn, 2,79mmonb) Ta Cs ,COz (1,7r,
5,2mMMonb) Ta cyMmill nepemillyBanu npu 30BHIWHIA TemnepaTypi npotarom 3 gi6. Cymiw BunuBanu y Bogy Ta
eKkcTparyBanu MeTuneHxriopuaom. 3anuniluok XxpomartorpadyBanun Ha cunikareni, BUKOPUCTOBYOUM eTunaueTtat/meTaHon
(1:05:1) ak entoeHT, oTpumytodn 550mr (50% BUXOAY) 3arofioOBHOT CNOMYKHU.

H AMP (OMCO-d6): pn 10,85 (1H, s); 8,83 (1H, s); 8,22 (1H, s, br); 7,30 (1H, s, br); 7,22 (1H, s); 7,10
(1H, d); 7,02 (1H, t); 6,65 (1H, d); 6,62 (1H, s); 5,18 (1H, m); 4,58 (2H, d); 4,21 (2H, t); 3,78 (2H, t);
3,22 (3H, s); 2,23 (3H, s); 2,23-2,19 (2H, m).

Mpuknag 23a. 23b

7-{3-[(ymnc)-2,6-OnmeTnnmopdponiHin]nponokcmn}-4-[3-(rigpokcMeTnn)-2-MeTUNaHiniHo]-6-MeTokcn-3-XiHoniHKkapOok
camig Ta
7-{3-[(TpaHc)-2,6-AnmeTnnmopdoninin]nponokcun}-4-[3-(rigpokcMmMeTnn)-2-MeTUNaHiniHo]-6-meTokcu-3-xiHoniHkapbokca
mig.

7-(3-xnopnponokcn)-4-[3-(rigpokcumMeTnn)-2-MeTunaHiniHo]-6-metokcn-3-xiHoniHkapbokcamig ~ (50mr,  0,12MMonb)
po3unHanu y OME (3mn), gogasanu 2,6-gumeTtunmopdonid (25mkn, 0,29Mmonk) Ta kataniTudHy Kinekicte Kl, cymiw
rpinv nig 3BOPOTHUM XOnogunbHWKOM npoTarom 4 gi6. [icna oxonomKeHHs CyMmill inbTpyBanu Ta CUpUn NPOAYKT
ouvwanu npenapatusHolo BEPX, oTpumytoun 14mr (23% Buxony) umc-cnonykn ta 8mr (13% Buxony) TpaHC-CNonyku.

7-{3-[(yunc)-2,6-aumeTunmopdponiHin]nponokcn}-4-[3-(rigpoKkCUMeTUN)-2-MeTUNaHINiIHO]-6-MeToKCK-3-XiHoMiHKapOok
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camig:

H SAMP (CDZOD): p 8,89 (1H, B); 7,24 (1H, d); 7,20 (1H, B); 7,18 (1H, t); 6,95 (1H, d); 6,79 (1H, s);
468 (2H, s); 4,20 (2H, t); 3,75-3,65 (2H, T1); 3,29 (3H, s); 3,0 (2H, d); 2,78 (2H, t); 2,38 (3H, s); 2,16
(2H, T1); 1,95 (2H, T); 1,18 (6H, d).

7-{3-[(TpaHc)-2,6-anmeTmnmopdoninin]nponokcu}-4-[3-(rigpokcMMeTnn)-2-MeTUNaHiniHol-6-MmeTokcn-3-xiHoniHkap6
okcamin:

'H AMP CD;OD, npu 55°C: pu 882 (1H, s); 7,52 (1H, d); 7,35 (1H, t); 7,29 (1H, s); 7,18 (1H, d); 6,85
(1H, s); 4,78 (2H, s); 4,30 (2H, t); 4,18 (2H, 71); 3,35 (3H, s); 3,21 (4H, T1); 2,93 (2H, T1); 2,34 (2H, T);
2,35 (3H, s); 1,35 (6H, d).

3aronoBHi cnonyku npuknagy 24-26 oTpumyBanu cnocobom, aHanoridHum cnocoby, onvcaHoMy y npuknagi 23.

Mpuknag 24

4-[3-(TippokcumMeTnn)-2-MeTunaHiniHo]-6-metoken-7-[3-(1-ninepnanHin)nponokcun]-3-xiHoniHkapbokcamig.

'H AMP (CD5OD): p 882 (1H, s); 7,34 (1H, d); 7,25 (1H, s); 7,18 (1H, t); 6,89 (1H, d); 6,85 (1H, s);
4,75 (2H, s); 4,22 (2H, t); 3,35 (3H, s); 3,20-3,05 (6H, rn); 2,40 (3H, s); 2,28 (2H, w); 1,85 (4H, T1);1,64(2H, 7).

Mpuknag 25

7-{3-[(2-ETokcieTnn)amiHo]nponokcu}-4-[3-(rigpokcumeTunn)-2-MeTunaHiniHo]-6-meTokcu-3-xiHoniHkapbokcamig.

H AMP (CD,0OD): p 882 (1 H, ) 7,30 (1 H,d);, 725 (1 H, s); 7,18 (1 H, t); 689 (1 H, d); 6.82 (1H,
s), 4,76 (2H, s); 422 (2H, t); 3,59 (2H, t); 3,53 (2H, q); 3,35 (3H, s); 2,89 (2H, t); 2,83 (2H, t); 2,40
(3H,s); 2,12 (2H,m); 1,18 (3H,t).

Mpuknag 26

4-[3-(TippokcuMeTn)-2-MeTUNaHiniHo]-6-meToken-7-[3-(4-TiomopdponiHin)nponokcu]-3-xiHoniHkapbokcamig,

'H AMP (CD5OD): p 881 (1H, s); 7,31 (1H, d); 7,22 (1H, s); 7,18 (1H, t); 6,86 (1H, d); 6,80 (1H, s);
4,75 (2H, s); 4,20 (2H, t); 3,38 (3H, s); 3,08 (2H, m); 2,80-2,60 (8H, m); 2,39 (3H, s); 2,08 (2H, m).

Mpuknag 27:

6-[3-(dumeTnnamino)nponokcu]-4-(2-eTunaHiniHo)-7-MmeTokcu-3-xiHoniHkapbokcamig

a) 6-(beHannokcn)-4-(2-eTUnaniniHo)-7-meTokcn-3-xiHoniHkapbokcamig,

3aronoBHy crnosnyky oTpumyBanu cnocobom, onucannm y npuknagi 1g XIAT-MC m/z: 428 [MH+]

b) 4-(2-ETunaHiniHo)-6-rinpokcu-7-meTokcu-3-xiHoniHkapbokcamin

3aronoBHy cnomnyky oTpumyBasiy cnocobom, onucaHum y npuknagi 2

H AMP (OMCO-d6): w 10,82 (1H, s); 9,54 (1H, brs); 8,86 (1H, s); 8,29 (1H, brs); 7,62 (1H, brs); 7,28
(1H, s); 7,28 (1H, m); 6,98 (2H, 1); 6,76 (1H, s); 6,45 (1H, T); 3,92 (3H, s); 2,75 (2H, q); 1,29 (3H, t).
XIAT-MC m/z: 338 [MH+]

c) 6-[3-(dnmeTunamiHo)nponokcu]-4-(2-eTUnaHiniHo)-7-meToken-3-xiHoniHkapbokcamig,

Mpuwennennii o nonimepy TpudgeHindocdgin (0,15r, 0,44mmonb) Ta 3-gumMeTunamiHo-1-nponaHon (26mkn,
0,22mmonb) cycnengyBanu Ta po3dnHANM Yy AnxropMeTaHi Ta TeTparigpodypaHi npu -15°C Ta nepemiwyBanu npoTAarom
30 XBUJSIVH. DEAD (70 MK, 0,44 MMOJb) nopasanun Kpannamu npwu -15 °C.
4-(2-ETunaHiniHo)-6-rigpokcun-7-meToken-3-xiHoniHkapbokcamig (50mr, 0,15Mmonb) cycneHayBanu y TeTparigpodypaHi
Ta fani gogasanu o peakuinHoi cymiwi. PeakuiriHy cymill nepeMiwlyBanu NpoTAroM Houi, Aarydy TemnepaTtypi 3pocTu
npubnuaHo po 10°C. MMonimep BiadInbTpoByBanu Ta inbTpaT KOHUEHTPYBanuM y Bakyymi. [pogykT ouvwanu,
BMKOpWCTOBYIOUM npenapatusHy BEPX, otpumytoun 15mr (24%) 6inux kpucTanis.

'H AMP (CD5OD): p 879 (1H, s); 7,37 (1H, m), 7,22 (1H, s); 7,15 (2H, m); 6,84 (1H, m), 6,78 (1H, s),
3,95 (BH, s); 3,42 (2H, t); 2,79 (2H, q); 2,35 (2H, t); 2,23 (6H, s); 1,74 (2H, m);1,29(3H, t) XIAT-MC m/z: 423 [MH+].

3aronoBHi cnonyku npuknagie 28-33 oTpumyBanu cnocobom, aHanoriyHum cnocoby, onncaHoMy y npuknagi 27

Mpuknag 28

4-(2-eTnnamino)-6-[3-(1H-imigazon-1-in)nponokcu]-7-meTokcn-3-xiHoniHkapbokcamig,

'H AMP (CD5OD): p 880 (1H, s); 7,54 (1H, s); 7,29 (1H, m); 7,24 (1H, s); 7,06 (3H, m); 6,98 (1H, s);
6,80 (1H, 1); 6,71 (1H, s); 3,99 (3H, s); 3,28 (2H, T); 2,75 (2H, q); 2,04 (2H, 7); 1,27(3H, t) XIAT-MC m/z: 446 [MH+]

Mpuknag 29

4-(2-ETnnaHiniHo)-7-meTokcun-6-(3-TieHinmeToken)-3-xiHoniHkapbokcamin

H AMP (CDZ0OD): p 880 (1H, s); 7,37 (2H, m); 7,24 (1H, s),- 7,16 (2H, m); 7,06 (1H, m); 6,91 (1H, m),
6,87 (1H, s); 6,83 (1H, m); 4,53 (2H, s); 3,97 (3H, s); 2,76 (2H, q); 1,29 (3H, t). XIAT-MC m/z: 434 [MH+]

Mpuknag 30

6-[2-(OmmeTunamiHo)eTokcm]-4-(2-eTnaHiniHo)-7-meToken-3-XiHoniHkap6okcamin

"H AMP (CDZOD): p 8,80 (1H, s); 7,37 (1H, m); 7,22 (1H, s); 7,15 (2H, m); 6,84 (1H, m); 6,78 (1H, m);
3,95 (3H, s); 3,50 (2H, brt); 2,80 (2H, q); 2,57 (2H, t); 2,24 (6H, s); 1,30 (3H, t). XIAT-MC m/z: 409.[MH+]

Mpuknag 31

6-(3-AmMiHonponokcu)-4-(2-eTunaHiniHo)-7-MeTokcu-3-xiHoniHkapbokcamin

Cnonyky cuHTe3yBanu €K BULLe, BUKOPUCTOBYloYM Boc-amiHo-saxuwieHnin cnupt. [licns BigdinbTpoByBaHHA
noniMepy Ta BMMNaplOBaHHS, 3anULLOK po3dnHANM y auxnopmetani Ta TFA (50:50) Ta nepemiwyBanu npu KiMHaTHINA
Temnepatypi npotarom 30 XBUNWH. PO34YMHHUK BUNapioBanu Ta npodyKT ouunllany npenapatmeHolo BEPX.

H AMP (CDZOD): u 8.82 (1H, B); 7,38 (1H, m); 7,23 (1H, s); 7,16 (2H, m); 6,86 (1H, m); 6,80 (1H, s); 3,97 (3H.
s); 3,48 (2H, brt); 2,81 (2H, q); 2,71 (2H, 1); 1,74 (2H, 1); 1,31 (3H, t). XIAT-MC m/z: 395 [MH+]

Mpuknag 32
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4-(2-ETnnaHiniHo)-7-meTokcmn-6-[2-(MeTunamiHo)etokcm]-3-xiHoniHkapbokcamig

"H AMP (CD3;OD): p 8,80 (1H, s); 7,36 (1H, m); 7,23 (1H, B); 7,15 (2H, m); 6,84 (1H, m); 6,80 (1H, s);
3,97 (3H, s); 3,50 (2H, brt); 2,79 (2H, q); 2,75 (2H, t); 2,37 (3H, s); 1,29 (3H, t). XIAT-MC m/z: 395 [MH+]

Mpuknag 33

6-(2-AMiHoeToKcH)-4-(2-eTUNaHiniHo)-7-meToKcK-3-xiHoniHkapbokcamig,

'H AMP (CD5OD): p 8,80 (1H, s); 7,36 (1H, brd); 7,23 (1H, s); 7,14 (2H, m); 6,84 (1H, brd); 6,78 (1H,
s); 3,96 (3H, s); 3,41 (2H, brt); 2,79 (4H, 1); 1,29 (3H, t). XIAT-MC m/z: 381 [MH+]

Mpuknag 34

7-[3-(OumeTnnamito)nponokcu]-4-(2-eTunaHiniHo)-6-meTokcun-3-xiHoniHkapbokcamin

a) 4-(2-EtunaHiniHo)-7-6eH3nnokcn-6-meTokcu-3-xiHoniHkapbokcamin

3aronosHy Cnonyky oTpumyBanu fK onucaHo y npvknagi 27a, noYnHaruu 3
7-6eH3nnoKken-4-xnop-6-meTokcun-3-xiHoniHkapbokcamigy, Wo oTpMMyBann aHanoridHo cnoco®y, onnucaHomy y npuknagi
1. Buxig 4,4 1 (89%) CBITNO-KOPUYHEBOTO MNOPOLLIKY.

H AMP (OMCO-d6): 11,85 (1H, brs); 8,98 (1H, s); 8,47 (1H, brs); 7,84 (1H, brs); 7,562-7,33 (7H, T);
7,29-717 (2H, T1); 6,99 (1H, brd); 6,75 (1H, s); 526 (2H, s); 3,24 (3H, s); 2,70(2H, Qq);1,20(3H,t). XIAT-MC
m/z: 428 [MH+]

b) 4-(2-EtunaHiniHo)-7-rinpokcn-6-meTokcu-3-xiHoniHkapbokcamin

3aronoBHy Cnonyky oTpuMyBarnu, Sk onucaHo y npuknagi 27b

Buxig 0,3r (90%) »oBToro macrna, Lo KpucTanisyBanocsi Yepes Kinbka roguH.

'H AMP (CDOD): p 870 (1H, s); 7,39 (1H, m); 719 (2H, m); 7,00 (1H, s); 6,94 (1H, m); 6,73 (1H,
8);2,78(2H, q); 1,29 (3H, t). XIAT-MC m/z: 338 [MH+]

c) 7-[3-(dnmeTunamiHo)nponokcu]-4-(2-eTunaniniHo)-6-meToken-3-xiHoniHkapbokcamig,

3arofioBHy cnoryky oTpuMyBanu, Sk onnucaHo y npuknagi 27c¢.

H AMP (CDZOD): pn 8,78 (1H, s); 7,35 (1H, m); 7,19 (1H, s); 7,13 (2H, m); 6,83 (1H, m); 6,77 (1H, s);
4,15 (2H, t); 3,28 (3H, s); 2,79 (2H, q); 2,57 (2H, 1); 2,29 (6H, 4); 2,05 (2H, m);1,28(3H, t). XIAT-MC m/z: 423 [MH*]

3aronosHi cnonyku npuknagie 35-37 oTpumyBanu cnocobom, aHanoriyHum cnocoby, onmcaHoMy y npuknagi 34

Mpuknag 35

4-(2-ETnnaHiniHo)-6-meTtokcu-7-{3-[MmeTun(4-nipuaunHin)amiHolnponokcu}-3-xiHoniHkapbokcamin

H AMP (CDZOD): p 8,78 (1H, s); 7,93 (2H, brm); 7,37 (1H, m); 7,16 (2H, m); 7,13 (1H, s); 6,84 (1H, m);
6,79 (1H, s); 6,67 (2H, brd); 4,12 (2H, t); 3,65 (2H, t); 3,33 (3H, s); 3,01 (3H, s); 2,80 (2H, q); 2,13 (2H,
m); 1,31 (3H, t). XIAT-MC m/z: 486 [MH+]

Mpuknag 36

4-(2-ETnnaHiniHo)-6-meTokcun-7-{2-[MmeTun(4-nipnaunHin)amiHoletokcun}-3-xiHoniHkapbokcamig

"H AMP (CDCls): p 11,11 (1H, s); 8,88 (1H, s); 8,20 (2H, brs); 7,33 (1H, d); 7,32 (1H, s); 7,15 (2H, m);
6,90 (1H, d); 6,75 (1H, d); 6,74 (1H, s); 4,36 (2H, t); 3,94 (2H, t); 3,23 (3H, s); 3,19 (3H, s); 2,78 (2H,
q); 1,29 (3H, t). XIAT-MC m/z: 472 [MH+]

Mpuknag 37

4-(2-ETmnaHiniHo)-6-MeTokcm-7-[2-(MeTunamiHo)eToken]-3-xiHoniHkapbokcamin

H AMP (CD3OD): pn 880 (1H, s); 7,37 (1H, m); 7,23 (1H, s); 7,15 (2H, m); 6,86 (1H, m); 6,80 (1H, s);
4,24 (2H, t); 3,30 (3H, s); 3,04 (2H, 1); 2,80 (2H, q); 2,47 (3H, s); 1,29 (3H, t). XIAT-MC m/z: 395 [MH+]

Mpuknag 38

4-(2-ETnnaHiniHo)-6-meTokcun-7-[2-(1-ninepasnHin)etokcu]-3-xiHoniHkapbokcamig,

Tpudpenindocain (0,12r, 0,44mmonb) Ta 1-(2-rigpokcieTun)ninepasuH (25mkn, 0,22mMmonb) posunHanu y CH,Cl, Ta
TeTparigpodypaHi npu -15°C Ta nepewmiwysanu npotsarom 30 xBunuH. DEAD (70mkn, 0,44Mmonb) fogaBanu Kpannsmu
npu -15°C. 4-(2-eTunaHiniHo)-7-rinpokcn-6-meTokcn-3-xiHoniHkapbokcamin  (0,50r, 0,15MMonb) cycneHgyBanu y
TeTparigpodypaHi Ta gani gogaBany 4O peakuiiHol cyMili. PeakuiiHy cyMmill nepemillyBanu npoTAaroM Hodi, gawuu
TemnepaTypi 3pocT npubnuaHo o 10°C. PO3YMHHUK BUAANsnM nig 3HWKEHUM TUCKOM Ta MNpoayKT ouuwanm,
BUKOpUCTOBYIOYM NpenapatueHy BEPX, oTpumytoun 34mr (24%) nposoporo macna.

"H AMP (CDzOD): n 8,80 (1H, s); 7,36 (1H, m); 7,21 (1H, s); 7,13 (2H, rn); 6,83 (1H, m); 6,77 (1H, s);
4,28 (2H, t); 3,28 (3H, 8); 2,86 (6H, 1); 2,79 (2H, q); 2,62 (4H, brs); 1,29 (3H, t). XIAT-MC m/z: 450 [MH+]

3aronosHi cnonyku npuknagie 39-41 oTpumyBanu cnocobom, aHanoriyHum cnocoby, onncaHoMy y npuknagi 38

Mpuknag 39

4-(2-ETnnaHiniHo)-7-[3-(1H-imigason-1-in)nponokcn]-6-meTokcun-3-xiHoniHkapbokcamin

H AMP (CDzOD): p 8,79 (1H, s); 7,64 (1H, s); 7,37 (1H, m); 7,15 (3H, m); 6,95 (1H, s); 6,84 (1H, m);
6,79 (1H, s); 4,26 (2H, t); 4,06 (2H, t); 3,31 (3H, s); 2,80 (2H, q); 2,32 (2H, m); 1,29 (3H, t). XIAT-MC m/z: 446 [MH+]-.

Mpuknag 40

4-(2-ETnnaHiniHo)-7-[2-(1H-imigason-1-in)eTokcun]-6-meTokcn-3-xiHoniHkapbokcamig,

H AMP (CDZOD): p 878 (1H, s); 7,75 (1H, s); 7,36 (1H, m); 7,25 (1H, s); 7,17 (1H, s); 7,13 (2H, m);
6,93 (1H, s); 6,83 (1H, m); 6,78 (1H, s); 4,48 (2H, t); 4,36 (2H, 1); 3,29 (3H, s);2,78(2H, q);1,28(3H.t).
XIAT-MC m/z: 432 [MH+]

Mpuknag 41

7-(3-AmiHonponokcn)-4-(2-eTUnaHiniHo)-6-meTokeu-3-XiHoniHkapbokcamin
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Cnonyky cuHTesyBanu siKk BuLle, BMKOpPUCTOBYOUM Boc-amiHo-saxuiieHuid cnupt. Micns BindinbTpoByBaHHSA
noniMepy Ta BUMaplBaHHs, 3anuiiok posuuHanu y CH ,Cl, ta TFA (50:50) Ta nepemiwyBann npu KiMHaTHIRN
Temnepatypi npotarom 30 XBUNWH. PO34YMHHUK BUNapioBanu Ta npodyKT ouunliany npenapatueHoto BEPX.

H AMP (CD;OD). y 8,79 (1H, s); 7,36 (1H, m); 7,20 (1H, s); 7,13 (2H, m); 6,83 (1H, m); 6,77 (1H, s);
4,21 (2H, 1); 3,28 (3H, s); 2,88 (2H, t); 2,79 (2H, q); 2,03 (2H, T1); 1,29 (3H, t). XIAT-MC m/z: 395 [MHI

Mpuknag 42

7-Tppokcn-4-[3-(rigpokcMMeTun)-2-MeTUNaHiniHo]-6-meTokcu-3-xiHoniHkapbokcamig

3aronoBHy cnomnyky oTpumyBasniu crnocobom, onucaHum y npuknagi 34b.

H AMP (OMCO-d6): w 10,86 (1H, s); 8,81 (1H, s); 821 (1H, brs); 7,54 (1H, brs); 7,18 (1H, d); 7,12
(1H, s); 7,08 (1H, t); 6,69 (1H, d); 6,65 (1H, s); 5,14 (1H, brs); 4,56 (2H, s); 3,25 (3H, s); 2,25 (3H, s)
XIAT-MC m/z: 354 [MH+]

Mpuknag 43

6-{[3-(1H-iminason-1-in)nponin]amiHo}-7-meTokcn-4-(2-TonyinnHo)-3-xiHoniHkapbokcaming

a) Etun 4-xnop-6-6pom-7-meTokcu-3-xiHoniHkapbokemnaT

3aronoBHy cnonyky oTpumMyBanu sik onucaHo no cyTi Burke, et al. J. Med. Chem, 36(1993)425-432.

b) ETnn 6-6pom-7-meTokcu-4-(2-TonyignHo)-3-xiHoniHkapGokecunat

Etun 6-6pom-4-xrop-7-meTokcun-3-xiHoniHkapbokeunat (0,90r, 2,6mmornb), o-tonyiguH (0,30Mn, 2,9vmonb) Ta
AcOH (1mn) posunHanu y EtOH (50mMn) Ta kMn'aTunM nig 3BOPOTHUM XOMOAWUSIBHMKOM npoTaroMm 4 roguH. licns
OXONOMXXEHHS CyMilLl HEWTpanisyBanu BOOHUM amiakom Ta ocag BigdinbTpoByBanu, oTpumytodmn 870mr (80%) seneHoro
MOPOLLIKY.

H AMP (OIMCO-d6): 8 9,84 (1H, s); 8,94 (1H, s); 7,89 (1H, s); 7,41 (1H, s); 7,36 (1H, brd); 7,16 (2H, T);
6,94 (1H, brd); 4,15 (2H, q); 3,99 (3H, s); 2,28 (3H, s); 1,26 (3H, 1).

c) 6-{[3-(1H-imiga3on-1-in)nponin]amiHo}-7-meTokcun-4-(2-TonyianHo)-3-xiHoniHkapbokcamin

Cymiw 6-6pomxiHoniHy (0,25mmonb), Pdy(dba); (0,005mMmonb), BINAP (0,015MMonb), Cs,CO5z (0,33mmonb) Ta
1-(3-amiHonponin)-imigazon (0,29Mmonb) nepemiwysanu npu 90°C npoTaroMm Hodi nig asotom. [licns oxonomxeHHs
CyMil ounwanu dnell-xpomartorpadieto Ha KonoHui 3 cunikarenem. EntotoeanHa CH,Cl, Ta gani CH,Cl,/MeOH (10:1)
Aanu 110mr (100%) »oBTOro Macna, sike MiCTUNo Tpoxu 3abpyaHeHHsi dociHom. XIAT-MC rn/z: 460 [MH+]

Cupuin eTunosuii ectep rigponisysanu y MeOH/5M NaOH (1:1) npu kiMHaTHiA TemnepaTypi npoTsrom Houi. [Micna
KOHLEHTPYBaHHA Yy BaKyyMi 3anuwkoBy BogHy ¢dasy nigkucnoBanu 2M HCI Ta npomuBanu gmxrnopmeTraHoMm. BogHy
a3y HenTpanisysann 5M kapboHaToM HaTpilo Ta ekcTparyeanu XropohopMoM. KOHUEHTPYBaHHSA y BakyyMi aano 25mr
(25%) xoBToro macna. XIAT-MC m/z: 432 [MH+]

Cwupy kucnot (0,025r, 0,06mmornb) Ta GDI (0,020r, 0,1MMOnb) po3vmMHANK y AumeTundopmMamigi Ta nepemillysanu
npu 60°C npoTsirom 1 roguHu. Cymiw oxonomkysanu Ha 6ani EtOH/cyxuii nig Ta HacudyBanu rasyBatum NH gz, i gani
nepemillyBanu Npu KiMHaTHIA Temnepatypi npotarom 45 xeunuH. Cymiw po3basnanu xnopodopMoM, npoMuBani
Hacu4yeHUM BOOHUM pPO3YMHOM rigpokapboHaTy HaTpilo Ta BOAOK Ta KOHUEHTpyBanu Yy Bakyymi. OuucTka
npenapatuBHoto BEPX gana nicna BupaneHHs Tpudnyopauetaty 15mr (60%) 6inoro TBepgoro npogykry.

H AMP (CDZOD): p 867 (1H, s); 7,56 (1H, s, y); 7,27 (1H, brd); 7,13 (1H, s); 7,02 (1H, s, y); 6,97
(1H, s, y); 6,95 (2H, T1); 6,68 (1H, brd); 6,28 (1H, s); 3,99 (3H, s); 3,90 (2H, t); 2,67 (2H, t); 2,36 (3H,
s); 1,68 (2H, 1) XIAT-MC m/z: 431 [MH+]

3aronoBHi cnonyku npuknagie 44-46 oTpumyBanu cnocobom, aHanoriyHum cnocoby, onvcaHomy y npuknagi 43.

Mpuknag 44

7-MeTokcmn-6-[(2-meTokcieTun)amiHol-4-(2-tonyiguHo)-3-xiHoniHkap6okcamig,

H AMP (CD5OD): p 866 (1H, s); 7,31 (1H, m); 7,11 (1H, s); 7,10 (2H, m); 6,81 (1H, m); 6,34 (1H, s);
4,00 (3H, s); 3,27 (3H, s); 3,24 (2H, 1); 2,77 (2H, t); 2,35 (33H, s). XIAT-MC m/z: 381 [MH+].;

Mpuknag 45

7-meTokcn-6-{[2-(4-mopdoniHin)eTunlamiHo}-4-(2-TonyinnHo)-3-xiHoniHkapbokcamin

H AMP (OMCO-d6): 6 10,41 (1H, s); 8,74 (1H, s); 8,23 (1H, brs); 7,56 (1H, brs); 7,25 (1H, d); 7,17 (1H,
s); 6,96 (2H, T1); 6,50 (1H, s); 6,22 (1H, d); 543 (1H, t); 3,95 (3H, s); 3,42 (4H, brt); 2,71 (2H, q); 2,33
(3H, s); 2,19 (6H, T). XIAT-MC m/z: 436 [MH-K)

Mpuknag 46

7-MeTokcmn-6-{[3-(4-mopdoniHin)nponin]amiHo}-4-(2-TonyiguHo)-3-xiHoniHkap6okcamig,

H AMP (CD5OD): p 865 (1H, s); 7,27 (1H, brd); 7,11 (1H, s); 7,03 (2H, m); 6,72 (1H, brd); 6,32 (1H,
s); 3,99 (3H, s); 3,69 (4H, t); 2,68 (2H, t); 2,39 (4H, brm); 2,37 (3H, s); 2,27 (2H, t); 1,49(2H, 7).
XIAT-MC m/z: 450 [MH+]

Mpuknag 47

6-MeTokcu-7-{[2-(4-mopdoniHin)eTun]amiHo}-4-(2-TonyianHo)-3-xiHoniHkapbokcamin

a) Etun 4-xnop-7-6pom-6-meTokcmn-3-xiHoniHkapbokeunat

3aronoBHy Cnonyky oTpumMyBanu, sik no cyTi onucaHo Burke, et al. J. Med. Chem, 36(1993)425-432.

b) ETun 7-6pom-6-meToken-4-(2-tonyignHo)-3-xiHoniHkapbokecunat

3aronoBHy Cnonyky oTpMMyBanu cnocobom, onucaHum y npuknagi 43d

H AMP (OMCO-cl6): u 9,83 (1H, 3); 8,87 (1H, 3); 8,15 (1H, 3); 7,38 (1H, 1); 7,17 (2H, 1); 7,09 (1H, 3),
6,98 (1H, 7); 4,17 (2H, q); 3,45 (3H, 3); 2,30 (3H, 3); 1,28 (3H, t)

c)6-MeTokeu-7-{[2-(4-mopdboninin)eTunlamino}-4-(2-tonyiguHo)-3-xiHoniHkapbokcamig,

3aronoBHy Crnonyky oTpMMyBanu cnocobom, onucaHum y npuknagi 43c
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H AMP (CD5OD): p 868 (1H, 3); 7,28 (1H, brd); 7,06 (2H, T); 6,81 (1H, brd); 6,73 (1H, 3); 6,60 (1H,
3); 3,67 (4H, brt); 3,34.(2H, t); 3,33 (3H, 3); 2,65 (2H, t); 2,49 (4H, brt); 2,31 (33H, 3). XIAT-MC m/z: 436 [MH+]

3aronosHi cnonyku npuknagie 48-51 otpumyBanu cnocobom, aHanoriyHum cnocoby, onncaHoMy y npuknagi 47

Mpuknag 48

6-MeTokemn-7-[(2-meTokcieTnn)amiHo]-4-(2-tonyiguHo)-3-xiHoniHkapbokcamig,

'H AMP (CDCly): p 10,50 (1H, 3); S.73 (1H, 3); 7,25 (1H, brd); 7,04 (2H, T); 6,88 (1H, 3); 6,87 (1H,
brd); 6,63 (1H, 3); 5,06 (1H, brt); 3,66 (2H, t); 3,42 (2H, q); 3,39 (3H, 3); 3,34 (BH, 3); 2,37 (BH, s)
XIAT-MC m/z: 381 [MH+].

Mpuknag 49

7-{[3-(1H-imigazon-1-in)nponin]amiHo}-6-meTokcun-4-(2-TonyignHo)-3-xiHoniHkap6okcamin

H SAMP (CDCly): p 10,93 (1H, brs); 8,93 (1H, 3); 7,51 (1H, 3); 7,27 (1H, brd); 7,09 (2H, T); 7,06 (1H,
s); 6,93 (1H, brd); 6,91 (1H, 3); 6,90 (1H, 3); 6,62 (1H, 3); 4,81 (1H, brt); 4,06 (2H, t); 3,32 (3H, 3);
3,25 (2H, 1); 2,35 (3H, 3); 2,16 (2H, T). XIAT-MC m/z: 431 [MH+]

Mpuknag 50

7-[(1-BeHaun-4-ninepuamnHin)amiHo]-6-meTokcu-4-(2-TonyinnHo)-3-xiHoniHkapGokcamig,

H AMP (CD5OD): p 8,68 (1H, 3); 7,32 (6H, 1); 7,09 (2H, 7); 6,85 (1H, brd); 6,78 (1H, s); 6,65 (1H, 3),
3,59 (2H, 3); 3,49 (1H, 71); 3,35 (3H, 3); 2,93 (2H, brd); 2,34 (3H, 3); 2,28 (2H, brt); 2,08 (2H, brd); 1,60
(2H, 7). XIAT-MC m/z: 496 [MH+]

Mpuknag 51

6-MeTokcmn-6-{[3-(4-mopdoniHin)nponin]amiHo}-4-(2-TonyiguHo)-3-xiHoniHkap6okcamig,

H AMP (CD,0D): u 8,67 (1H, 3); 7,31 (1H, brd); 7,11 (2H, 1); 6,89 (1H, 3); 6,70 (1H, 3);

6,61 (1H, 3); 4,84 (3H, 3); 3,33 (3H, 3); 3,30 (2H, t); 2,49 (2H, t); 246 (4H, brt); 2,32 (3H,
3);1,87(2H, 7). XIAT-MC m/z: 450 [MH+]

Mpuknag 52

4-[3-(TippokcuMeTnn)-2-MeTUNaHiniHo]-6,7-gnmeTokcun-3-xiHoniHkapbokcamin

a) Etun 6,7-gumeTokcun-4-xnop-3-xiHoniHkapbokecunaT

3aronoBHy Crnoryky oTpumyBanu, Sk no cyTi onncaHo Burke, et al. J. Med. Chem,. 36 (1993) 425-432.

b) 6,7-OumeTtokcun-4-xnop-3-xiHoniHkapGokcamin

Cymiw etun 6,7-gumeTtokcn-4-xnop-3-xiHoniHkapbokeunaty (3,0r, 10,2mMMonb) posdnHanu y 40Mn meTaHony Ta
NaOH(BogH) (20mn, 5M). Cymiw rpinn go 100°C npotsarom 4 roguH. icna oxonomXeHHs MeTaHon BunaptoBanu.
BogHuii posdnH nigkucnoBanm 2M HCI go pH 2-3. Binuin ocap ueHTpudyryBanu Ta pfani gekaHtyBanu. Lle
noBTOptoBanu Apidi. TBepAWi MNPOAYKT CYLWIWNW Yy BakyyMi NPOTSAroM Houi. TBepAWi MNpoAyKT posduHanu y 50 mn
TiOHINXopuay Ta rpinv nig 3BOPOTHUMM  XONOAWSNBHUMKOM nNpoTAroMm 3 roauH. [licns OXOnomKeHHs HagfMLOoK
TiOHINXopvay BUAENSANM POTOPHWM BUMaplOBaHHAM Ta 3arvlIOK CycneHayBanu B aueTOHi, YTBOPEHy CycneHsiio
OXONoAXKyBanu Ha nbogsaHin 6aHi. Mligpokeug amoHito (M) aoaaeany, TpUMarun TeMmnepaTypy Hukde 0°C. CycneHsito
nepemiwysanu npotarom 30 XBUNWH Ta YTBOPEHY CychneHsilo BiAdinsTpoByBanu, npoMuBany BOAOK Ta CyLIWNWN Ha
noBiTpi.

"H AMP (OIMCO-d86): n 8,66 (1H, s); 8,12 (1H, brs); 7,87 (1H, br s); 7,46 (2H, d); 3,98 (3H, s); 3,97 (3H, s).

c) 4-[3-(TippokcumeTnn)-2-MeTunaHiniHo]-6,7-gumMmeTokcun-3-xiHomiHkapbokcamig,.

Cymiw 4-xrop-6,7-anumeTtokcn-3-xiHoniHkapbokcamigy (0,15 r, 0,56 mmonb), 3-amiHO-2-MeTUNGeH3nNoBoro CnmpTy
(0,1 r, 0,73 mmorb), oytoBoi kucrnotn (0,2 mn) y EFOH (10 mn) kKMn'aTunum nig 3BOPOTHUM XONOAUSNBHUKOM NPOTArom 4
roguH. Micna oxonomxernHs pH gosoaunn go 9 sogHuM NH ;. YTBopeHun ocap BigdinbTpoByBanu Ta npomuBan
xorogHum EKOH Ta cywiunu y Bakyymi npu 40°C, otpumytoun 0,1 1 (49% BuxoQy) 3aronoBHOI CMONYKHU.

H AMP (OMCO-cl6): pn 10,84 (1H, s); 8,83 (1H, s); 825 (1H, s); 7,56 (1H, s); 7,21 (1H,' s); 7,17 (1H,
d); 7,06 (1H, t); 6,17 (1H, d); 6,15 (1H, s); 5,12 (1H, brs); 4,52 (2H, s); 3,87 (3H, s); 3,21 (BH, s); 2,23
(8H, s). XIAT-MC m/z: 368,2 [MH+]

3aronosHi cnonyku npuknagie 53-56 otpumyBanu cnocobom, aHanoriyHumM cnocoby, onvcaHoMy y npuknagi 52.

Mpuknag 53

4-(2-BpomaHiniHo)-6,7-gumMmeTokcmn-3-XiHomiHkapbokcamig,.

H AMP (CDCl,): p 10,28 (1H, s); 8,80 (1H, s); 7,63 (1H, d); 7,34 (1H, s); 7,21 (1H, s); 7,10 (1H, t);
7,05 (1H, t); 6,90 (1H, t); 6,75 (1H, s); 6,72 (1H, s); 4,0 (3H, s); 3,4S (3H, s). XIAT-MC m/z: 402,1, 404,1 [MH+]

Mpuknag 54

4-(4-Tigpokcn-2-MeTUIaHiniHo)-6,7-gMMeTokcun-3-xiHoniHkapbokcamig,.

H AMP (OMCO-d6): pw 10,81 (1H, s); 9,30 (1H, s); 8,79 (1H, d); 8,18 (1H, brs); 7,45 (1H, brs); 7,19
(1H, s); 6,75-6,50 (4H, m); 3,84 (3H, s); 3,26 (3H, s); 2,32 (3H, s). XIAT-MC m/z: 354,1 [MH+]

Mpuknag 55

6,7-0umeTokcn-4-(2-MeToKCiaHiniHo)-3-xiHoniHkapOokcamig,.

H AMP (OMCO-d6): w 10,41 (1H, s);, 8,87 (1H, s); 8,13 (1H, s); 7,57 (1H, brs); 7,28 (1H, s); 7,09 (1H,
dd); 7,03 (1H, dt); 6,83-6,78 (2H, T); 6,65 (1H, brd); 3,91 (3H, s); 3,83 (3H, s). XIAT-MC m/z: 354,1 [MH+]

Mpuknag 56

4-(4-dnyop-2-MeTUNaHiniHo)-6,7-anmeToKkcu-3-xiHoniHkapbokcamia,.

H AMP (OMCO-d6): p 10,91 (1H, brs); 8,83 (1H, s); 822 (1H, brs); 7,61 (1H, brs); 7,26 (1H, s);
7,23-6,93 (5H, m); 7,03 (1H, dt); 3,89 (3H, s); 3,37 (3H, s); 2,28 (3H, s). XIAT-MC m/z: 356,2 [MH+]
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Mpuknag 57

4-[(1-ETun-1H-nipason-5-in)amiHo]-6,7-anmeTokcu-3-xiHoniHkapbokcaming

Cymiw  4-xrop-6,7-anumeTtokcu-3-xiHoniHkapbokcamingy (0,046r, 0,17mmonb), 1-eTun-5-amiHonipasony (0,030r,
0,27mmonb) Ta ourtoBoi kucrnotn (40mkn) y gumeTtundopmamig (0,8mn), rpinn npu 100°C npotarom 7,5 roguH.
OumeTtnndopmamin BMnapioBanu Mig 3HWKEHUM TUCKOM Ta 3anulioK po3dnHanu y cymiwi MeCN Ta Bogu (1:7) 3
BmicTom 0,1% TpudonyopouToBoi kucrnoTtu. [lpenapatneHa BEPX, BukopuctoBytoun rpagieHT(3 Bmictom 0,1%
TpudpnyopouTtoBoi kucnotu) 1040% MeCN y Bogi 9K enoeHTy Aanu, nicng BMNaploBaHHSA 3arofloBHY CrosyKy K Cinb
TpucpryopoUToBOi KUCNOTK. [MpoayKT cychneHayBanu Yy BOAHOMY HacU4YeHOMY PO3YMHi rigpokapboHaTy Hatpito Ta
abcopbyBanu Ha kopoTkii koroHui SPE [ISOLUTE C18 (EC)] nonepenHb0 KOHAMLIMOBAHOK NOCNIAOBHO METAHOMOM Ta
Bodoto. KOMoHKy eKCTeHCMBHO MpoMMBaNM BOAOK A0 HelTpanbHoro pH entoeHTy. [Mpogykt pdani eniotoBanu
METaHOSMOM, PO3YMHHWK BUNAaploBanu Ta 3anulioK KpUCTanisyBanu 3 eTaHosny, OTPMMYIoYU 3aronoBHy cnomnyky (19wr,
32%).

H AMP (OMCO-d6): p 11,09 (1H, bs); 8,88 (1H, s); 8,34 (1H, bs); 7,71 (1H, bs); 7,42 (1H, d, J 1,4);
7,27 (1H, s); 6,67 (1H, s); 5,87 (1H, bs); 4,02 (2H, q, J7,2 T'W); 3,90 (3H, s); 3,46 (3H, s); 3,12 (3H. s) Ta 1,29 (3H, t,
J 7,2Tu). XIAT-MC m/z: 342,1 [MH+]

Mpuknag 58

4-(3-AMiHoKapOOHiN-2-MeTUNaHiniHo)-6,7-aumeTokcn-3-XiHoniHkapbokcaming

Cymiw  4-xnop-6,7-anmeTtokcn-3-xiHoniHkapbokcamigy (0,046r, 0,17mMmonb), 3-amiHo-2-meTunbeHsamigy (0,036r,
0,24mmonb) Ta ourtoBoi kucnotu (40 p,1) y aumetundopmamigi (0,8mn) rpinn npu 100°C npotarom 18 roguH. Micns
OXOSIOAKEHHST peakuiiHy cymiw po3baensnu sogot (20mn) Ta nignyxysanu 1M NaOH. Ocag BigginbTpoByBanu,
NpoMUBariv BOAOK Ta CyLIUIW, OTPUMYIOYN 3arofoBHy cnonyky (41mr, 61%).

H AMP (OMCO-d6): p 10,76 (1H, s); 8,90 (1H, s); 8,30 (1H, bs); 7,75 (1H, bs); 7,64 (1H, bs); 7,44 (1H,
bs); 7,28 (1H, s); 7,13-7,06 (2H, m); 6,75-6,45 (1H, m); 6,67 (1H, s); 3,90 (3H, s); 3,33 (B8H, s) Ta 2,36
(BH, s). XIAT-MC m/z: 3 81,1 [MH+]

Mpuknag 59

6,7-OumeTokcun 4-(2,3-ouMeTunaniniHo)-3-xiHoniHkapbokcamin

Cymiw  4-xrop-6,7-anmeTtokcn-3-xiHoniHkapbokcamigy  (0,046r, 0,17mmonb),  2,3-gumeTunaHinivy  (20mkn,
0,22mmonb) Ta ouTtoBOi kucroth (40mkn) y aumetundopmamigi (0,8mn) rpinn npu 100°C npotarom 3,5 roguH. lNicna
OXOSIOAKEHHS peakuiriHy cymiw po3baensnu sogoto (15mn) Ta nignyxxkyeanu 1M NaOH. Ocag 36upanu dinbTpauieto,
NpoMUBarivM BOAOK Ta CyLIUNW, OTPUMYIOYN 3arofioBHy cnonyky (48mr, 79%).

H AMP (OMCO-d6): uw 10,87 (1H, s); 8,87 (1H, s); 8,26 (1H, bs); 7,58 (1H, bs); 7,24 (1H, s); 7,02-6,96
(1H, m); 6,98 (1H, s); 6,68 (1H, s); 6,66-6,60 (1H, m); 3,88 (3H; s); 3,25 (3H, s); 2,31 (3H, s) Ta 2,23 (3H, s).

Mpuknag 60

6,7-0umeTokcun-4-(5,6,7,8-TeTparigpo-1-HadTaniHinamiHo)-3-xiHoniHkapbokcamig,

Cymiw  4-xrop-6,7-AumeTtokcn-3-xiHoniHkapbokcamigy  (0,090r, 0,34mmonb), 5,6,7,8-TeTparigpoHadTunaminy
(0,062r, 0,42mmorb) Ta oytoBoi kucnotu (80mkn) y aumetundopmamiai (1,6mn) rpinn npm 100°C npotsarom 3,5 roguH.
Micns oxonomKeHHA peakuiiHy cymiw po3basnsanu Bogoto (20mn) Ta nignyxkyesann 1M NaOH. Ocap dinsTpyBanu,
NpoMUBarv BoAo Ta CyLIUIW, OTPUMYIOYN 3arofloBHY cnonyky (62mr, 48%).

H AMP (OMCO-d6): p 10,66 (1H, s); 8,86 (1H, s); 8,26, 1H, bs); 7,59, (1H, bs); 7,25 (1H, s); 6,98 (1H,
t, J7, 7Tw); 6,86 (1H, d, J7, 4Iy); 6,70 (1H, s); 6,53 (1H, d, J7, 6ly); 3,89 (3H, s); 3,29 (3H, s); 2,76
(1H, bt, J6 'y); 2,70(1H, bt, J 6'y); 1,86-1,77 (1H, m) Ta 1,77-1,69(1 H, m). XIAT-MCm/z: 378,1 [MH+].

Mpuknag 61

4-(4-KapboKkcu-2-MeTunaHiniHo)-6,7-aumeTokcun-3-xiHoniHkapbokcamig,

Cymiw  4-xnop-6,7-gumeTokcun-3-xiHoniHkapbokcaminy (0,046r, 0,17Mmornb), 3-aMiHO-2-MeTUNOEH30MHOI KUCMoTK
(0,035r, 0,23mmonb) Ta ouyrtoBoi kucnotn (40mkn) y AMCO (0,8mn) nepewmiwysanu npu 100°C npoTtdarom 5 roguH.
Micns OXONOMAXEHHs peakuiiHy CyMill NpoMWUBanuM Kinbka pasie AieTunosum eTepoM. MacnsHUCTUIA  3anuLwok
po3duHANK y BoAi Ta nignyxysanu 1M NaOH Tta gani cnabko nigkucnoBanu ouToBo KucroTow. CyMill 3anuiwanu npu
5°C npoTtaroM Houi Ta yTBOpeHWi ocad 36vpanu inbTpadieto, NpoMUBany BO4OK Ta CYLUMIU, OTPUMYHOYMN 3arofioBHY
cnonyky (35wmr, 50%).

H AMP (OMCO-d6): p 12,9 (1H, b); 10,74 (1H, s); 8,89 (1H, s); 8,28 (1H, bs); 7,63 (1H, bs); 7,45 (1H,
d, J7, 6lry); 7,28 (1H, s); 7,13 (1H, t, J 7,8My); 6,84 (1H, t, J 7,9 y); 3,90 (8H, s); 3,07 (3H, s) Ta 2,50
(3H, s). XIAT-MC m/z: 382,1 [MH+]

Mpuknag 62

4-(1H-ingon-4-inamiHo)-6,7-gmmeTokcmn-3-xiHoniHkapbokcamin

Cymiw  4-xnop-6,7-gumeTokcun-3-xiHoniHkapGokcamigy (0,90r, 0,34mmonb), 4-amiHo-iHgony (0,039r, 0,23mMMorb),
auetarty Hatpito (0,020r, 0,23mmorb) Ta ouyrtoBoi kucroty (40mkn) y aumetundopmamigi (0,8mn) rpinn npu 100°C
npoTsiroMm 4,5 roguH. lNicna oXonomKeHHs peakuiiHy cymilw po3basnanu sogoto (20mn) Ta nignyxkysanm 1M NaOH.
Ocap Buainanu uUeHTpudyryBaHHAM, pecycrneHayBanu y Bofi Ta ueHTpudpyryBanm 3HoB. Lle nosTopioBanu Agidi Ta
TBEpOWli MaTepian Cywunm, oTpUMyoun 3aronoBHy crnonyky (27wr, 43%).

H AMP (OMCO-d6): p 11,20 (1H, s); 11,10 (1H, s); 8,91 (1H, s); 8,27 (1H, bs); 7,60 (1H, bs); 7,27 (1H,
m); 7,24 (1H, s); 7,17 (1H, d, J 8,1 Tu); 6,99 (1H, t, J 7,8 I'w); 6,87 (1H, s); 6,50 (1H, d, J 7,5 y); 6,21
(1H, m); 3,88 (3H, s) Ta 3,08 (3H, s). XIAT-MC m/z: 363,1 [MH+]

Mpuknag 63
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4-(3-xnop-2-MmeTunaHiniHo)-6,7-anmeTokcu-3-xiHoniHkapbokcamig

Cymiw  4-xnop-6,7-aumeTtokcn-3-xiHoniHkapbokcamigy (0,046r, 0,17MMmonb),  3-xrop-2-MeTunaHinivy  (25mkn,
0,21mmonb) Ta outoBoi kucrnoTtu (40mkn) y aumeTtundopmamigi (0,8 mn) rpinn npyu 100°C npotdarom 4,5 roguH. Micna
OXOSOMAKEHHST peakLirHy cymiw po3baensnu Bogoto (15mn) Ta nignyxyesann 1M NaOH. Ocag 36upanu dinbTpauieto,
nNpoMUBarnu BoAo Ta CyLIUNN, OTPUMYIOYN 3aronoBHy cnonyky (51mr, 79%).

H AMP (OMCO-d6): u 10,65 (1H, s); 8,89 (1H, s); 829 (1H, bs);, 7,65 (1H, bs), 7,30 (1H, s); 7,17 (1H,
d,J7,8Tu); 7,01 (1H, t, J 8,0y); 6,71 (1H, s); 6,63 (1H, d, J 7,9 T'w); 3,91 (3H, s); 3,38 (3H, s) Ta 2,40 (3H, s).

Mpuknag 64

4-[2-(AmiHokap6oHin)aHiniHoi-6,7-anmeTokcn-3-XiHoniHkapbokcamin

Cymiw  4-xnop-6,7-aumeTokeun-3-xiHoniHkapbokcamigy  (0,046r, 0,17mmonb),  2-amiHo-6eHzaminy  (0,029r,
0,21mmonb) Ta outoBoil kucrnotn (40mkn) y gumetundopmamiai (0,8mn) rpinn npm 100°C npotarom 6 roguH. [Micna
OXONOMPKEHHNA peaKUiiHy cyMill BunaptoBanu. 3anuwok po3dunHanu y cymiwi MeCN Tta Boam (1:3) 3 Bmictom 0,1%
TPUHIIyopoLTOBOI KUCMOTW Ta MYTHUA PO34YMH DinbTpyBanu 4epes LWap CKMsHOI TKaHuHW. lMpenapatmeBHa BEPX,
BUKopucTOBYtoUM rpafieHT (3 Bmictom 0,1 % Tpudnyopoutosoi kucrnotn) 1040% MeCN y Bogi Kk entoeHT ganu nicns
BMNapIOBaHHS, 3arofloBHY CMONyKy K Ciflb TpUdyopoLToBoi kncrnoTu. MpoaykT cycneHayBanu y BOOHOMY HacuyYeHoMy
po3uduHi rigpokapboHaTy HaTpito agcopOyBanu Ha KopoTkih koroHui SPE [ISOLUTE C18 (EC)] nonepegHbo
KOHOMLINOHOBaHOI MOCMINOBHO MeTaHoroM Ta pAani Bogokw. KonoHKy eKCTEHCMBHO MpoMMBanv BOAOK A0
HenTpanbHoro pH entoeHTy. MNpoaykT gani entoloBanu MetaHoriom. Micna BunaploBaHHA 3anuvLLOK KpucTanisysanu 3
€TaHorsy, OTPUMYIOHM 3arofloBHY cnonyky (26 mr, 41%).

H AMP (OMCO-d6): w 10,87 (1H, s); 8,79 (1H, s); 8,07 (1H, bd, J 7,5 Tu); 7,66 (1H, dd, J 7,7 Ta 1,2
Mu); 7,47 (1H, bd, J5,6 Tu); 7,34 (1H, s); 7,20 (1H, dt, J 7,7 ta 1,2 Tu); 6,95 (1H, s); 6,92 (1H, d, J 74
My); 6,52 (1H, d, J 8,1 'y); 3,93 (3H, s) Ta 3,50 (3H, s). XIAT-MC m/z: 367,0 [MH+]

Mpuknag 65

4-(3-Tigpokcn-2-MeTUNaHiniHo)-6,7-gumeTokcun-3-xiHoniHkapbokcamin

Cymiw  4-xrop-6,7-aumeTtokcn-3-xiHoniHkap6okcamigy (0,046r, 0,17mMmonb), 3-amiHo-2-meTundpeHon (0,032r,
0,26mmonb) Ta outoBoi kucrnotn (40mMkn) y gumetundpopmamiai (0,8mn) rpinn npu 100°C npotdarom 1,5 roguH. Micna
OXONOAXKEHHS CyMmil po3baensanv ook (15Mn) Ta nignyKyBanu HacMYeHUM PO3YMHOM rigpokapboHaTy HaTpito.
3arofnoBHy Cnonyky, sika NoBiNbHO ocagXxyBarnacs, BiadinbTpoByBanu Ta cywnnu, oTpumytoun 34mr (55%).

H AMP (OMCO-d6): p 10,77 (1H, s); 9,49 (1H, s); 8,86 (1H, s); 8,25 (1H, bs); 7,58 (1H, bs); 7,24 (1H,
s); 6,88 (1H, t, J 8,0 I'y); 6,76 (1H, s); 6,61 (1H, d, J 8,0 Iy); 6,23 (1H, d, J 7,9 y); 3,89 (3H, s); 3,30
(3H, s) Ta 2,11 (3H s). XIAT-MC m/z: 354,1 [MH+]

[Npuknag 66

6,7-0umeTokcun-4-(3-MeToKCU-2-MeTUNaHiniHo)-3-xiHoniHkap6okcamig,

Cymiw 4-xnop-6,7-anumeTtokcn-3-xiHoniHkapbokcamigy (0,046r, 0,17MMonb), 3-MeToKCU-

2-meTunanininy (0,036r, 0,26mmonk) Ta outoBoi kucnotun (40/J.1) y aumetundopmamigi (0,8mn) rpinn npn 100°C
npotsirom 2,5 roguH. lMicns oxonomkeHHs cymiw po3basnanu Bogoto (15Mn) Ta nigny:kyBanu Hacu4eHWM po3dHnHOM
rinpokap@oHaTy HaTpito. YTBOPeHWId nNunkuii ocap 36upanu Ta KpucTanisyBanv 3 CyMmilli MeTaHon-Boga, OTpUMYHYM
3aronoBHy cnonyky (45wmr, 70%).

H AMP (OMCO-d6): p 10,76 (1H, s); 8,87 (1H, s); 8,26 (1H, bs); 7,60 (1H, bs);, 7,25 (1H, s); 7,05 (1H,
t, J 82 Iy, 6,77 (1H, d, J 82 Tu); 6,72 (1H, s); 6,36 (1H, d, J 8,0 Iu); (3,89 (3H, s); 3,81 (BH s);
3,29 (3H, s) Ta 2,16 (3H, s). XIAT-MC m/z: 368,1 [MH+]

Mpuknag 67

6,7-O0umeTokcun-4-[(1-meTun-1H-ingon-4-in)amiHo]-3-xiHoniHkap6okcamig,

Cymiw 4-xnop-6,7-anmeTtokcn-3-xiHoniHkapbokcamigy (0,028r, 0,10mmonb), rigpoxnopuay 4-amiHo-1-meTtuniHgony
(0,026r, 0,14mmorb) Ta auetaty HaTtpito (0,013r, 0,16mmonb) y anmetundopmamigi (0,6mn) rpinu npyu 100°C npoTarom
8 roguH. lMicna oxornomkeHHs cyMill po36aBnanu BOAOK Ta MiAMYXKyBanu HaCWYEHUM PO34YMHOM rigpokapGoHaty
HaTpito. Jlunkuii ocag 36upanu Ta KpucTanisysanu 3 MeTaHomny-BoAW, OTPUMYIOUN 3aronoBHY crionyky (24mr, 60%).

H AMP (OMCO-d6): pw 11,07 (1H, s); 8,91 (1H, s); 828 (1H, bs); 7,61 (1H, bs); 7,27 (1H, d J 3,2 Tw),
726 (1H, s); 7,20 (1H, d, J 82 Tu); 7,05 (1H, t, J 79 Iy); 650 (1H, d J 7,4 Tu); 623 (1H, d J 3,1 TL);
3,98 (3H, s); 3,79 (8H, s) Ta 3,12 (3H, s). XIAT-MC m/z: 377,1 [MH+]

Mpuknag 68

6,7-0umeTokcun-4-[(1-okco-2,3-gurinpo-1H-iHaeH-4-in)amiHo]-3-xiHoniHkapbokcamig,

Cymiw  4-xrop-6,7-aumeTokcn-3-xiHoniHkapbokcamigy  (0,046r, 0,17mmonb),  4-amiHo-1-iHgaHoHy  (0,036r,
0,24mmonb) Ta outoBol kucrotu (40 p,1) y anmetundopmamigi (0,6mn) rpinu npu 100°C npotarom 1 roguH 45 XBUNKUH.
Micns OXONOMAXEHHsI CyMill po36aBnanM BOLOK Ta Nigny:KyBanu HacMyYeHUM po3dnHOM rigpokapboHaTy Hatpito. Ocag
36upanu dinbTpauieto, NpoMUBanv BOAOK Ta CYLUMIU, OTPMMYIOYM 3aronoBHy cnonyky (59mr, 90%).

H AMP (OMCO-d6): p 10,60 (1H, s); 8,92 (1H, s); 8,30 (1H, bs); 7,67 (1H, bs); 7,36 (1H, s);, 7,32-7,25
(2H, m); 6,89 (1H, dd, J 6,6 Ta 2,0 y); 6,87 (1H s); 3,94 (3H, s); 3,42 (3H, s); 3,06-295 (2H, m) Ta
2,74-2,67 (2H, m). XIAT-MC m/z: 378,1 [MH+]

Mpuknag 69

4-[1-Tigpoken-2,3-gurigpo-1H-iHaeH-4-in)amiHo-6, 7-gumMeTokcun-3-xiHoniHkapOokcamig

6,7-0umeTokcn-4-[(1-okco-2,3-gurinpo-1H-iHaeH-4-in)amiHo]-3-xiHoniHkapbokcamin (0,062r, 16,4MMOnb)
PO3YUHANKN Yy cymiwi mMeTaHony (7mn), TeTparigpodpypaHy (4 mn) Ta soau (3mn). Boporigpua HaTpilo gogasanu
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nopuisamun (35mr) npotarom 5 xBunuH. lMicna 20 XBUNUH peakuiHy CyMmill MigKMcroBanyi OLUTOBOK KUCMOTOK Ta Aani
nianyxyBanum HacuYeHWM BOAHUM rigpokapboHaT HaTpilo Ta BunaptoBanv. 3anuoK po3noainanu MK Bogol Ta
eTunayetatom. OpraHivyHy chasy npomuBany [LBidi BOAOK Ta BunapioBanu. 3anulliok Po3YUHANM Y MeTaHoni Ta
aodaesanv Bofy. 3arorfioBHY CMOSyKy, sika NoBiNbHO ocamkyBanacsd, BigdinbTpoByBanu Ta Cywunu, oTpumytodn 40mr
(64%)

H AMP (OMCO-d6): w 10,68 (1H, s); 8,82 (1H, s); 8,20 (1H, bs); 7,55 (1H, bs); 7,22 (1H, s); 7,07 (1H,
t, J 75 Tw); 704 ("H, t, J 74 Tw); 6,75 (1H, s); 6,63 (1H, d, J 7,5 Ty); 520 (1H, d, J 57 Iy); 501 (1H,
g, J 6,2 Ty); 3,85 (3H, s); 3,26 (s, nepekpuBaHHA 3 cuUrHanom Bonoru); 2,72-2,63 (1H, T1); 2,50-2,36 (T,
nepekpuBaHHA 3 CUrHaroM po3dnHHKKY); 2,30-2,20 (1H, 1) Ta 1,76-1,65 (1H, T1).

Mpuknag 70

4-(4-KapboKkcu-2-MeTunaHiniHo)-6,7-aumetokcn-3-xiHoniHkapbokcamig,

Cymiw  4-xnop-6,7-gumeTokcun-3-xiHoniHkapbokcamingy (0,046r, 0,17Mmornb), 4-aMiHO-2-MeTUNOEH30MHOI KUCMoTH
(0,036r, 0,24mmonb) Ta oytoBol kucnotu (40mkn) y aumetundopmamigi (0,8mn) rpinu npu 100°C npoTtarom 12 roguH.
Micns oxonomkeHHA cymiw po3baensanu Bogoto (15mn) Ta nignykyeanv Hacu4eHUM PO3YMHOM rigpokapboHaTy HaTpito
Ta gani cnabko nigkucnoBanu outoBok kucnototo. Ocan BiodinbTpoByBany Ta cycneHgyBanu y HarpitTomy MeTaHoni.
lMicns oxonogeHHA ocaf BiAINbTPOBYBanNU Ta CyLUUW, OTPUMYHOYM 3arofioBHY cnonyky (31mr, 47%).

H AMP (OMCO-d6): w 12,59 (1H, bs); 10,62 (1H, s); 893 (1H, s); 834 (1 H, bs); 7,58 (1 H, d, /14
My, 7,73 (1H, s); 7,60 (1H, dd, J 84 T1a 1,9 Ty); 7,36 (1H, s); 6,75 (1H, s); 6,53 (1H, d J 84 Iu);, 3,94
(3H, s); 3,42 (3H, s) Ta 2,41 (3H, s). XIAT-MC m/z: 382,1 [MH+]

Mpuknag 71

6,7-0umeTokcn-4-(4-MeToKCMKapOOoHin-2-MeTnNaHiniHo)-3-xiHoniHkapbokcamin

Cymiw  4-xrop-6,7-aumeTtokcn-3-xiHoniHkapbokcamigy (0,046r, 0,35Mmonb), MeTun 4-amiHo-2-MeTUOeH30MHOT
kucnotu (0,076r, 0,46mmonb) Ta outoBoi knucroTtu (100mkn) y agumeTtundopmamigi (0,8mn) rpinv npn 100°C npotarom 9
roguH. icna oXonomaXeHHst cyMill noegHyBanu 3 ABoma nofibHuMmn peakuinHuMy cymiwamy (novmHatoqmn 3 92 ta 46mr
4-xnop-6,7-gumeTokcun-3-xiHoniHkapbokcamigy BignosigHO) Ta posbaensanu sogok. CyMmill MNignyKyBann HacuyYeHum
po34MHOM rigpokapboHaTy HaTpilo Ta nNuNKWA ocag 30upanu, nNpoMuBanv BOAOK Ta MepeKkpucTanisoByBanu 3
MeTaHony, oTpUMYytoYn 3arorfoBHy cnonyky (130mr, 47%).

H AMP (OMCO-d6): p 10,49 (1H, s); 8,94 (1H, s); 8,35 (1H, bs); 7,88 (1H, d, J 1,4 Tu); 7,62 (1H, dd, J
82 ta 2,0 Ty); 7,37 (1H, s); 6,53 (1H, d , J=8,4 Iu); 3,94 (3H, s); 3,80 (3H, s); 3,43 (3H, s) Ta 2,43 (3H,
s). XIAT-MC m/z: 395,9 [MH+]

Mpuknag 72

4-(4-rigpokcMMeTUN-2-MeTUNaHiniHo)-6,7-anmeTokcu-3-xiHoniHkapbokcamig,

6,7-0umeTokcun-4-(4-meTokcnkapBoHin-2-MeTunaHiniHo)-3-xiHoniHkapbokcamig (0,080r, 0,20MMONb) PO3YUHANKN Y
TeTparigpodypaHi (25mn, cywunm monekynapHumun cutammn 4 A). Boporigpug nitito (0,15mr, 6,8Mmone) gogasanu.
Cymiw nepemiwyBany npotarom 24 roguH Ta gogaBanv gopatkosui Goporigpug nitito (0,050r, 2,2MMonb). PeakuinHy
CyMilW nepemiwyBanu wWwe 25 roguH Ta gani BUNMBanu y oxonomkeHy cymiwi sogun (20mn) ta oytoBoi kucrnotu (0,5mn).
OuTtoBy kucnoty (2mn) gogaBanu Ta CyMill BUNaploBanuv Mg 3HWKEHWM TUCKOM. 3anuulok cycrneHgysanu y Bogi,
dinbTpyBanM Ta ocag NpoMuBaniv BOAOK Ta NepeKpucTanisoByBanM 3 BOAHOMO METAHONY, OTPUMYHOYM 3arosloBHY
cnonyky (32mr, 43%).

H AMP (OMCO-d6): p 11,54 (1 H, s); 894 (1H, s); 8,46 (1H, bs); 7,86 (1H, s); 7,69 (1H, bs); 7,31 (1H,
dJ13Tu); 716 (1H, dd, J 8,1 ta 1,4 'y); 7,04 (1H,3H, s) Ta 2,23 (3H, s). XIAT-MC m/z: 368,1 [MH+]

Mpuknag 73

6,7-0umeTokcun-4-(2-nponinaHiniHo)-3-xiHoniHkapbokcamig,

Cymiw 4-xrop-6,7-gumeTokcun-3-xiHoniHkapbokcamigy (0,062r, 0,23mmonb) 2-nponinarinivy (0,038r, 0,28MmMorb),
2-6yTaHony (2mn), gumeTundopmamigy (2 mn) Ta outoBoi kucroTtu (8,2Mkn) rpinv npoTsarom Hodi npyu 100°C. Micna
OXOMOMPKEHHA PO3YMH 3MEHLLyBanu 3a o6'eMOM BUNaplOBaHHAM. 3anvok po3vuHanu y Bogi (3mn) Ta obpobnsnu
BOOHUM amiakoMm. TBepguid NpodyKT BiadinbTpoByBanu NpoOMMBanu BOAOK CyWWUnM Ha nosiTpi npotarom 0,5 roguH,
NMPOMMBarnM 3HOB renTaHoM Ta CyLUWMW y BakyyMHil wadi npu 50C, oTpMMYIOYM XOBTO-KOPUYHEBUIA TBEPAMIN NPOOYKT,
35 mr (41%) saronosHoi cnonyku. XIAT-PX/MC m/z 366,1 (MH*):

H AMP (OAMCO-d6) 5 10,95 (1H, s); 8,88 (1H, s); 8,28 (1H, brs); 7,62 (1H, brs); 7,29 (1H, 7); 7,24 (1H,
s); 7,05 (2H, 1); 6,68 (1H, T); 6,63 (1H, s); 3,88 (3H, s); 3,21 (3H, s); 2,67 (2H, t); 1,65 (2H, T); 0,93 (3H, 1).

3aronoBHi cnonyku npuknagie 74-86 oTpumyBanu cnocobom, aHanoriyHum cnocoby, onvcaHoMy y npuknagi 73

Mpuknag 74

4-(2-13onponinaniniHo)-6,7-aMmeTokcun-3-xiHoniHkapbokcaming

H AMP (AMCO-d6) p 11,07 (1H, s); 8,87 (1H, s); 8,28 (1H, brs); 7,58 (1H, brs); 7,40 (1H, d); 7,23 (1H,
s); 7,13 (1H, t); 7,07 (1H, t); 6,68 (1H. d); 6,59 (1H, s); 3,88 (3H, s); 3,35 (1H, 7); 3,18 (3H, s); 1,27 (6H, d).
XIAT-MC m/z: 366,1 [MH+]

Mpuknag 75

4-[2-(BTOp-ByTWMN)aHiniHo]-6,7-AnMeTokcn-3-xiHoniHkapGokcamin

H AMP (OMCO-d6): p 11,08 (1H, s); 8,87 (1H, s); 828 (1H, brs); 7,59 (1H, brs); 7,34 (1H, d); 7,22
(1H, s); 7,13 (1H, t); 7,07 (1H, t); 6,68 (1H, d); 6,61 (1H, s); 3,86 (3H, s); 3,17 (3H, s); 3,13 (1H, T1);
1,65 (2H, T); 1,21 (3H, d); 0,80 (3H, t). XIAT-MC m/z: 380,2 [MH*]

MNpuknag 76
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6,7-0umeTokcun-4-[3-(MeTokcuMeTnn)-2-MeTunaHiniHo]-3-xiHoniHkapbokcamig

H AMP (OMCO-d6) . 10,82 (1H, s); 8,86 (1H, s); 8,25 (1H, brs); 7,58 (1H, brs); 7,22 (1H, s); 7,08 (2H,
T); 6,71 (1H, d); 6,64 (1H, s); 4,45 (2H, s); 3,86 (3H, s); 3,22 (3H, s); 2,25 (3H, s). XIAT-MC m/z: 382,1 [MH+]

Mpwknag 77

4-[3-(i30-ByTOKCMMETUI)-2-METUMAaHINiHO]-6,7-AnMeToKCcK-3-XiHoniHkapbokcaming

H AMP (OMCO<lg) p 10,83 (1H, s); 8,83 (1H, s); 8,23 (1H, br s); 7,58 (1H, br s); 7,22 (1H, s);, 7,08
(2H, T1); 6,72 (1H, d); 6,62 (1H, s); 4,48 (2H, s); 3,86 (3H, s);. 3,22 (3H, s); 3,19 (2H, d); 2,25 (3H, s);
1,80 (1H; 1); 0,84 (6H, d). XIAT-MC m/z: 424,1 [MH+]

Mpuknag 78

4-[3-(uiaHOMeTUN)-2-MEeTUNaHINiHO]-6,7-anmeToKkcu-3-xiHoniHkapbokcamig,

H AMP (OMCO-d6) n 10,76 (1H, s); 8,86 (1H, s); 8,25 (1H, brs); 7,60 (1H. brs); 7,24 (1H, s); 7,12 (2H, 7).
6,71 (1H, d); 6,61 (1H, s); 4,07 (2H, s); 3,87 (3H, s); 3,22 (3H, s); 2,30 (3H, s). XIAT-PX/MC m/z 377,1 [MH+]

Mpuknag 79

4-{3-[(eTunamiHO)MeTUN]-2-MeTUNaHinNiHo}-6,7-anmeTokcu-3-xiHoniHkapbokcamia

3aronoBHi CNonykn OTpUMMyBanu, NoYMHal4n 3 TpeT-OyTun 3-amiHo-2-meTunbeHaun(etTun)kapbamaTy, 3HATTA
3aXUCTY, BUKOpUCTOBYIOUN TFA, Aae 3aronoBHY CrOmMykKy.

'H AMP (CDCly) p 10,68 (1H, s); 8,75 (1H, s); 7,23 (1H, s); 7,13 (1H, d); 7,05 (1H, t); 6,83 (1H, d);
6,72 (1H, s); 6,25 (2H, brs); 3,95 (BH, s); 3,82 (2H, s); 3,31 (3H, s); 2,73 (2H, q); 2,35 (3H, s); 0,64 (3H,
t). XIAT-MC m/z: 395,1 [MH+]

Mpuknag 80

4-{3-[2-(eTunamiHo)-2-okcoeTun]-2-MeTUnaHiniHo}-6, 7-aumeTokcu-3-xiHorniHkapbokcamin

1HﬂMP(ﬂMCOd®Ltw36(ﬂtsx835(ﬂtsx823(ﬂtbmx794mH,mx756UH,mﬂ;Zm (1H,
s): 7,01 (1H, d); 6,66 (1H, m); 6,62 (1H, s); 3,86 (3H, s); 3,49 (2H, s); 3,21 (3H, s); 3,056 (2H, m); 2,25
(3H, s); 1,00 (3H, t). XIAT-MC m/z: 423,3 [MH+]

Mpuknag 81

Etun 2-(3-{[3-(amiHokap©6oHin)-6,7-gumMmeTokcn-4-xiHomiHin]amiHo}-2-meTundeHin)-auerar

H AMP (OMCO-d6) . 10,87 (1H, s); 8,86 (1H, s); 8,26 (1H, brs); 7,56 (1H, brs); 7,22 (1H, s); 7,04 (2H,
m): 6,72 (1H, T); 6,16 (1H, s); 4,06 (2H, q); 3,86 (3H, s); 3,76 (2H, s); 3,23 (3H, s); 2,20 (3H, s); 1,15
(3H, ). XIAT-MC m/z: 424,1 [MH+]

Mpuknag 82

4-[3-(2-AMiHO-2-0KCOETUI)-2-MeTUNaHINiIHO]-6,7-anumeToKcun-3-xiHoniHkapbokcamig,

"H AMP (OMCO-d6) p 10,83 (1H, s); 8,83 (1H, s); 8,24 (1H, brs); 7,56 (1H, brs); 7,38 (1H, brs); 7,21
(1H, s) 7,08 (2H, m); 6,89 (1H, brs); 6,66 (1H, m); 6,62 (1H, s); 3,86 (3H, s); 3,50 (2H, s); 3,22 (3H, s);
2,26 (3H, s). XIAT-MC m/z: 395,1 [MH+]

Mpuknag 83

4-[3-(2-MNppokcieTnn)-2-MmeTuNaHiniHol-6,7-gumeTokcun-3-xiHoniHkapbokcamin

H AMP (OMCO-d6) w 10,82 (1H, s); 8,82 (1H, s); 823 (1H, brs); 7,56 (1H, brs); 7,22 (1H, s); 7,0,1
(2H, m); 6,62 (2H, m);, 466 (1H, t); 3,86 (3H, s); 3,65 (2H, q); 3,21 (3H, s); 2,82 (2H, t); 2,27 (3H, s).
XIAT-MC m/z: 382,1 [MH+]

Mpuknag 84

4-(3-{2-[(2-MpapokcieTnn)amiHo]-2-0KCoeTun}-2-MeTUNaHiniHo)-6, 7-gumeTokcun-3-xiHoniHkapbokcamin

H AMP (OMCO-d6) p 10,83 (1H, s); 8,82 (1H, s); 8,25 (1H, brs); 7,95,(1H, m); 7,58 (1H, brs); 7,21(1H,
s); 7,03 (2H, m): 6,68 (1H, m); 6,62 (1H, s); 4,65 (1H, t); 3,86 (3H, s); 3,54 (2H, s); 3,39 (2H, m); 3,23
(BH, s); 3,12 (2H, m); 2,26 (3H, s). XIAT-MC m/z: 439,1 [MH+]

Mpuknag 85

TpeT-ByTun 3-{[3-(amiHokapboHin)-6,7-ammeTokcun-4-xiHoniHin]jamiHo}-2-meTnnbeHsun-kapbamar

1HﬂMP(ﬂMCOd®LLm33(ﬂtsx834(ﬂtsx822(ﬂtbmx755tm,bmx73ﬂ1H,mx7220H,
s) 7,08 (2H, m): 6,66 (1H, d); 6,60 (1H, s); 4,15 (2H, d); 3,85 (3H, s); 3-21 (BH, s) 2,25 (3H, s); 1,39
(9H, s). XIAT-MC m/z: 467,2 [MH+]

Mpuknag 86

4-[3-(AMiHOMETWN)-2-MEeTUNAHINIHO]-6,7-gMMmeToken-3-xiHoniHkapbokcamig

TpeT-6yTnn 3-{[3-(amiHokapboHin)-6,7-aumeTokcnd-xiHoniHinlamiHo}-2-MeTunbeHann-

kapbamat (0,12 mr, 0,25 MMOnb) Po34MHANK Y AnxropmMeTaHi (5Mn), oxonomKyBanu Ha nbodi Ta aogasanv TFA
(3vn). Micna 2 roguH nepemillyBaHHs Npu KIMHaTHIM TemnepaTypi Cymill BunaploBanu, OTPUMYKOYM Macro, fike
PO3YMHANN Y AMXIIOPMETaHI /BOOHOMY pPO34uHi KapOoHaTy HaTpito. BogHy casy ekcTparyeBanu guxropmeTtaHom (6).
EkcTpaktv npomuBanv po3corioM, cywunu 6e3BogHVMM cynbdaToM HaTpilo Ta BUMaploBanuv. 3anuliok odulanv
xpomaTorpadieto (auxnopmetaH/MeOH/NH53), oTpumytoumn 3aronoBHy cnonyky 54mr, (59%) sk 6inuin NOpOLLIOK.

H AMP (CDCly) p 10,83 (1H, s);8,82 (1H, s); 8,11 (1H, brs); 7,55 (1H, brs); 7,22 (1H, s); 7,16 (1H, d);
7,05 (1H, m); 6,65 (2H, m); 3,86 (3H, s); 3,75 (2H, s); 3,22 (3H, s); 2,27 (3H, s). XIAT-MC m/z: 353,1 [MH+]

IHTepmepiaTn. BUKOpPUCTaHI Sk BMXIiOQHI MaTepianu y npuknagax 87-179

HadTtun 7-metokcm-4-xnop-3-xiHoniHkapbokecunar.

3aronoBHy Cnonyky oTpumMyBarnu, ik no cyTi onucaHo Burke, et al. J. Med. Chem, 36(1993)425-432

7-MeTokcmn-4-xnop-3-xiHoniHkapbokcamin
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H AMP (OMCO-d6): u 880 (1H, s); 8,19 (1H, s); 815 (1H, br s); 7,90 (1H, brs); 7,50 (1H, d); 7,46
(1H, dd); 3,96 (3H, s).
ETun 4-xnop-3-xiHoniHkapbokcunar
5 3aronoBHy Cnonyky oTpumMyBanu, sik no cyTi onucaHo Burke, et al. J. Med. Chem, 36(1993)425-432.
4-xnop-3-xiHoniHkap6okcamig,
H AMP (OMCO-d6): 1 8,8 (1H, s); 8,30 (1H, d); 8,19 (1H, brs); 8,13 (1H, d); 7,96 (1H, brs); 7,93 (1H,t); 7,83 (1H,1).
Etun 6,7-guxnop-4-xnop-3-xiHoniHkapbokcnnaT
3aronoBHy cnonyky oTpumMyBanu, sik no cyTi onucaHo Burke, et al. J. Med. Chem, 36(1993)425-432.
10 6,7-0unxnop-4-xnop-3-xiHoniHkapbokcamin
H AMP (OMCO-d86): 1 8,94 (1H, s); 8,47 (2H, d); 8,27 (1H, brs); 8,06 (1H, brs).
HadhTtun 6-meTokcm-4-xnop-3-xiHoniHkapbokecunar.
3aronoBHy cnonyky oTpumMyBanu, sik no cyTi onucaHo Burke, et al. J. Med. Chem, 36(1993)425-432.
6-MeTokcmn-4-xnop-3-xiHoniHkapbokcamin
"H AMP (OMCO-d6): , 8,70 (1H, s); 8,17 (1H, bl s); 8,04 (1H, d)- 7,92 (1H, brs); 7,56 (1H, dd); 7,52
(1H, d); 3,97 (3H, s).
Mpuknag 87
4-(4-dnyop-2-MeTUNaHiniHo)-6-meTokcu-3-xiHoniHkapbokcamig
Cymiw  4-cnyop-2-meTunaHininy (0,025mMmonb), 6-meTokcu-4-xrop-3-xiHoniHkapbokcamigy (0,025mmonb), 50mkn
cymiwi 20% ourtoBa kucnota/ETaHon ta 250Mkn eTaHony KUN'aTMnun nig 3BOPOTHUM XONOAUSIbHUKOM NPOTATOM 4 roguH.
[Micna oxonomKeHHsA A0 KIMHaTHOI TeMmnepaTypu pO3YUHHMK BUOENANW y Bakyymi
XIAT-MC m/z: 326 [MH+]
3aronoBHi cnonyku npuknagie 88-179 oTpumyBanu cnocobom, aHanori4H1um cnocoby, onucaHomy y npuknagi 87.
MNpuknag 88
4-(4-Bpom-2-MeTunaHiniHo)-6-meTokcu-3-xiHoniHkapbokcamin
XIAT-MC m/z: 388 [MH+]
Mpuknag 89
4-(4-xnop-2-MmeTunaHiniHo)-6-meTokcun-3-xiHoniHkapbokcamin
XIAT-MC m/z: 342 [MH+]
Mpuknag 90
4-(2,4-OnmeTnnaniniHo)-6-meTokcn-3-xiHoniHkapbokcamig,
XIAT-MC m/z: 322 [MH+]
Mpuknag 91
6-MeToKkcn-4-(4-MeToKCU-2-MeTHNaHiNiHo)-3-xiHoniHkap6okcamig
XIAT-MC m/z: 338 [MH+]
Mpuknag 92
4-(4-Tppoken-2-MeTunaHiniHo)-6-meTokcun-3-xiHoniHkapbokcamig
XIAT-MC m/z: 324 [MH+].
Mpuknag 93
4-(2-BpomaHiniHo)-6-meTokcKu-3-xiHoniHkapbokcamig
XIAT-MC m/z: 374 [MH+]
Mpuknag 94
4-(2,4-AumeToKciaHiniHo)-6-meTokcn-3-xiHoniHkapbokcaming
XIAT-MC m/z: 354 [MH+]
Mpuknag 95
6-MeTokcmn-4-(2-MeToKciaHiniHo)-3-xiHoniHkapbokcamin
XIAT-MC m/z: 324 [MH+]
Mpuknag 96
4-(2-EToKciaHiniHo)-6-MeTokcu-3-xiHoniHkapOokcamig
XIAT-MC m/z: 338 [MH+]
Mpuknag 97
4-(2-ETnnaHiniHo)-6-meTokcmn-3-xiHoniHkapbokcamin
XIAT-MC m/z: 322 [MH+].
Mpuknag 98
6-MeTokcmn-4-(2-TonyinnHo)-3-xiHoniHkapbokcamig
XIAT-MC m/z: 308 [MH+]
Mpuknag 99
6-MeTokcmn-4-[2-(MeTuncynegaHin)aHiniHo]-3-xiHoniHkapbokcamig
XIAT-MC m/z: 340 [MH+]
Mpwuknag 100
4-(4-Bpom-2-MeTunaHiniHo)-6,7-gumeTokcmn-3-xiHoniHkapbokcamin
XIAT-MC m/z: 417 [MH+]
Mpuknag 101
4-(4-xnop-2-MeTUNaHiniHo)-6,7-anmeTokcu-3-xiHoniHkapbokcamin,
XIAT-MC m/z: 372 [MH+]
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Mpuknag 102
4-(2.4-AumeTnnaniniHo)-6.7-gmmeTokcun-3-xiHoniHkapbokcamin
XIAT-MC m/z: 352 [MH+]

Mpuknag 103
6,7-0umeTokcun-4-(4-MeToKCn-2-MeTurnaHiniHo)-3-xiHoniHkapbokcamig,
XIAT-MC m/z: 368 [MH+]

Mpuknag 104
4-(2-Bpom-4-MeTunaHiniHo)-6,7-anmMeTokcn-3-XiHoniHkapbokcamin
XIAT-MC m/z: 417 [MH+]

Mpuknag 105
4-(2-Bpom-4-chrnyopaHiniHo)-6,7-aumeTokcu-3-xiHoniHkapbokcamig
XIAT-MC m/z: 421 [MH+]

Mpuknag 106
4-(2,4-OnmeTokciaHiniHo)-6,7-aumeTokcn-3-xiHoniHkapbokcamig
XIAT-MC m/z: 384 [MH+]

Mpuknag 107
4-(4-Pnyop-2-MeTUNaHIiniHo)-7-MeTokcu-3-xiHoniHkapbokcamig
XIAT-MC m/z: 326 [MH+]

Mpuknag 108
4-(4-Bpom-2-MeTunaHiniHo)-7-meTokcu-3-xiHoniHkapbokcamin
XIAT-MC m/z: 388 [MH+]

Mpuknag 109
4-(4-xnop-2-MeTunaHiniHo)-7-meTokcu-3-xiHoniHkapbokcamin
XIAT-MC m/z: 342 [MH+].

Mpuknag 110
4-(2,4-OnmMeTnnaniniHo)-7-meTokcn-3-xiHoniHkapbokcamig,
XIAT-MC m/z: 322 [MH+]

Mpuknag 111
7-MeTokcmn-4-(4-MeToKCn-2-MeTHNaHiniHo)-3-xiHoniHkapbokcamig
XIAT-MC m/z: 338 [MH+]

Mpuknag 112
4-(4-Tgpoken-2-MeTUNaHiniHo)-7-MmeTokcu-3-xiHoniHkapbokcamig
XIAT-MC m/z: 324 [MH+]

Mpuknag 113
4-(2-BpomaHiniHo)-7-meToKcKu-3-xiHoniHkapbokcamig

XIAT-MC m/z: 374 [MH+]

Mpuknag 114
4-(2-Bpom-4-MeTunaHiniHo)-7-meTokcu-3-xiHoniHkapbokcamin
XIAT-MC m/z: 388 [MH+]

Mpuknag 115
4-(2-Bpom-4-chrnyopaHiniHo)-7-meTokcun-3-xiHoniHkapbokcamin
XIAT-MC m/z: 390 [MH+]

Mpuknag 116
4-(2,4-AnumeToKciaHiniHo)-7-meTokcn-3-xiHoniHkapbokcaming
XIAT-MC m/z: 354 [MH+]

Mpuknag 117
6,7-0uxnop-4-(4-MeToKkcu-2-MeTUNaHiniHo)-3-xiHoniHkapbokcamig
XIAT-MC tn/z: 376 [MH+]

Mpuknag 118
6,7-0unxnop-4-(2,4-gMMeTOKCIaHiNiHo)-3-xiHoniHkapbokcamig
XIAT-MC m/z: 392 [MH+]

Mpuknag 119

4-(2-ETnnaHiniHo)-3-xiHoniHkapbokcamig,

XIAT-MC m/z: 292 [MH+]

Mpuknag 120

4-(2-TonyignHo)-3-xiHoniHkapbokcamin

XIAT-MC m/z: 278 [MH+]

Mpuknag 121
4-[2-(MeTuncynbdaHin)aHiniHo]-3-xiHoniHkapbokcamig,

XIAT-MC m/z: 310 [MH+]

Mpuknag 122
4-(2-ETOKCiaHiniHo)-6,7-anmeTokcu-3-XiHoniHkapbokcamin
XIAT-MC m/z: 368 [MH+]

Mpuknag 123
4-[2-(TippokcumeTun)aHiniHo]-6,7-gmmeTokcun-3-xiHoniHkapbokcamin
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XIAT-MC m/z: 354 [MH+]

Mpuknag 124
4-(2-ETnnaHiniHo)-6,7-aumeToKcn-3-xiHoniHkapbokcamig,

XIAT PX/MC m/z: 352 [MH+]

Mpuknag 125
6,7-0umeTokcun-4-(2-TonyianHo)-3-xiHoniHkapbokcamin

XIAT-MC m/z: 338 [MH+]

Mpuknag 126
6,7-0umeTokcun-4-[2-(MeTuncynbdaHin)aHiniHo]-3-xiHoniHkapbokcamig,
XIAT-MC m/z: 370 [MH+]

Mpuknag 127
4-(2,4-AnbpomaHiniHo)-6,7-gumeTokcun-3-xiHoniHkapbokcamin
XIAT-MC m/z 481 [MH+]

Mpuknag 128
7-MeTokcmn-4-(2-meToKciaHiniHo)-3-xiHoniHkapbokcamin

XIAT-MC m/z: 324 [MH+]

Mpuknag 129
4-(2-ETokciaHiniHo)-7-MeTokcu-3-xiHoniHkapbokcamig

XIAT-MC m/z: 338 [MH+]

Mpuknag 130
4-[2-(AmiHokap6oHin)aHiniHo]-7-meTokcK-3-xiHoniHkapbokcamig,
XIAT-MC m/z: 337 [MH+].

Mpuknag 131
4-(2-ETnnaHiniHo)-7-meTokcmn-3-xiHoniHkapbokcamin

XIAT-MC m/z: 322 [MH+]

Mpuknag 132

7-meTokcn-4-(2-TonyinnHo)-3-xiHoniHkapbokcamig,

XIAT-MC m/z: 308 [MH+]

Mpuknag 133
7-MeTokemn-4-[2-(MeTuncynbgaHin)aHiniHo]-3-xiHoniHkapbokcamig
XIAT-MC m/z: 340 [MH+]

Mpuknag 134
6,7-0unxnop-4-(2-meTokciaHiniHo)-3-xiHoniHkapbokcamig
XIAT-MC m/z: 361 [MH+]

Mpuknag 135
6,7-0unxnop-4-(2-eTunaHiniHo)-3-xiHoniHkapbokcamig

XIAT-MC m/z: 360 [MH+]

Mpuknag 136
6,7-0uxnop-4-[2-(MeTuncynbdaHrin)aniniHo]-3-xiHoniHkapbokcamig
XIAT-MC m/z: 378 [MH+]

Mpwuknag 137
4-(2,5-OdumeTnnaHniniHo)-6,7-gumeTokcun-3-xiHoniHkapbokcamia.
XIAT-MC m/z: 352 [MH+]

Mpuknag 138
4-(5-dnyop-2-MeTUNaHiniHo)-6,7-AnmeTtokcn-3-xiHoniHkapbokcamia,.
XIAT-MC m/z; 356 [MH+]

Mpuknag 139
4-(5-xnop-2-MeTUnaHiniHo)-6,7-anmeTokcu-3-xiHoniHkapbokcamig,.
XIAT-MC m/z: 372 [MH+]

Mpuknag 140
4-(3-dnyop-2-MmeTunaHiniHo)-6,7-anmeTokcu-3-xiHoniHkapbokcamig,.
XIAT-MC m/z: 356 [MH+]

Mpuknag 141

4-(4-Nppoken-2,5-anMeTnaHiniHo)-6,7-aumMmeTokcun-3-xiHoniHkapbokcamig,.

XIAT-MC m/z: 368 [MH+]

Mpuknag 142
4-(2-MNpopokcn-4-MmeTunaHiniHo)-6,7-aumeTokcu-3-xiHoniHkapbokcamig,.
XIAT-MC m/z: 354 [MH+]

Mpuknag 143

4-AHiniHo-6,7-anmeTokcun-3-XiHoniHkapbokcaming

XIAT-MC m/z: 324 [MH+]

Mpuknag 144
4-(4-xnop-2-gpnyopaHiniHo)-6,7-fumeTokcun-3-xiHoniHkapbokcamig
XIAT-MC m/z: 375 [MH+]

Mpuknag 145
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4-(2-dnyopaHiniHo)-6,7-anmeTokcm-3-XiHoniHkapbokcamin
XIAT-MC m/z: 341 [MH+]

Mpuknag 146
4-(2,6-AundpnyopaHiniHo)-6,7-anmeTokcn-3-xiHoniHkapbokcamig,
XIAT-MC m/z: 359 [MH+]

Mpuknag 147
4-(3-BpomaHiniHo)-6,7-anmeTokcun-3-XiHoniHkapbokcaming
XIAT-MC m/z: 401, 403 [MH+]

Mpuknag 148

4-(3-dnyopaHiniHo)-6,7-anmeTokcm-3-xiHoniHkapbokcamig XIAT-MC m/z: 341 [MH+] Mpuknag 149

6,7-0umeToKkcun-4-(4-MeToKCiaHiniHo)-3-xiHoniHkapbokcamin
XIAT-MC m/z: 337 [MH+]

Mpuknag 150
4-(3-xnopaHiniHo)-6,7-anmeTokcn-3-XiHoniHkapbokcamin
XIAT-MC m/z: 357 [MH+]

Mpuknag 151
4-(2-xnopaHiniHo)-6,7-anmeTokcn-3-XiHoniHkapbokcamig
XIAT-MC m/z: 357[MH+]

Mpuknag 152
4-[3-(AueTunamiHo)aHiniHol-6,7-anmeTokcn-3-xiHoniHkapbokcamin
XIAT-MC m/z: 380 [MH+]

Mpuknag 153
4-(2,5-AndpnyopaHiniHo)-6,7-anmeTokcn-3-xiHoniHkapbokcamig,
XIAT-MC m/z: 359 [MH+]

Mpuknag 154
4-(1H-IHgon-5-inamiHo)-6,7-anmeTokcn-3-xiHoniHkapbokcamig,
XIAT-MC m/z: 363 [MH+]

Mpuknag 155
4-(1H-IHpason-5-inamiHo)-6,7-gnmeTokcun-3-xiHoniHkapbokcamin
XIAT-MC m/z: 364 [MH+]

Mpuknag 156
4-(1H-IHpason-6-inamiHo)-6,7-gnMmeTokcn-3-xiHoniHkapbokcamig
XIAT-MC m/z: 364 [MH+]

Mpuknag 157
4-(2,4-OuncpnyopaHiniHo)-6,7-anmeTokcn-3-xiHoniHkapbokcamig,
XIAT-MC m/z: 359 [MH+]

Mpuknag 158
4-(2-dnyop-4-meTUnaHiniHo)-6,7-anmeTokcu-3-xiHoniHkapbokcamin
XIAT-MC m/z: 356 [MH+]

Mpuknag 159
4-(2,4-pnxnopaHiniHo)-6,7-gumeTokcun-3-xiHoniHkapbokcamig
XIAT-MC m/z: 391, 393 [MH+]

Mpuknag 160
4-(2,5-AunxnopaHiniHo)-6,7-gumeTokcun-3-xiHoniHkapbokcamin
XIAT-MC m/z: 391, 393 [MH+]

Mpuknag 161
4-[2-(2-TigpokcieTnn)aniniHo]-6,7-anmeTokcu-3-XiHoniHkapbokcamin
XIAT-MC m/z: 368 [MH+]

Mpuknag 162

4-(3-xnop-4-cpnyopaHiniHo)-6, 7-aumeTokcn-3-xiHoniHkapbokcamig
XIAT-MC m/z: 375 [MH+]

Mpuknag 163

6,7-0umeTokcun-4-[3-(MeTuncynbdaHin)aHiniHo]-3-xiHoniHkapbokcamig,

XIAT-MC m/z: 370 [MH+]
Mpuknag 164

6,7-0umeToKkcun-4-(2-MeToKcu-5-MeTunaHiniHo)-3-xiHoniHkapGokcamig,

XIAT-MC m/z: 368 [MH+]

Mpuknag 165
4-[4-(OmmeTunamiHo)aHiniHo]-6,7-aumeToKkcun-3-xiHoniHkapbokcamig,
XIAT-MC m/z: 367 [MH+]

Mpuknag 166

6,7-0umeTokcun-4-[4-(MeTuncynbdaHin)aHiniHo]-3-xiHoniHkapbokcamig,

XIAT-MC m/z: 370 [MH+]
Mpuknag 167
4-[4-(2-TppokcieTnn)aHiniHo]-6,7-gumeToKcun-3-xiHoniHkapbokcamig
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XIAT-MC m/z: 368 [MH+]

Mpuknag 168

4-(3-Tigpokcn-4-meToKCiaHiniHO)-6,7-anMeToKcKn-3-xiHoniHkap6okcamig,

XIAT-MC m/z: 370 [MH+]

Mpuknag 169

4-(2,3-guxnopaHiniHo)-6,7-gumeTokcu-3-xiHoniHkapbokcamin

XIAT-MC m/z: 391 [MH+]

Mpuknag 170

6,7-0umeTokcn-4-(2,3,4-TpndnyopaHiniHo)-3-xiHoniHkapbokcamig

XIAT-MC m/z: 378 [MH+]

Mpuknag 171

6,7-0umeTokcn-4-(3-TonyianHo)-3-xiHoniHkapbokcamin

XIAT-MC m/z: 338 [MH+].

Mpwuknag 172

4-(2-Tigpoken-4-MeTUnaHiniHo)-6,7-gumeTokcu-3-xiHoniHkapbokcamin

XIAT-MC m/z: 354 [MH*]

Mpuknag 173

4-(2-Pnyop-4-rigpokcianiniHo)-6,7-gumMmeTokcun-3-xiHoniHkapbokcamin XIAT-MC m/z: 358 [MH+]

Mpuknag 174

4-[2-(TippokcumeTnn)-4-meTunamido]-6,7-gumeTtokeun-3-xiHoniHkapbokcaming

XIAT-MC m/z: 368 [MH+]

Mpuknag 175

4-(2-xnop-4-cpnyopaHiniHo)-6,7-aumeTokcn-3-xiHoniHkapbokcamig

XIAT-MC m/z: 375 [MH+]

Mpuknag 176

4-(2-dnyop-5-meTunaHiniHo)-6,7-anmeTokcu-3-xiHoniHkapbokcamin

XIAT-MC m/z: 356 [MH+]

Mpwuknag 177

4-[(2-LliaHotheHin)amiHo]-6,7-aumMeToKcuxiHoniH-3-kapbokcamin

XIAT-MC m/z: 349 [MH+]

Mpuknag 178

4-[(2,5-OAndnyopdpeHin)amiHo]-6,7-anmeToKkcuxiHomMiH-3-kapbokcamin

XIAT-MC m/z: 360 [MH+]

Mpuknag 179

4-(1H-ingon-5-inamiHo)-6,7-gMmMmeTokcuxiHoniH-3-kapbokcamig

XIAT-MC m/z: 363 [MH+].

Mpuknag 180

6,7-0uxnop-4-(2-MeTunaHiniHo)-3-xiHoniHkapbokcamig,.

6,7-0uxnop-4-(2-MeTunaHiniHo)-3-xiHoniHkapbokcamig,.

Cymiw etun-6,7-guxnop-4-(2-meTunaHiniso)-3-xiHoniHkapbokeunaty (0,050r, mmonb) Ta NH4CI rpinm y nocyauHi
nig Tuckom 3 NHz-Hacu4eHum meTaHornom npotarom 5 gi6. Cymil BunapioBany Ta 3anuqLLIoK nepekpvcTanisoByBanm 3
eTaHony.

H AMP (OMCO-d6): p 10,9 (1H, 8); 9,0 (1H, s); 83 (1H, brs); 8,1 (1H, s); 7,7 (1H, brs); 7,6 (1H, s),
7,6 (1H, dd); 7,2 (2H, T1); 6,6 (1H, dd); 2,27 (3H, s).

Mpuknag 181

4-(2,3-Aurigpo-1H-iHgeH-1-inamiHo)-6,7-AumeTokcun-3-xiHoniHkapbokcamig,

Cymiw 4-xnop-6,7-gumeTokcun-3-xiHoniHkapbokcaminy (0,066r, 0,25mmonb), 1-amiHoiHgaHy (0,66mr, 0,50Mmonb),
2-6yTaHony (2mn), aumetuncdopmamigy (2 mn) rpinn npotarom 48 roguH npu 100°C. Tlicns OXONOAXKEHHS PO3YUH
3MeHLUYyBanu 3a 06'eMOM BUNAPOBAHHSAM. 3arMLOK po3ynHANKM Y Bogi (3 M) Ta 06pobnanu BogHUM amiakom. Teepaui
NPOAYKT BigdiNbTPOBYBanM, NpoM1MBanu Bogoto, CylIMu Ha noBiTpi npotsarom 0,5 roguH, npoMuBanu 3HOB renTaHom Ta
cywunu. 3anuiok ouuwanu xpomartorpadieto Ha cunikareni (auxnopmetan/MeOH), oTpumytoun 63wmr, (70%)
3aronoBHOI Cnonykn Ak 6inuin TBepanin matepian.

'H AMP (OMCO-d6): u 874 (1H, d); 863 (1H, s); 805 (1H, brs); 7,55 (1H, s); 7,35 (1H, brs),
7,30-7,1-4 (5H, m); 5,46 (1H, q); 3,89 (BH, s); 3.83 (3H, s); 2,99-2,91 (1H, m);, 2,88-2,76 (1H, m); 2,62-2,52
(1H, m); 1,02-0,91 (1H, m). XIAT-MC m/z: 364,1 [MH+]

3aronoBsHi cnonykn npuknagis 182-183 oTpumyBanu cnocobom, aHanori4Hum cnocoby, onucaHoMy y npuknagi 181.

Mpuknag 182

6,7-0umeTokcn-4-{[2-(TpudpnyopmeTnn)beHaunn]amiHo}-3-xiHoniHkapbokcamig,

H AMP (OMCO-de): w 891 (1H, t); 859 (1H, s); 7,98 (1H, brs); 7,75 (2H, 1); 7,68 (1H, t); 7,51 (1H,
t); 7,34 (1H, brs); 7,25 (1H, s); 7,21 (1H, s); 4,91 (2H, d); 3,88 (3H, s); 3,51 (3H, s). XIAT-MC m/z: 406,1 [MH+]

Mpuknag 183

6,7-0umeTokcn-4-[(1-cbenineTnn)amiHo]-3-xiHoniHkapbokcamig

H AMP (OMCO-d6): p 940 (1H, d); 866 (1H, s); 8,06 (1H, brs); 7,43-735 (2H, 1); 7,30 (2H, 1),
7,18-7,22 (2H, 7); 7,14 (1H, s); 5,18 (1H, T); 3,83 (3H, s); 3,45 (3H, s); 1,52 (3H, d). XIAT-MC m/z: 352,1 [MH+].
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Mpuknag 184

4-(3-TigpokcMMeTUn-2-MeTunaHiniHo)-3-xiHoniHkapbokcamig,

a) Oietun 2-[1,3-6eH3ogiokcon-5-inamiHo)meTuneH]manoHaT

Oietun  2-(eTokcumeTuneH)manoHat  (4,1mn, 20,3Mmmonb)  3,4-meTunengiokciadinin - (2,77r,  20,2mmonb)
nepemiwysanu nig asotom npu 120°C npotsrom 2,5 rognH. PeakuiinHy cymill oxonomxyBanu Ta godasanu eTaHors.
Ocap 36upanu dinbTpadieto Ta NepekprcTanisoByBanuy 3 eTaHony, OTpUMYytodmn 3arorioBHy cnonyky (3,52 r, 56%)

H AMP (OMCO-d6): p 10,67 (1H, 4/13,92 Tu); 8,28 (1H, d, J 13,9 Tu); 7,12 (1H, d, J 2,2 Ty); 6,91 (1H,
d J 83 Il'y; 681 (1H, dd, J 84 T1a 2,3 lu); 6,04 (2H, s); 419 (2H, q, J 7,1 Tu); 410 (2H, q, J 1,1 Tu);
1,25 3H, t,J1,1Tu); Ta 1,23 (3H,t, J 7,2 Tw).

b) ETun 4-xnop-6,7-metunergiokcun-3-xiHoniHkapbokecunaT

Oietun 2-[1,3-6eH3opiokcon-5-inamiHo)MeTunen]manoHar (3,25r, 11,6Mmonb) posunHsanu y POCI; (60mn) Ta rpinu
nig 3BOPOTHUM XonogaunbHUKOM npoTaroMm 4,5 roguH, oxonomKyBanu Ta chniBBUnaptoBanu ABidi 3 TOryoriom. 3anuiiok
cycrneHayBanv y NboAAHOMY Hacu4eHoMy po3uuHi rigpokapboHaTy HaTpilo Ta ocag 36upanu dinbTpauieto, npomusanv
BOAOIO Ta CyLUMIW, OTPUMYOHM 3arofioBHy cnonyky (3,01 r, 95%).

H AMP (OMCO-d6): u 8,92 (1H, s); 7,64 (1H, s); 7,49 (1H, s); 6,33 (2H, s); 4,40 (2H, q, J 7,1 Ty) Ta
1,36 (3H, t, J 7,1 Tw). XIAT-MC m/z: 279,9 [MH+]

c) 4-xnop-6,7-meTunneHaiokcn-3-xiHoniHkapboHoBa kucnoTa

Etun 4-xnop-6,7-meTuneHaioken-3-xiHoniHkapbokeunat (1,54r, 5,5mMmonb) cycneHgyBanu y cymiwi etaHony (25
mn), TeTparigpodypaHny (5mn) Ta BogHoro 2M NaOH (25mn) Ta nepemillyBanu npu 30BHILWHIA TemMnepaTypi NpoTsarom 2
roguH. PeakuiiHy cymiw HelTpanisyBanu 1M BogHoto HCI| Ta opraHivHi po3y4MHHWKM BMNapioBany nig 3HWKEHWM
Tuckom. Micna nigkmcneHHs go pH 2-3 1M HCI yTBopeHuin ocan BMAinsanu ueHTpudyrysanHsaM. Ocan pecycneHayBanu
y BOAi Ta LeHTpudyrysanu 3HoB. Lle nosToproBanu ABidi, OTPUMYIO4M NIiCIA CYLIKW 3arofioBHy cnonyky (1,25r, 90%)

H AMP (OMCO-CI6): p 13,71 (1H, bs); 8,93 (1H, s); 7,63 (1H, s); 7,47 (1H, s) Ta 6,32 (2H, s).

d) 3-xnop-6,7-meTuneHgiokcun-3-xiHoniHkapGokcamig

4-xnop-6,7-meTuneHgiokcn-3-xinoniHkapboHoBy kucnoty (0,68r, 2,7MMonb) cycneHgyeanu y TioHinxnopuai (30mn)
Ta CyMmiW rpinu nig 3BOPOTHWM XONoAUNbHUKOM npoTaroMm 1 roguH Ta gani cnisBunaptoBany 3 TOSYOSIOM. 3anuiiok
cycneHgyBanu y nboasHoMy aueToHi (25mn) Ta obpobnanu OXonomXeHWM fboAOM HaCUYeHUM BOLHWMM PO3YMHOM
amiaky (28%, 2mn) nopuiamu npu 0 °C. PeakuiiHy cymiw nepemiwysann npu 0°C npotarom 2 XBWMAWH Ta Aani
dinbTpyBanu. TBepaui MaTepian NpoM1MBanu BOAOK Ta CyLUUMM, OTPUMYIOUK 3aronoBHy cnonyky (501mr, 74%).

"H AMP (OIMCO-d86): n 8,63 (1H, s); 8,10 (1H, bs); 7,84 (1H, s); 7,56 (1H, s); 7,46 (1H, s) Ta 6,30(2H, s).

e)4-(3-TigpokcumeTnn-2-MeTnnaHiniHo)-3-xiHoniHkapbokcaming

Cymiw  3-xnop-6,7-meTuneHgiokcn-3-xiHoniHkapbokcamigy (106mr, 0,42mMmonb);  3-amiHO-2-MeTUNOGEeH3NNoOBOro
cnupty (72wmr, 0,52mMmonk) Ta outoBoi kucnotn (100 mkn) y gumetundopmamigi (2mn) rpinn npm 100°C npoTtsarom 6
roguH. lMicna oxonomkeHHs cymiw posbaBnanu Bogoto (20mn) Ta npomuBanu ABidi eTunauetratom. BogHy dasy
nigpnyxxyeanm 1M NaOH Ta yTBopeHuin ocag 36upanu inbTpauielo, NpoMyBanv BOLOK Ta CyLUUIN, OTPUMYHOYM
3aronoBHy cnonyky (113mr, 75%).

H AMP (OMCO-d6): n 10,47 (1H, s); 8,86 (1H, s); 8,30 (1H, s); 7,64 (1H, s); 7,26 (1H, s); 7,13 (1H, d,
J73 Ty); 7,00 (1H, t, J 7,7 Tw); 6,66 (1H, s); 649 (1H, d, J 7,8 Ty); 6,11 (2H, s); 514 (1H, bs), 4,56
(2H, s) Ta 2,28 (3H, s). XIAT-MC m/z: 352,1 [MH+]

Mpuknag 185

9-(3-TppokcnmeTun-2-MmeTunaxiniHo)-2,3-gurigpo[1,41piokcnHo|[2,3g]xiHoniH-8-kap6okcamin

a) Etnn 9-xnop-2,3-gurigpol1,4]aiokcnHo|2,3g]xiHoniH-8-kapbokeunat

Oietun 2-(etokcumetuneH)ManoHaTt (4,1mn, 20,3mmone) Ta 2,3-gurigpo-1,4- 0GeH3oniokcuH-6-amiH  (2,48mn,
20,2MMonb) nepemiwyBany nig azotom npu 120°C npoTsirom 4 roguH Ta peakuiiHy cymilw gani BunaptoBanv nig
3HWXEHUM TuckoMm. Cupuin gietun 2-[2,3-gurigpo-1,4-6eH3o4iokcnH-6-inamiHo)MeTuneH]manoHaT poadnHsanm y POCI 3
Ta rpinv nig 3BOPOTHUM XONOAWSIBHUKOM MpoTAroM 5 roguH Ta cymiw gani cnisBunaptoBany 3 TOMYOSoM. 3anuiiok
PO3UYUHANN Yy MeTUneHxriopugi Ta NPoMUBanM HacU4Y4eHUM PO3YMHOM rigpokapboHaTy HaTpilo Ta BOAOH, CyLUMIN
cynbgaTom HaTtpito, ginbTpyBanuM Ta BunaptoBanu. 3anulioK KpucTanisyBanu 3 MeTaHony-Boau, otpumytoun 3,5 r
cuporo npoaykty. MNepekpuctanisadia 3 MeTaHony-Bogu Ta Nig KiHeub 3 MeTaHony fanu 3arofioBHy cnonyky (1,14r,
19%).

H AMP (OMCO-d6): p 893 (1H, s); 7,65 (1H, s); 7,51 (1H, s); 4,49-442 (4H, 71); 440 (2H, 9 J 7,1 Tw)
Ta 1,36 (3H, t J 7,1 'y). XIAT-MC m/z: 293,9 [MH+]

b) 9-xnop-2,3-gurigpo[1,4]aiokcnHol[1 ,3galxiHoniH-8-kapboHoBa kucnoTa

Etun  9-xnop-2,3-gurigpo[1,4]aiokcnHo[2,3g]xiHoniH-8-kapbokeunat  (1,1r, 3,7MMONb) PO3YMHANN Yy  CyMiLli
eTaHony (20mn) Ta TeTparigpodypaHy (5mn). BogHuii NaOH (2M, 20 mn) gopasanu. [Micns nepemiwyBaHHA npu
30BHILWWHIN TemMnepaTypi npoTsrom 1 rognH 45 XBUNWH peakuinHy cymiw nigkucrosann 1M HCI. OpraHiyHi po34uHHUKK
BMNapioBany Mig 3HWXEHUM TWUCKOM Ta CUPUIA NpodykT BUAINANKM UeHTpudyryBaHHAM. [licns gekaHTyBaHHA ocap
pecycnenayBanu y Bofi i ueHTpudyryBanu 3HoB. Lle noeToptoBanu ABidi Ta ocag nig KiHeub CyLWWW, OTPUMYOYM
3aronoBHy cnonyky (0,65r, 65%).

H AMP (OMCO-d6): n 13,78 (1H, bs); 8,94 (1H, s); 7,66 (1H, s); 7,51 (1H, s) Ta 4,45 (4H, s).

c)
9-xrop-2,3-aurigpol[1,4]aiokenHo[1,3g]xiHoniH-8-kapbokcamin9-xnop-2,3-aurinpo[1,4]aiokcnHo[ 1,3g]xiHoniH-8-kap6o
HoBy kucnoTy (0,61r) y TioHinxnopugi (30Mn) rpinv nig 3BOPOTHUM XOSNOAUSIBHUKOM MPOTSAromM 3 roguH Ta peakuiiHy
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CcyMmill fani cnieevnapioBany 3 TONyorioM. 3anulioK cycrneHayBanu Yy nbogsHoMy aueToHi (25wmn) Ta obpobnsnm
OXONOKEHUM NbOAOM HACUYEHWM BOOHUM po3ynHOM amiaky (28%, 1,5mn) nopuisimm npu 0°C. PeakuiiiHy cymiw
nepemiwysanu npu 0°C npoTaromM 2 XBUNWH Ta Aani dinbTpysanu. TBepauii Matepian npoM1MBarni BOAOK Ta CyLIWUW,
oTpumytoun crnabko 3abpygHeHy 3arofioBHy crionyky (435wmr, 71%). 3 BogHoro dinbTpaTy ocamxyBanacs AoAaTkoBa
3aronoBHa cnonyka (91mr), ska 6yna [ocTaTHBO YMCTOI ANA BUKOPUCTaHHSA 6e3 OUnCTKH.

"H AMP (OMCO-d6): p 8,64 (1H, s); 8,10 (1H, bs); 7,85 (1H, bs); 7,58 (1H, s); 7,50 (1H, s) Ta 4,40 (4H,
s). XIAT-MC m/z: 265,0 [MH+]

d) 9-(3-TigpokcmmeTun-2-meTunaHinino)-2,3-agurinpo[1,4]aiokcnHo[2,3g]xiHoniH-8-kapbokcamin

Cymiw 9-xrop-2,3-gurigpo[1,4]aiokcnHol1,3g]xiHoniH-8-kapbokcamigy (0,090r, 0,34mMmorb),
3-amiHo-2-meTunGeHaunosoro cnupty (0,058r, 0,45MMonb) Ta ouToBol KucrnoTu (80mkn) y aumetundopmamigi (1,6mn)
rpinv npu 100°C npotarom 3 roguH. lMicns oxonomkeHHs cymiw posbaensanu sogok Ta nignyxkysanm 1M NaOH.
MeTaHon gogaBanv Ta CyMill rpinv OO YacTKOBOrO PO3YMHEHHs nunkoro ocagy. licna oxonomkeHHs ocap 36upanu
dinbTpaLieto, NPOMMBaN BOAOK Ta CYLUWIW, OTPUMYIOYKN 3arofioBHy cnonyky (98wr, 75%).

H AMP (OMCO-d6): 10,78 (1H, s); 8,85 (1H, s); 827 (1H, bs); 7,61 (1H, bs); 7,26 (1H, s); 7,17 (1H,
d J 74 Ty, 703 (1H, t, J 7,6 Ty); 6,79 (1H, s); 6,59 (1H, d J 7,9 Ty); 517 (1H, t, J 52 Iy); 4,57 (2H,
d, J52Tu); 4,31 (2H, s); 4,21 (2H, s) Ta 2,27 (3H, s). XIAT-MC m/z: 366,1 [MH+]

3aronoBHi cnonyku npuknagie 186-195 otpumyBanu cnocobom, aHanoriyHUM cnocoby, onncaHomy y npuknagi 3.

Mpuknag 186

4-[(2-eTundpeHin)amiHo]-7-meTokcu-6-[2-(nponinamiHo)eTokcu]xiHoniH-3-kapbokcamin

XIAT-MC m/z: 423 [MH+]

Mpuknag 187

6-[2-(eTMnamiHo)eTokcu]-4-[(2-eTMndeHin)amiHo]-7-MeToKCcHUXiHoMiIH-3-kapbokcamin,

XIAT-MC m/z: 409 [MH+]

Mpuknag 188

6-[2-(isonponinamiHo)eTokcun]-7-MmeTokcn-4-[( 3-MeToKCU-2-MeTundeHin)amiHo]xiHoniH-3-kapbokcamin

XIAT-MC m/z: 439 [MH+]

Mpuknag 189

6-[2-(anmeTrnnamiHo)eTokcu]-4-{[2-eTnn-3-(rigpokcumeTun)deHin]amiHo}-7-meTokcuxiHoniH-3-kapbokcaminy
Gic(Tpudhnyopauetar)

XIAT-MC m/z: 667 [MH+]

Mpuknag 190

6-[3-(gieTnnamino)nponokcu]-4-{[3-(napokcmmeTnn)-2-meTundeHin]amiHo}-7-meTokcnxiHoniH-3-kapbokcamig,

XIAT-MC m/z: 467 [MH+]

Mpuknag 191

4-{[2-eTnn-3-(rinpokcnmeTun)eHinlamiHo}-7-meToken-6-[2-(MeTrunaiuniHo)eTokcu]xiHoniH-3-kapbokcamig

XIAT-MC m/z: 425 [MH+]

Mpuknag 192

4-[(2-eTundpeHin)amiHo]-7-meTokcun-6-[3-(nipuanH-4-inamiHo)nponokcu]xiHoniH-3-kapbokcamigy
Gic(Tpudpnyopauetar)

XIAT-MC m/z: 700 [MH+]

Mpuknag 193

4-[(2-eTundbeHin)amiHo]-7-meTokcun-6-[3-[(2-amiHo-2-oKkcoeTnn)amiHo]npornokcu]-xiHoniH-3-kapbokcamin

XIAT-MC m/z: 680 [MH+]

Mpuknag 194

4-[(2-eTnndeHin)amiHo]-7-meTokcun-6-[3-(1H-nipason-3-inamiHo)nponokcu]xiHoniH-3-kapbokcaminy  Tpudnyopavetat

XIAT-MC m/z: 575 [MH+]

Mpuknag 195

4-[(2-eTundpeHin)amiHo]-7-meTokcun-6-[3-(NipuanH-2-inamiHo)nponokcu]xiHomiH-3-kapbokcamigy
Gic(Tpndpnyopauetar)

XIAT-MC m/z: 700 [MH+]

3aronosHy crnonyky npuknagy 196 otpumysanu cnocobom, aHanoriyHMM cnocoby, onnucaHomy y npuknagi 12.

Mpuknag 196

Etun  4-[(3-(amiHokap6oHin)-4-{[2-eTnn-3-(rigpokcMMeTUn)peHin]amiHo}-6-MeToKCUXiHOMIH-7-in)okcun]byTaHoaty
Tpudpryopauetat

XIAT-MC m/z: 597 [MH+]

3aronosHi cnonyku npuknagie 197-218 otpumysanu cnocobom, aHanoriyHMmM cnocoby, onucaHomy y npuknagi 23

Mpuknag 197

7-[3-(gieTnnamito)nponokcu]-6-meTokeun-4-[(2-meTokcundeHrin)amiHo]xiHoniH-3-kapbokcamin,

XIAT-MC m/z: 453 [MH+]

Mpuknag 198

7-[3-(eTvnamiHo)nponokcu]-6-meToken-4-{[2-(TpudnyopmeTun)deHin]amiHo}xiHoniH-3-kapbokcaming

XIAT-MC m/z: 463 [MH+]

Mpuknag 199

7-[3-(eTvnamiHo)nponokcu]-4-[(2-eTundeHin)amiHo]-6-meTokcnxiHomiH-3-kapbokcamig,
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XIAT-MC m/z: 423 [MH+]

Mpwuknag 200

4-[(2-eTnndeHin)amiHo]-7-[3-(izonponinamiHo)nponokcu]-6-meTokcmxiHoniH-3-kapbokcaming

XIAT-MC m/z: 437 [MH+]

Mpuknag 201
7-[3-(eTunamiHo)nponokcu]-4-{[2-eTnn-3-(rigpokcumeTun)peHin]amiHo}-6-meTokcuxiHoniH-3-kapbokcamin,
XIAT-MC m/z: 453 [MH+]

Mpuknag 202
4-{[2-eTnn-3-(rinpokcnmeTunn)deHinjamiHo}-6-meToken-7-[3-(nponinamiHo)n ponokcu ]xiHoniH-3-kapbokcaming
XIAT-MC m/z: 467 [MH+]

Mpuknag 203

7-[3-(anmeTrnamiHo)nponokcun]-4-[(2-eTundeHin)amiHo]-6-meTokcuxiHoniH-3-kapbokcamigy  Bic(Tpudcbnyopauetar)
XIAT-MC m/z: 651 [MH+]

Mpuknag 204

4-[(2-eTundpeHin)amiHo]-6-meTokcu-7-(3-niponignH-1-innponokcun)xiHoniH-3-kapbokcamiay  Gic(TpucpnyopaueTar)
XIAT-MC m/z: 677 [MH+]

Mpuknag 205

7-[3-(nieTnnamiHo)nponokcu]-4-[(2-eTundeHin)amiHo]-6-meTokcuxiHoniH-3-kapbokcamigy  Gic(Tpudcbnyopauetar)
XIAT-MC m/z: 679 [MH+]

Mpuknag 206

4-[(2-eTnndpeHin)amiHo]-6-meTokcun-7-(3-ninepuaunH-1-innponokcn)xiHoniH-3-kapbokcamigy Bic(TpudnyopaveTar)
XIAT-MC m/z: 691 [MH+]

Mpwuknag 207
7-[3-(ammeTunamiHo)nponokcu]-4-{[2-eTun-3-(rigpokcnumeTnn)deHin]amiHo}-6-meTokcuxiHoniH-3-kapbokcaminy

Gic(Tpuchnyopauetar)

XIAT-MC m/z: 681 [MH+]
Mpuknag 208
7-[3-(gieTunamino)nponokcu]-4-{[2-eTnn-3-(rigppokcnmeTnn)derinlamiHo}-6-meTokcuxiHoniH-3-kapbokcaminy

Gic(Tpucbnyopauerar)

XIAT-MC m/z: 709 [MH+]

Mpuknag 209
7-{3-[(2-eToKcieTUN)amiHolnponokcun}-4-[(2-eTnndeHin)amiHo]-6-meTokcuxiHoniH-3-kapbokcamig,.

XIAT-MC m/z: 467 [MH+]

Mpuknag 210

4-[(2-eTundpeHin)amiHo]-6-meTokcn-7-(3-ninepuanH-1-innponokcn)xiHoniH-3-kapbokcamig.

XIAT-MC m/z: 463 [MH+]

Mpuknag 211

4-[(2-eTundpeHin)amiHo]-6-meTokcu-7-(3-TiomopdponiH-4-innponokcun)xiHoniH-3-kapbokcamig,

XIAT-MC m/z: 481 [MH+]

Mpuknag 212
4-{[3-(rinppokcnmeTunn)-2-MeTundeHinlamiHo}-6-metokeun-7-(3-niponignH-1-innponokcun)xiHoniH-3-kapbokcamin
XIAT-MC m/z: 465 [MH+]

Mpuknag 213
7-[3-(1,1-piokcugoTiomopdoniH-4-in)nponokcun]-4-[(2-eTundeHin)amiHo]-6-MmeTokcuxiHoniH-3-kapbokcamig
XIAT-MCm/z:513[MH+]

Mpuknag 214
4-{[2-eTnn-3-(rinpokcumeTun)deHinlamiHo}-6-metTokcun-7-(3-niponignH-1-innponokcun)xiHoniH-3-kapbokcamin
XIAT-MC m/z: 479 [MH+]

Mpuknag 215
4-{[2-eTnn-3-(rinpokcnmeTun)eHinjamiHo}-6-meToken-7-(3-ninepnanH-1-innponokcn)xiHoniH-3-kapbokcamig,
XIAT-MC m/z: 493 [MH+]

Mpuknag 216
4-{[3-(rinpokcnmeTunn)-2-MmeTunderinlamino}-7-[3-(3-rigpokcuninepuanH-1-in)nponokcn]-6-MeTokCUxiHomMiH-3-kap6

oKkcamig

XIAT-MC m/z: 495 [MH+]
Mpuknag 217
4-{[2-eTnn-3-(rigppokcumeTun)eHinjamiHo}-6-metoken-7-[3-(1H-1,2,4-tprason-1-in)nponokcu]xiHoniH-3-kapbokca

Migy Gic(Tpucpnyopauetar)

XIAT-MC m/z: 705 [MH+]

Mpuknag 218
7-(3-azenaH-1-innponokcu)-4-[(2-eTundeHin)amiHo]-6-meToKkcmxiHoniH-3-kapbokcaming
XIAT-MC m/z: 477[MH+]

3aronoBHi cnonykn npuknagis 219-222 oTpuMyBanu cnocobom, aHanori4Hnum cnocoby, onucaHoMy y npuknagi 87.

Mpuknag 219
8,7-0umeTokcun-4-{[2-(MeTuNTio)heHin]amiHo}xiHoniH-3-kapbokcamigyTpudbnyopaueTtaT
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XIAT-MC m/z: 484[MH+]

Mpuknag 220

6,7-oumeTokcn-4-[(4-meTokcu-2-MmeTundeHin)amiHo]xiHoniH-3-kapbokcamigTpudnyopaveTat

XIAT-MC m/z: 482[MH+]

Mpuknag 221

4-{[2-6pom-3-(rinpokcnumeTun)deHinlamiHo}-6,7-anmeTokcnxiHoniH-3-kapbokcamin

XIAT-MC m/z: 433[MH+]

Mpuknag 222

4-{[2-eTnn-3-(rinpokcnmeTunn)deHinlamiHo}-6,7-anmeTokcMxiHomniH-3-kapbokcamin

XIAT-MC m/z: 382[MH+]

CWHTE3N aHiniHiB, BUKOPUCTaHUX BULLE

MeTun-2-MeTun-3-HiTpoOEeH3NNOBUIA eTep

o posdyuHy HaTtpito (0,10r, 4,3mmorb) y MeTaHoni (40mn) pomaBanv 2-meTun-3-HitpobeHnaunxnopug (0,50r,
2,7MMornb) Ta KaTaniTu4Hy Kinbkictb Lil nig asotom. Micna nepebiry peakuii npyu 40 °C npoTAroM Houi, pO34YMHHMK
BMNaploBanu Ta 3anuwok ouunwanu xpomatorpadieto (rentaH/EtOAC), oTpumytoumn 3aronoBHy cnonyky 450mr, (92%) sk
YKOBTE Macro.

"H AMP (CDClg): 11 7,70 (1H, d); 7,58 (1H, d); 7,29 (1H, t); 4,49 (2H, s); 3,4373H, s); 2,42 (3H,s)-

1306y TWMI-2-MeTUM-3-HITPOOEH3NNOBUIA eTep

Takuii ke cnocib, Ak Ans MeTun-2-mMmeTun-3-HiTPoOeH3UIoOBOro eTepy BUKOPUCTOBYBaru, OTPUMYIOYM 3arofioBHY
cnonyky 486mr, (81%) Ak >xoBTe Macro.

H AMP (CDCly): p 7,71 (1H, d); 7,58 (1H, d); 7,29 (1H, t); 4,52 (2H, s); 3,27 (2H, d); 2,42 (3H, s),
1,91 (1H,m); 0,93 (6H, d).

3-(MeTokcumeTun)-2-meTunaHinid

Cymiw MeTun-2-metun-3-HitpobeHaunnosoro etepy (0,19r, 1,05mmonb), Ta 5% Pd/C (70mr) y EtOAC/EtOH 1:1
(14mn) rigpyBanu npu 1 atmocgepi nNpoTaroMm Hodi. Cymiw ginbTpyBanuM 4depes OpoyHMinepuT Ta QinbTpat
KOHLEHTpYBarnu, oTpMMYyIo4Kn 3arosioBHy crnonyky 125 mr (78%) sk xoBTe Macro.

H AMP (CDCly): 1 6,99 (1H, 1), 6,75 (1H, d); 6,66 (1H, d); 4,42 (2H, s); 3,60 (2H, brs); 3,37 (3H, s);2,12(3H, s)

3-(I306yTOKCUMETUI)-2-METUMNAHINIH

3aronoBHy CnonyKy oTpMMyBarnu Takum e cnocoboM, sk ans 3-(MeTOKCMMETUN)-2-MeTUNaHINiHy.

H SMP (CDCly): p 6,99 (1H, t); 6,76 (1H, d); 6,65 (1H, d); 4,46 (2H, s); 3,60 (2H, brs); 3,21 (2H, d),
2,13 (3H, s); 1,89 (1H, m); 0,91 (6H, d).

2-(3-AMiHO-2-MmeTundeHin)aueToHITpun

2-(2-MeTnn-3-HiTpodeHin)aueToHiTpun (Askam, V. et al. J. Chem. Soc. C (1969)1935-1936;) rinpyBanu Hag 5%
nanagiem Ha aktusoBaHomy Byrinni 50mr y EFOAC/EIOH 1:1 (14mn) npoTdarom 3 rogunH. Cymiw dinbTpyBanu 4epes
OpoyHMiNepuT, Ta inbTpaT KOHUEHTPYBanu, OTPMMYHOYMN 3arofoBHy cnonyky 77Mr (77%) sk 6invil nopoLUok.

H AMP (CDCly): p 7,03 (1H, 1), 6,78 (1H, d); 6,68 (1H, d); 3,66 (2H, br s); 3,63 (2H, s); 2,22 (3H, s).

N-(2-mMeTun-3-HiTpoGeHaun)-1-eTaHamiH

Cymiw 2-meTun-3-HiTpobeHannxnopugy (0,50r, 2,7MMonb) Ta eTunaminy (2,76r, 61,2MMonb) y TeTparigpodypaHi
(10Mn)/MeOH (5mn) nepemiwyBanu Npu 30BHIWHIA TemnepaTtypi npoTsaroMm 48 roguMH. PO3YMHHUK 3MeHLWyBanu 3a
o6'emMoM Ta 3anuilok posudmHsanu y EtOAc/BogH. posumH K,COz. BogHy chasy ekctparyBanm EKOAc (2). MoepgHaHi
OpraHiyHi LWapu npoMMBanu po3cofioM, Cywnnvm 6Ge3BoAHWM CynbdaToM HaTpilo, Ta KOHUEHTpYBanu, OTpUMYYK
3aronoBHy cnonyky 0,46r (86%) Ak xoBTe macro.

H AMP (CDCly): p 7,65 (1H, d); 7,55 (1H, d); 7,27 (1H, d); 3,83 (2H, s); 2,72 (2H, q); 2,45 (3H, s),1,15(3H.1).

3-[(eTunamiHo)MeTuUn]-2-MeTUnNaHiniH.

M-(2-meTnn-3-HiTpobeHann)-1-etaHamiH (0,46r, 2,3mmonb) rigpyBanv Hag 5% nanapiem Ha akTMBOBaHOMY BYTinni
80mr y EtOAC/EtOH 1:1 (14mn) npotarom 4 rogvH. Cymiw inbTpyBanuM depes OpoyHMineput, Ta dinbTpaT
KOHLeHTpyBanu, oTpMMyto4mn 3aronoBHy cnomnyky 0,373r (97%) sik 6nigo-xoBTe Macno.

H AMP (CDCly): pn 6,98 (1H, t); 6,74 (1H, d); 6,62 (1H, d); 3,74 (2H, s); 3,60 (2H, br s); 2,71 (2H, q);
2,14 (3H, s); 1,13 (3H, t).

TpeT-Bytun 3-amiHo-2-meTunbGeHaun(etun)kapbamar

0o posunHy 3-[(eTunamiHo)metun]-2-metunaninivy (0,32r, 1,95mmonk) y Tetparigpodypani (20mn), gogasanu
ni-TpeT-6yTunaunkapboHat 0,43r (1,97mMmonb). Micna 16 roguH nepeMillyBaHHsi Npy 30BHILLHIA TemMnepaTyp, PO34YUHHUK
BMNapioBany, Ta 3arvLloK ouvMLianu XpomaTorpadieto, oTpuMytodm 3arofnoBHy cronyky 0,51r (99%) sk GesbapeHe
macrio.

"H AMP (CDCly): 11 6,97 (1H, s); 6,61 (2H, m); 4,42 (2H, br s); 3,60 (2H, brs); 3,12 (2H, br d);

2,08 (3H, s); 1,45 (9H, brs); 0,98 (3H, brs).

TpeT-byTun 2-amiHobeHaunkapbamat

[o oxonogXeHoro NboaoM po3vnHy 2-amiHo-6eHaunaminy (1,2r, 10mmonb) y TeTparigpodypaHni (70mn) gogasanm
ni-TpeT-6yTunaukapboHat (2,15r, 9,9MMonk). Micna 18 roanH nepemilyBaHHA Npy 30BHILWHIA TeMnepaTypi pO3HUHHUK
3MeHLyBanu 3a 06'eMoM Ta ocag 30mpanu ginbTpadieto, NPOMUBANM XONOLHUM eTepoM (2), renTaHoM (2) Ta cywunu,
oTpuMytoumn 3aronoBHy cnonyky 1,9r (85%) sk 6nigo->KoBTUIA NOPOLLIOK.

H AMP (CDCl): p 7,09 (1H, m); 7,02 (1H, m); 6,66 (1H, m); 4,76 (1H, br s); 4,25 (2H, d);4,21(2H, brs);1,43(9H, s)

2-(3-AMiHo-2-meTundeHin)-N-eTunayetamig
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Cymiw 2-(3-amiHo-2-meTundperin)oytoBoi kucnotu (0,32r, 1,78vmonb) Ta TioHinxnopuay (2mn) kun'atunn nig
3BOPOTHUM xonogunbHukoMm npotsarom 1,5 roguH. [licns oxonomKeHHs HagnuwoK TIoHINXnopugy Buaananm
BMNaptoBaHHAM. Cnigy TioHINxnopuay BuAansanyM aseoTponHOK NEPEroHKo 3 TOYOroM.

3annLwoK po3YMHANN y CyXoMy eTunaueTaTi (2mMn) Ta OXONoMKyBanu Ha nboasiHii 6aHi, eTunamin (2mn) gogaeanm
Ta peakuia nepebirana NpoTAroM Hodi MpW 30BHILWHIN TeMnepaTypi. OpraHivyHWIA Wap NPOMMBan BOAOK, PO3COSIOM,
cywunu 6e3BogHUM cyrbaToM HaTpilo Ta BUNaptoBanu, oTpuMytodmn 6inuii nopoLuok, sikuid rigpyeanu 3 5% nanagiem
Ha akTusoBaHomMy Byrinni (70mr) y EtOAC/EtOH 1:1 25mn npoTsrom 3 roguH. Cymiw cinbTpyBanu Yepes 6poyHMInepuT
Ta inbTpaT KOHUEHTPpYBanu, oTpUMyoYn Macno, ke Aani ounwanu xpomartorpadieto Ha cunikareni, (CH,Cl,/MeOH),
oTpumytoumn 0,266r (78%) 3aronoBHoI cnonyky sk 6invin TBepanin martepian.

H AAMP (CDClz): 1 6,99 (1H, m); 6,65 (1H, d); 6,61 (1H, d); 5,32 (1H, br s); 3,66 (2H, br s);3,55(2H,
s); 3,20 (2H, m); 2,41 (3H, s); 1,05 (3H, t).

2-(3-amiHo-2-meTundbeHin)-N-(2-rigpokcieTun)auetamig

Cywmiw 2-(3-amiHo-2-meTundpeHin)oyroBoi kucrnotu (0,33r, 1,84mmonb) Ta TioHimxnopugy (2mn) kun'atunu nig
3BOPOTHUM XxonogunbHukoMm npotarom 1,5 roguH. [llicns oxonomXeHHs HaanuWoK TIoHINXopugy BuAananm
BMNaptoBaHHsaM. Cnigu TioHINxnopuay BMAanssM aseoTPonHO NEPErOHKOK 3 TOYOOM.

3annWoK po34YUHANM Y CyXOMy eTunauetati (2Mn) Ta OXonomKyBarnu Ha nboasiHii 6aHi. 2-AMiHoeTaHon (2mn)
OofaBanu Ta peakuis nepebirana npoTaroM Houi Npu 30BHIiWHIA Temnepatypi. OpraHiyHuin wap posbasnanu EtOAc
(15mn1), npoMMBanu BOAOK, PO3COSIOM, CyLIMnM ©e3BoAHMM cynbdaToM HaTpito Ta BunaptoBanu, oTpumytodn Ginvi
nopowok, Ak rigpysann 3 5% nanagiem Ha akTuBoBaHoMy Byrinni (70mMr) y etaHoni (20mn) npotsrom Houi. Cymil
dinbTpyBanu Yepes GpoyHMINeput, Ta inbTpaT KOHUeHTpyBanu, oTpumytoun 0,281 (73%) 3aronoBHOT cnonyku siK
Oinuii TBepanii maTepian.

H AMP (OMCO-d6): w 7,69 (1H, m); 6,77 (1H, t); 6,49 (1H, d); 6,39 (1H, d); 4,70 (2H, brs);, 4,62 (1H,
t); 3,36 (2H, q); 3,34 (3H, s); 3,09 (2H, q); 1,93 (3H, s). XIAT-MC m/z: 209,2 [MH+]

3-(AMiHOMEeTUN)-2-MeTHNaHiniH

Cymiw 2-meTtun-3-HitpobeHaunxnopuay (0,70r, 3,77mmonk), asuay Hatpito (1r, 15,4mMmonb), etaHony (10mn) Ta
Boan (2mn) rpinu npu 45°C npotarom Houi. Cymilw dinbTpyBanu, inbTpaT KOHUEHTPYBanu Ta 3anuvLoK ouuLanu
Xpomatorpadieto Ha cunikareni (rentad/EtOAc), oTpumytoun cnonyky 2-metun-3-HitpobeHannasng 0,35r, sky rigpysanu
3 5% nanagiem Ha aktuBoBaHomy Byrinni 80mr y EtOAC/EtOH 1:1 (14mn), npotarom Houi. Cymiw inbTpyBanu Yepes
OpoyHMinepuT, Ta inbTpaT koHUeHTpyBanu, oTpumytodn 0,23 1 (45%) 3aronoBHOI crnonyku sk 6invin TBepgui
mMaTepian.

H AMP (OMCO-d6): 1 6,79 (1H, t); 6,52 (2H, 1); 4,67 (2H, br s); 3,59 (2H, s); 1,96 (3H,

TpeT-bytun 3-amiHo-2-meTunbeHaunkapbamar

o posunHy 3-[(eTunamiHo)meTun]-2-meTunadinivy (0,21r, 1,54mmonb) y TeTparigpodypaHi (20mn), AogaBanu
pi-TpeT-6yTrngukapboHat (0,35r, 1,97MMonb). MNicns 18 roguH nepemillyBaHHS NpyU 30BHILLHIA TeMnepaTypi pO3HUHHKK
BMNapoBanu, Ta 3anuqioK oduwanu xpomartorpadieto Ha cunikareni (CHoCl,/MeOH), oTtpumytoun 0,51 r (99%)
3arofloBHOI cnonykn sk 6e3bapeHe macro.

"H AMP (CDClg): p 6,99 (1H, t); 6,69 (1H, d); 6,64 (1H, d); 4,63 (1H, br s); 4,29 (2H, d); 3,63(2H,
brs);2,10(3H, s); 1,45(9H, s).

3-(2-HiTpodheHin)nponaHoBa kucnoTta

3aronoBHy Cnonyky oTpumyBanuM Mogudikauieto crnocoby, onucaHoro Grab et al. Helv. Chim. Acta
206(1961)1736-1747.

lopwg Hatpito (60% y napadiHosomy macni, 1,0r, 25MMonb) gogaBanu A0 po3dnHy AietunmanoHary (3,2r,
20MmMonb) 'y aumetundopmamigi (20mMn) Ta cymiw nepemiysanu, NpoTaroMm 3 XBUIMUH. 1-BpoMMeTnn-2-HiTpobeHson
(4,3r, 20MmmMonb) gani gogaBany NopuismMy NpoTaroM 5 XBUMMWMH. PeakuiiHy cymilwl nepemiwysBanu npoTaroMm 3 roguH,
po30aBnanM BOOOK, Ta eKkcTparyBanu ABidi eTunauetaTom. [loegHaHi opraHivHi ¢asum npomuBanm Bogow Ta
BMNapoBanu. 3anuLoKk cycneHaysany B ouToBil kucnoTi (40mn) Ta gogasanu 7,5M HCI (10mn). Cymiw kun'atunu nig
3BOPOTHUM XONOAMUIBHUKOM NpoTsiroM 19 roavH, oxonomXyBanu Ta po3noainanu Mk AieTUNnoBMM eTepoM Ta
Hacu4eHUM PO34MHOM rigpokapboHaTty HaTtpito. OpraHidHy ¢asy npoMuBanv Hacu4eHWM PO3YMHOM rigpokapGoHaTy
HaTpito Ta gani nigkucritoany 3 2M HCI. Ocap 36upanu cinbTpayieto Ta Cywunn, oTpUMYyYM 3arofioBHY CMOSyKy
(2,22r, 77%).

H AMP (CDCl,): w 7,97 (1H, dd, J 81 T1a 1,3 Tu); 7,57 (1H, dt, J7,5 1a 1,3 Tu); 7,47- 7,37 (2H, m),
324 (2H,t,J76Tu), Ta2,81 (2H,tJ 7,6 T'w).

4-Hitpo-1-ingaHoH

3aronoBHy Cnonyky oTpumMyBarnu, ik no cyTi onucaHo Grob et al. Helv. Chim. Acta 206(1961)1736-1747.

3-(2-HitpodbeHrin)nponaHoBy kucnoty (2,17r, 11,1Mmonb) y TioHinxnopugi (30mMn) rpinu  nig  3BOPOTHUM
XonogunbHUKkoM npoTtaroMm 1,5 rogMH Ta peakuiHy cymiw fani sunaptoBany. 3anuiloK po34YUHSNW Y aucynbgigi
kapboHy (15mn, neperaHanu Hag AlCIl3) Ta gogaBanu 3 nepemiwysBaHHaM AlCI 3 (3,2r, 24mmornb). Cymiw rpinv nig
3BOPOTHUM XONOAWUSIbHUKOM MPOTAroM 4 roAMH Ta PO3YMHHMK Aani BUNaploBarnuv, BUKOPUCTOBYIOUM CTPYM asoTy npu
30BHILLHIM TemnepaTtypi. [o 3anuwwiKy Agogasanu 3 nepemillyBaHHS CyMill KoHueHTpoBaHoi H,SO, (5,3mn) Ta nbogy
(33r), a notim Tonyon (25mn). Cymiw nepemiwlyBanu OO PO3YMHEHHS YCbOro TBEPAOro MaTepiany Ta opraHidHy d¢asy
Aani sigainanu. BogHy dhasy ekcTparyBanu ABiYi OieTUNOBUM €TepoM Ta MNoefHaHi opraHivHi ¢asy npomuBanu gani
Hacu4eHUM pO34YMHOM rigpokapboHaTy HaTpilo, BOAOK Ta PO3CONOM Ta Nif KiHeubp cywnnm 6e3BogHUM cyrnbdhaTom
MarHito dinbTpyBanu Ta BunaptoBanu. 3anuok xpomartorpadyBann Ha KOfoHUi 3 Aiokcugom cunidito (218cm),
BUKOPUCTOBYIOYM eTunauetart-rentaH (1:3) gk entoeHT, oTpuMytoun 3aronosHy cnonyky (0,8r, 40%).
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H AMP (CDClg): 8,49 (1H, dd, J 8,0 ta 1,1 T'u); 810 (1H, d, J7,5 Ty, pani cnony4eHo); 7,63 (1H, t, J
7,8 'y, pani cnony4eHo); 3,67 (2H, 1) Ta 2,82 (2H, Mm).

4-AMiHO-1-iHO@HOH

4-Hitpo-1-iHgaHoH (0,84r, 4,75MMonb) cycneHayBanu y BOAHIW rigpoxnopuarin kueroTi (9M, 40mn) Ta gogaeanu
xropug ctaHymy (3r, 15,8mmonk). Cymiw nepemiwyBanu npy 30BHIWHIN Temnepatypi. [licna 2 roavH oTpumanu
NPO30pPUIA PO34UH. [NepeMillyBaHHA NPOLOBXKYBanM NPOTAroM 23 rofuH, Nicns Yoro yTBOPUBCA KOBTUI ocaf. Peakuirivy
CyMilW po3baBnsany Bogol Ta NpomMuBanuv ABiMi MeTuneHxrnopugom. BogHy dasy nignyxkyesanu 2M sogHum NaOH Ta
eKkcTparyBanu 4 pasu meTuneHxnopugom. NoegHaHi opraHivHi ¢asn npomMuBanu BOAOK, CYLUUN CynbgaTtoM Hatpito,
dinbTpyBanu, BUNapoBanu Ta nig KiHelb CyLIUn, oTpUMyto4dmn 3arofioBHy cnosnyky (630mr, 90%).

H AMP (CDCly): p 7,28-7,18 (2H, m); 6,93 (1H, d, J7,0 Ty); 2,92 (2H, t, J5,6 Ty, gani cnony4eHo) Ta
2,71 (2H, t, J 5,5 'y, pani cnony4eHo).

2-Bpom-3-amiHOGeH3MNOBUIA CNMPT

Cnonyka onucana y [Cladingboel, David E. et al. J.Chem. Soc. Chem. Commun.; EN; 21; 1990; 1543-1544.]

MeTun 3-HiTpo-2-BiHiNGeH3oaT

Cnonyka onucaHa y [Soderberg, Bjorn C. et al. J.0Org.Chem. 1997; 62; 5838-5845],

MeTtun 3-amiHo-2-eTunbeH3oaT

Cymiw meTtun 3-HiTpo-2-BiHinGeH3oaty (1,1r, 5,31mMmonk), Ta 5% Pd/C (100mr) y EKOAC/EIOH 1:1 (50mn) rigpysanu
npu 3 aTMocdepax NpoTsarom Houi. Cymilw inbTpyBanu Yepea BpoyHMINepUT Ta inbTpaT KOHUEHTPYBaNU, OTPUMYUN
3aronoBHy cnonyky 0,93 r (97%) sik 6e3bapBHe macno.

H AMP (CDCly): u 7,20 (1H, @); 7,05 (1H, t); 6,82 (1H, q); 3,88 (3H, s); 3,75 (2H, brs); 2,78 (2H,q);1,24(3H.t).

(3-AMiHO-2-eTundeHin)meTaHon

o posdnHy meTun 3-amiHo-2-eTunbeHsoaty (0,83r, 4,63mmonb), y TeTparigpodypari (40 mn) popaBanu
antomorigpug nitito (0,9r, 23,7mMmornb). Cymiw rpinu npu 50°C npotarom 5 roguH, oxonogxysanu o 0 °C Ta
rigponisysanu obepexHo Bogot. Kawwky ekctparysanu EtOAc (5).

EkcTpakTv npomuBanu po3conom, cylwiunu 6e3BogHUM cyrbdaTom HaTpilo, Ta BunaptoBanu. 3anuilok oduLianu
xpomaTorpadieto (guxnopmetaH/MeOH), oTpumMytoun 3aronoBHy crionyky 0,63 r (89%) sik 6inuii NopoLLOK.

'H AMP (CDCl,): p 7,05 (1H, t); 6,82 (1H, d); 6,70 (1H, d); 4,68 (2H, d); 3,71 (2H, br s); 2,68 (2H,q);
1,47 (1H,t); 1,23 (3H,t).

dapmackonorivHi pesynbtatn HTRF-ananisy JAK3

Ona aHanisy kiHasn JAK3 BUKOpuCTOBYBanM KoHOAEHCOBaHWi Oinok (gomeH kiHasum Jak3 koHOeHcyBann 3
rnyTaTioH-S-TpaHcdepasoto, GST), koekcnpecoeaHnin y E.Coli 3 GroEL/S, Ta ounwann adiHHOW XxpomaTtorpadieto Ha
Glutanone Sepharose. ®epmeHT posbasnstoTs ¥ 10MM Tpuc-HCI, 150mMM NaCl, 5% maHity, 2MM 2-mepkanToeTaHony
Ta 30% rniyepuHy. CybctpaTom y KiHasHi peakuii € GioTuHinoBaHuii nentug asTodocdopunadinHoi ainsHkn JAK3
(6ioTMH-LPDKDYYWREPG), wo BukopuctoByBanu npu 2MkM. YMoBuM aHanisy Taki: JAK3, crnonyky Ta cybcTpar
iHKyGYytoTb y 25MM ocHoBi Trizma, 5MM MaCl,, 5MM MnCl,, 0,05% TritonX-100 Ta 2mMkM ATP npotarom 45 XBUNUH npu
KiMHaTHIN TemnepaTypi. O6'eM peakuii 20mMkM. CTon-po3ynH fopaTb A0 KiHUueBol koHueHTpauii EOTA 100mkM. Mig
KiHeub pgogatoTe 0,065mr/mn PT66-K ta 10,42mMkM SA-XL665 y 50MM enec, 0,5M KF Ta 0,1% BSA (anbbymiH
cupoBaTku kopoBW) MnaHweT 34nTytoTh y Npunaai Discovery nicna 60 XBUMWH iHKy6aLi.

Cnonyku npuknagis mawTb IKso meHwe 25mkM.

®opmyna BMHaxony

1. Cnonyka cdopmynu (1) Ta ii hapmaLeBTUHHO NPUAHATHI CONi AN BUKOPUCTaHHA Y BUPOOHMLTBI MeauKaMeHTy ons
nikyBaHHA xBopobu, onocepenkoBaHoi JAKS:

Ar-(CRg), 0 (1)
"
R |
sl MH,
e

R2: N

ne:

n gopisHwoe 0 abo 1;

X e NR® abo O;

Ar BUbUpaTb 3 rpynu: deHin, TeTparigpoHadTeHiIn, iHOoonin, nipasonin, AurigpoiHgeHin,

1-okco-2,3-aurigpoiHaeHin abo iHAa3onin, KOXHUA 3 SKMX Moxe OyTW, SiK BapiaHT, 3aMilleHuM ogHuM 4Yn Ginblie
3amicHMKaMmu, BUOpaHWMW 3 Tpynu: raroreH, rigpokcun, uiaHorpyna, Cq-Cgankokcumn, COZRs, CONR°®R0,
C,-Cgankin-O-Cy-Cgankin, ~C4-Cgankin-NR®-C;-Cgankin, ~C4-Cgankin-CONR®-C,-Cgankin, ~C4-Cgankin-CONR®R™,
NRsCOC1-CBaJ‘|KiJ‘|, C,-CgTioankin, C4-Cgankin (cam, sk BapiaHT, 3aMiljeHnin ogHoto 4u Binblie rigpoken- abo
LiaHorpynamu abo atomamu dryopy) abo C,-Cgankokcun;

rpynu R HesanexHo € rigporeHom abo C-Cgankinom;

R' ta R? e HesanexHo BWGPaHUMM 3 rpynu: FOpOreH, rarnored, Hitporpyna, wuiaHorpyna, Cq-Cgankin,
C,-Cgankokeun, rigpokenn, apun, Y(CR',),NR*R® Y(CR',),CONR*R® Y(CR™.,),CO,R®, Y(CR',)),0OR®,
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Y(CR”Z)pRB;

a6o R' Ta R? noeaHaHi pasom sik -OCH,0- a6o -OCH,CH,O-;

rpynu R" HezanexHo e rinporeHoM, C4-Cgarkinom, rigpokcunom abo ranoreHom;

p popiBHioe 0, 1, 2, 3, 4 abo 5;

Y e okeureHom, CH, ab6o NR”

R3¢ rinporeHom abo C4-Cgarnkinom;

R* 1a R®, KOXHWI HesanexHo, € rinporeHom, C4 -Cgankinom abo R* ta R® pas3om 3 aTOMOM HiTPOreHy, 40 SKOro
BOHW NPWEAHaHI, YTBOPIOWOTb 4-7-UreHHy HacudeHy abo apoMaTU4Hy reTepoLUKNiYHYy KinbLeBy cucTeMy, SK BapiaHT, 3
BMICTOM LLie oKcureHy, cynbdoypy abo rpynu NR®, a6o oguH 3 R* ta R® e rigporeHom abo C4-Cgankinom, a iHwun € 5-
abo 6-4neHHOK reTepOoLUKIIYHO KiMbLEBOK CUCTEMOID, SIK BapiaHT, 3 BMICTOM Lie aToMa OKCUreHy, cynbdypy abo
HITporeHy;

R%e rinporeHom, C4-Cgarkinom, deHinoMm abo 6eHsunnom;

R7e rigporeHom abo C4-Cgarnkinom;

R8¢ rinporeHom abo C4-Cgarnkinom;

R® 1a R0, koxHuit HesanexHo, € rigporeHom abo C4-Cgankinom.

2. Cnonyka 3a n. 1, B akii obuaei rpynu R € rigporeHom.

3. Cnonyka 3a 1. 1 a6o 2, B sikin X € NRS,

4. Cnonyka 3a 6yab-skum ogHUM 3 nn. 1-3, B Kl Ar € peHinom, Ik BapiaHT, 3aMilleHuM ogHUM 4K Binblue
3aMicHMkamn, BUBPaHUMW 3 [PYNWU: ramoreH, FOpokcwn, UiaHorpyna, C,-Cgankokcun, CO,RE  CONRSR'0,
C,-Cgankin-O-Cy-Cgarikin, ~C4-Cgankin-NR®-C,-Cgankin, C4-Cgankin-CONRB®-C,-Cgankin, C4-Cgankin-CONRR®,
NR80001-CBanKin, C,-Cg-Tioankin, C4-Cgankin (cam, Ak BapiaHT, 3aMmilleHWn opgHoto 4u OGinblie rigpokcu- abo
LiaHorpynamu abo atomamu gryopy) abo C,-Cgarnkokcun.

5. Cnonyka 3a 6yas-akum oMM 3 nn. 1-4, B akin R ' ¢ meTokeunom, etokcunom, OCH,CONH,, O(CH,),OMe,
O(CH,),NR*R5 abo O(CH,);NR*R®, ne R* Ta R® 06uasa ¢ rinporeHom abo meTunom, abo pasom 3 aTOMOM HITPOreHy,
[0 SKOTO BOHM MpUEdHaHi, yTBOploOOTh NinepuanHose abo mopdoniHose kinbue, a6o R ' e NH(CH,);NR“R5, ge
R4 1ta R® pasom 3 aTOMOM HITpOreHy, Ao SIKOro BOHW NpUEAHaHi, yTBOPIOIOTL iMiAasorbHe KirbLie.

6. Cnonyka 3a 6ygb-akum ogHum 3 nn. 1-5, B akin R 2 & MeTOKCUMOM, ETOKCUIIOM, O(CH5)>,OMe, O(CH5)z0H,
O(CH,)3CO,Me, O(CH,),NR*R®, O(CH,);NR*R® aBo O(CH,),NR*R®, nie onnH 3 R* abo R® € meTunom, a iHwni €
nipnaunom, a6o R* ta R® Bubupaiots 3 rpynu: rigporeH abo meTun, abo pasoM 3 aTOMOM HITporeHy, 4O SKOro
NPUEOHaHi, BOHM YTBOPKITL TIOMOPKONIHOBY, NiNepuANHOBY, MOPONIHOBY, iMigasonbHy, TpuasonbHy abo
2,6-anmeTunMopdoniHoByY rpyny.

7. Cnonyka 3a n. 1, Ky BUGpaHo 3 rpynu:

6-6eH3nnokcn-4-(3-rinpokcuMeTnn-2-MeTUMNaHINiHoO)-7-MeToKcKu-3-xiHoniHkapbokcamig,

6-rinpokcn-4-(3-rigpokcMMeTUN-2-MeTUnaHiniHo)-7-meTokcmn-3-xiHoniHkapbokcamig,
4-(3-rigpoKCMMETUN-2-MeTUNAHINIHO)-7-MeToKcKn-6-[3-(4-MopdoniHin)nponokcu]-3-xiHoniHkapbokcamig,

4-(3-rig poKCMMETUN-2-METUNAHINIHO)-7-MeTOKCU-6-(2-MeToKcieToKem)-3-xiHoniHkapbokcamig,

4-(3-rig pOKCMMETUN-2-METUNAHINIHO)-7-METOKCH-B-OKTUNOKCK-3-XiHoNiHKapOokcamig,

4-(3-rig pokCMMETUN-2-MeTUNAHINIHO)-7-MeToKCn-6-[2-(4-MopdboniHin)eTokcmn]-3-xiHoniHkapbokcamig,

4-(3-rinppokcUMeTUN-2-MeTUNAHINIHO)-7-MeTokcn-6-[2-(1-ninepuaunHin)eTokcmn]-3-xiHoniHkapbokcamia,

4-(3-rig poKCMMETUN-2-MEeTUNAHINIHO)-7-MeToKcK-6-[2-(1-niponigunHin)eTokcun]-3-xiHoniHkapbokcamig,

6-[2-(aumeTnnamiHo)eTokcun]-4-(3-(rigpokcMMeTUN-2-MeTUNaHiniHo)-7-MeToKcn-3-XiHoniHkapOokcamig,

6-[2-(anmeTrnamiHo)-2-okcoeToken ]-4-(3-rigpoKCUMETUN-2-MEeTUNaHINIHO)-7-MeToKCM-3-XiHomMiHkapOokcamig,
6-(2-amiHo-2-okcoeToKkcK)-4-(3-rig pokCMMETUN-2-MeTUNaHiNiHo)-7-MeTokcu-3-XiHoniHkapbokcamig,
4-(2-eTUNaHiniHo)-6-meTokcu-7-[3-(4-mopdponiHin)nponokcun]-3-xiHoniHkapbokcamig,
6-meToKcn-4-[2-(MeTuncynbdaHin)ariniHo]-7-[3-(4-mopdoniHin)nponokcn]-3-xiHoniHkapbokcamig,
4-[3-(rippokcMMeTNN)-2-MeTUNaHiNiHo]-6-meToken-7-[3-(4-mopdoniHin)nponokcun]-3-xiHoniHkapbokcamig,
4-(1H-ingon-4-inamiHo)-6-meToken-7-[3-(4-mopdoniHin)nponokcun]-3-xiHoniHkapbokcamia,

MeTun 4-{[3-(amiHokapboHin)-6-meTokcn-4-(2-TonyignHo)-7-xiHoniHin]Jokcn}bytaHoar,

4-(2-eTUNaHiniHo)-7-(3-rigpokcMnponokcn)-6-meToken-3-xiHoniHkapbokcamig,

6-meToKeu-7-[2-(4-MopdponiHin)eToken]-4-(2-TonyignHo)-3-xiHoniHkapbokcamig,
4-(2-eTUnaHiniHo)-6-MmeToKcU-7-(2-MeToKCieToKeK)-3-XiHoniHkapbokcamig,
4-(2-eTUnaHiniHo)-6-metokeun-7-[3-(1H-1,2,4-tpmason-1-in)nponokcu]-3-xiHoniHkapbokcamia,
4-(2-eTUNaHiniHo)-6-meTokcn-7-[4-(4-mopdponiHin)oyTokeun]-3-xiHoniHkapbokcamig,
7-(3-xnopnponokcn)-4-[3-(rigpokcumMeTnn)-2-MeTunaHiniHo]-6-meTokcu-3-xiHoniHkapbokcamia,
7-{3-[(ync)-2,6-anmeTnnmopdponiHin]nponokcn}-4-[3-(rigpoKCUMMeTUN)-2-MEeTUMNaHINiIHO]-6-MeToKCK-3-XiHoMiHKapOok
camig,
7-{3-[(TpaHc)-2,6-anmeTnmopdoninin]nponokcu}-4-[3-(rigpokcMMeTun)-2-MeTUnaHiniHol-6-meTokcn-3-xiHoniHkap®
okcamig,

4-[3-(rigpokcMMeTUN)-2-MeTUNaHiniHo]-6-metoken-7-[3-(1-ninepnanHin)nponokcu]-3-xiHoniHkapbokcamig,

7-{3-[(2-eToKcieTUN)amiHo]nponokcun}-4-[3-(rinpokcMMeTn)-2-MeTUNaHiniHo]-6-meTokcu-3-xiHoniHkapbokcamig,

4-[3-(rippokcMMeTnn)-2-MeTunaHiniHo]-6-metoken-7-[3-(4-tiomopdoniHin)nponokcu]-3-xiHoniHkapbokcamig,
6-[3-(aumeTmnnamiHo)nponokcu]-4-(2-eTunaHiniHo)-7-meTokcu-3-xiHoniHkapbokcamig,
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4-(2-eTUnaHinivo)-6-[3-(1H-imigason-1-in)nponokcun]-7-meTokcn-3-XiHoniHkapbokcamig,
4-(2-eTUNaHiNiHo)-7-MeToKCU-6-(3-TieHinMeToken)-3-xiHoniHkap6okcamig,
6-[2-(aumeTnnamiHo)eTokcun]-4-(2-eTUnaHiniHo)-7-meTokcu-3-xiHoniHkapbokcamig,
6-(3-amiHonponokcn)-4-(2-eTUnaHiniHo)-7-meTokcn-3-xiHoniHkapbokcamig,
4-(2-eTUNaHiNiHoO)-7-MeToKcUn-6-[2-(MeTrnnamiHo)eTokcu]-3-xiHoniHkapbokcamig,
6-(2-amiHoeToKCeW )-4-(2-eTUNaHiniHo)-7-MmeTokcu-3-XiHoniHkapbokcamig,
7-[3-(anmeTrnamiHo)nponokcm]-4-(2-eTunaHiniHo)-6-meTokcu-3-xiHoniHkapbokcamig,
4-(2-eTUnaHiniHo)-6-meTokcn-7-{3-[MeTnn(4-nipuanHin)amiHo]nponokcu}-3-xiHoniHkapbokcamig,
4-(2-eTUnaHiniHo)-6-meTokcn-7-{2-[meTnn(4-nipuanHin)amiHoleTokcun}-3-xiHoniHkapbokcamig,
4-(2-eTUNaHiniHo)-6-meToKkeu-7-[2-(MeTnnamiHo)eTokcu]-3-xiHoniHkapbokcamia,
4-(2-eTUnaHiniHo)-6-meTokcu-7-[2-(1-ninepasuHin)etokcn]-3-xiHoniHkapbokcamig,
4-(2-eTnnaHinivo)-7-[3-(1H-iminason-1-in)nponokcun]-6-meTokcn-3-xiHoniHkapbokcamig,
4-(2-eTUnaHiniHo)-7-[2-(1H-iminason-1-in)eTokcun]-6-meTokcn-3-xiHomiHkapbokcamig,
7-(3-amiHonponokcn)-4-(2-eTUnaxiniHo)-6-meTokcn-3-xiHoniHkapbokcamig,
7-rinpokcn-4-[3-(rigpokcMmMeTun)-2-MeTUnaHiniHol-6-meTokcu-3-xiHoniHkapbokcamig,
6-{[3-(1H-imigason-1-in)nponin]amiHo}-7-meTokcn-4-(2-TonyinnHo)-3-xiHoniHkapbokcamig,
7-MeToKcu-6-[(2-meTokcieTun)amiHo]-4-(2-TonyignHo)-3-xiHoniHkapbokcamig,
7-meToken-6-{[2-(4-mopdoniHin)eTnn]amiHo}-4-(2-tonyinnHo)-3-xiHoniHkapbokcamig,
7-meToken-6-{[3-(4-mopdoniHin)nponinjamiHo}-4-(2-tTonyignHo)-3-xiHoniHkapbokcamia,
6-meTokcu-7-{[2-(4-mopdoniHin)eTunlamiHo}-4-(2-TonyinnHo)-3-xiHoniHkapbokcamig,
B-MeToKCU-7-[(2-MmeTokcieTun)amiHo]-4-(2-TonyignHo)-3-xiHoniHkapbokcamig,
7-{[3-(1H-imigason-1-in)nponinjamiHo}-6-meTokcn-4-(2-TonyinnHo)-3-xiHoniHkapbokcamig,
7-[(1-6eH3un-4-ninepyuanHin)amiHo]-6-meTokcn-4-(2-TonyinuHo)-3-xiHoniHkapbokcamig,
6-meTokcn-6-{[3-(4-MopdoniHin)nponin]amiHo}-4-(2-TonyignHo)-3-xiHoniHkapbokcamig,
4-[3-(rigpokcuMeTuN)-2-MeTUNaHiniHo]-6,7-gumeTokcun-3-xiHoniHkapbokcamig,
4-(2-6pomaHiniHo)-6,7-anmeTokcu-3-xiHoniHkapbokcamig,
4-(4-rigpoKcn-2-MeTUMaHINiHO)-6,7-gMMeToKcn-3-xiHoniHkapbokcamig,
6,7-gumeTokcun-4-(2-MeTokciaHiniHo)-3-xiHoniHkapbokcamia,
4-(4-cpnyop-2-MeTUNaHiniHo)-6,7-gumeTokcu-3-xiHoniHkapbokcamig,
4-[(1-eTun-1H-nipason-5-in)amiHo]-6,7-gumMeTokcu-3-xiHoniHkapbokcamig,
4-(3-amiHoKkapOOHIN-2-MeTHUNaHiniHo)-6,7-aumMeTokcun-3-xiHoniHkapbokcamig,
6,7-oumeTokcun-4-(2,3-aumeTunaHinito)-3-xiHoniHkapbokcamig,
6,7-anmeTtoken-4-(5,6,7,8-TeTparigpo-1-HadpTaniHinamiHo)-3-xiHoniHkapbokcamig,
4-(4-kapOoKcu-2-MeTUNaHINiHoO)-6,7-guMeToKcn-3-xiHoniHkapbokcamig,
4-(1H-iHgon-4-inamiHo)-6,7-guMeToKkcun-3-xXiHoniHkapOokcamig,
4-(3-xrop-2-MeTUNaHiniHo)-6,7-anmeTokcn-3-xiHoniHkapbokcamia,
4-[2-(amiHokap©boHin)aHiniHol-6,7-anmeTokcu-3-xiHoniHkapbokcamia,
4-(3-rigpoKcn-2-MeTUMNaHiniHo)-6,7-gumMmeTokcun-3-xiHoniHkapbokcamig,
6,7-oumeToKcUu-4-(3-MeTOKCU-2-MeTUNaHiNiHo)-3-xiHoniHkapbokcamig,
6,7-oumeTtokcun-4-[(1-metnn-1H-ingon-4-in)amiHo]-3-xiHoniHkap6okcamig,
6,7-aoumeTtokcn-4-[(1-okco-2,3-gurinpo-1H-iHgeH-4-in)amiHo]-3-xiHoniHkapbokcamig,
4-[1-rigpokcun-2,3-gurigpo-1H-ingeH-4-in)amiHo-6,7-gumeTokcun-3-xiHoniHkapbokcamia,
4-(4-kapOoKcn-2-MeTUNaHINiHoO)-6,7-guMeToKcn-3-xiHoniHkapbokcamig,
6,7-oumeTokcun-4-(4-MeToKCUKapboHin-2-MeTnnaHiniHo)-3-xiHoniHkapbokcamig,
4-(4-rigpoKCMMETUN-2-MeTUNAHINIHO)-6, 7-anMeToKkcK-3-xiHoniHkapbokcamig,
6,7-numeTokcun-4-(2-nponinaxiniHo)-3-xiHoniHkapbokcamig,
4-(2-izonponinaHiniHo)-6,7-aumeTokcu-3-xiHoniHkapbokcamig,
4-[2-(BTOpP-6YTMM)aHINiHO]-6,7-aumMeToKcn-3-xiHoniHkapbokcamig,
6,7-oumeTokcn-4-[3-(MeToKCUMETWM)-2-MeTUNaHINiHo]-3-xiHoniHkapbokcamig,
4-[3-(i30-6yTOKCUMETW)-2-METUNAHINIHO]-6, 7 -auMeToKCU-3-xiHomniHKapbokcamig,
4-[3-(yiaHOMeTUN)-2-MeTUNaHINiHO]-6,7-anmeToKken-3-xiHoniHkapbokcamig,
4-{3-[(eTunamiHo)MeTWUN]-2-METUMNAHINiIHO}-6,7-gMMeToKcu-3-xiHoniHkapbokcamig,
4-{3-[2-(eTMNamiHO)-2-0KcoeTUN]-2-MeTUNaHiniHo}-6, 7-anmeTokcn-3-xiHoniHkapbokcamig,
etun 2-(3-{[3-(amiHokapboHIn)-6,7-anMeTOKCU-4-XiHONIHIM]amiHO}-2-MeTundeHin)ayerTar,
4-[3-(2-amiHo-2-0KCOeTW)-2-MeTUNaHiNiHo]-6,7-aMmMeTokcmn-3-XiHomiHkapbokcamig,
4-[3-(2-rigpokcieTnn)-2-MeTUNaHiniHol-6,7-anmeTokcn-3-xiHoniHkapbokcamig,

4-(3-{2-[(2-rippokcieTun)amiHo]-2-okcoeTuM}-2-MeTUNaHiniHo)-6, 7-aumMeTokcun-3-xiHoniHkapbokcamig,

TpeT-OyTun 3-{[3-(amiHokapboHin)-6,7-aumMeToKcu-4-xiHoniHin]amiHo}-2-meTunbeHsunnkapbamar,
4-[3-(amiHOMEeTU)-2-MEeTUNaHINiIHO]-6, 7-anMeToKcK-3-xiHoniHkapbokcamig,
4-(4-cbnyop-2-MeTUMaHiniHo)-6-meTokcn-3-xiHoniHkapbokcamig,
4-(4-6pom-2-MeTUnaHiniHo)-6-meTokcu-3-xiHoniHkapbokcamig,
4-(4-xnop-2-MeTUnNaHiniHo)-6-meTokcu-3-xiHoniHkapbokcamig,
4-(2,4-gpuMeTrNaHInNiHo)-6-MeToKCcK-3-XiHoniHKkapbokcamig,
6-MeToKCU-4-(4-MeToKCK-2-MeTUMNaHInNiHo)-3-XiHoniHkapbokcamig,
4-(4-rigpoKcmn-2-MeTUaHiniHo)-6-meTokcn-3-xiHoniHkapbokcamia,
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4-(2-6pomaHiniHo)-6-meTokcu-3-xiHoniHkapbokcamia,
4-(2,4-puMeTOoKCiaHiniHo)-6-MeToKcK-3-XiHoniHkapOokcamig,
6-MeToKcU-4-(2-MeToKCiaHiniHo)-3-XiHoniHkapbokcamig,
4-(2-eToKCiaHiNiHO)-6-MeToKcK-3-xiHoniHkapbokcamia,
4-(2-eTUnNaHiniHo)-6-meTokcu-3-xiHoniHkapbokcamia,
6-MeTokcu-4-(2-TonyinuHo)-3-xiHoniHkap6okcamig,
6-meTokcn-4-[2-(MeTuncynbdaHin)axiniHo]-3-xiHoniHkapbokcamig,
4-(4-6pom-2-MeTUNaHiniHo)-6,7-anmeTokcu-3-xiHoniHkapbokcamia,
4-(4-xnop-2-MeTUNaHiniHo)-6,7-anmeTokcn-3-xiHoniHkapbokcamia,
4-(2,4-gpumeTrnaHiniHo)-6,7-gumeTokcun-3-xiHoniHkapbokcamia,
6,7-oumeToKcu-4-(4-MeToKCU-2-MeTUNaHiniHo)-3-xiHoniHkapbokcamig,
4-(2-6pom-4-MmeTunaHiniHo)-6,7-anmeTokcu-3-xiHoniHkapbokcamia,
4-(2-6pom-4-chnyopaHiniHo)-6,7-aumeTokcn-3-xiHoniHkapbokcamig,
4-(2,4-gpumeToKCiaHiniHo)-6,7-anmeToken-3-xiHoniHkapbokcamig,
4-(4-cpnyop-2-MeTUMNaHInNiHO)-7-MeToKkcK-3-xiHoniHkapbokcamig,
4-(4-6pom-2-MeTUNaHiniHo)-7-MeToKcu-3-xiHoniHkapbokcamig,
4-(4-xnop-2-MeTUNaHiniHo)-7-MeTokcu-3-xiHoniHkapbokcamig,
4-(2,4-gMMeTMNaHINiHo)-7-MeToKcK-3-XiHoniHkapbokcamig,
7-MeToKCK-4-(4-MeToKCK-2-MeTUMNaHiniHo)-3-xiHoniHkapbokcamig,
4-(4-rigpoKCn-2-METUMNaHINiHO)-7-MeToKcK-3-XiHoniHkapbokcamig,
4-(2-6pomaHiniHo)-7-MeToKcu-3-xiHoniHkapbokcamig,
4-(2-6pom-4-MeTUNaHiniHo)-7-MeTokcu-3-xiHoniHkapbokcamig,
4-(2-6pom-4-chrnyopaHiniHo)-7-meTokcun-3-XiHoniHkapbokcamig,
4-(2,4-puMeTOoKCiaHiniHo)-7-MeToKcu-3-xiHoniHkapbokcamig,
6,7-auxnop-4-(4-MeToKcK-2-MeTUNaHiniHo)-3-xiHoniHkapbokcamig,
6,7-auxnop-4-(2,4-nuMeTOKCiaHiNiHo)-3-xiHoniHkapbokcamig,
4-(2-eTUnaHiniHo)-3-xiHoniHkapbokcamig,
4-(2-TonyigunHo)-3-xiHoniHkapbokcamig,
4-[2-(meTUncynbgaHin)aHiniHo]-3-xiHoniHkapbokcamig,
4-(2-eToKCiaHinNiHO)-6,7-guMeToKcu-3-xiHoniHkapbokcamig,
4-[2-(rippokcuMeTUN)aHiniHoJ-6,7-gMmMeTokcu-3-xiHoniHkapbokcamig,
4-(2-eTUnaHiniHo)-6,7-anmeTokcn-3-XiHoniHkapbokcamig,
6,7-anmeTokcn-4-(2-TonyignHo)-3-xiHoniHkapbokcamia,
6,7-oumeTokcu-4-[2-(MeTuncynbdaHin)aniniHo]-3-xiHoniHkapbokcamig,
4-(2,4-npnbpomaHiniHo)-6,7-gumeTokcun-3-xiHoniHkapbokcamig,
7-MeToKcK-4-(2-MeToKciaHiniHo)-3-xiHoniHkapbokcamin,
4-(2-eTOKCiaHIiNiHO)-7-MeToKcK-3-xiHoniHkapbokcamia,
4-[2-(amiHokapBOoHin)aHiniHo]-7-MeTokcu-3-xiHoniHkapGokcamig,
4-(2-eTUNaHiniHo)-7-MeToKcUu-3-xiHoniHkapbokcamig,
7-meTokcn-4-(2-TonyinuHo)-3-xiHoniHkapbokcamig,
7-meToken-4-[2-(MeTuncynbdaHin)ariniHo]-3-xiHoniHkapbokcamig,
6,7-guxnop-4-(2-meTokciaHiniHo)-3-xiHoniHkapbokcamig,
6,7-guxnop-4-(2-eTunaHiniHo)-3-xiHoniHkapbokcamig,
6,7-auxnop-4-[2-(meTuncynbdaHin)axiniHo]-3-xiHoniHkapbokcamig,
4-(2,5-guMeTrnaniniHo)-6,7-gumeTokcun-3-xiHoniHkapbokcamig,
4-(5-cpbnyop-2-MeTUMIaHiniHo)-6,7-gumMmeTokcun-3-xiHoniHkapbokcamig,
4-(5-xnop-2-MeTuUnaHiniHo)-6,7-anmeTokcu-3-xiHoniHkapbokcamia,
4-(3-pnyop-2-MeTUMaHiniHo)-6,7-gumMmeTokcun-3-xiHoniHkapbokcamig,
4-(4-rigpokcun-2,5-gumMeTnnaHinino)-6,7-aumeTokcn-3-xiHoniHkapbokcamig,
4-(2-rigpokcn-4-MeTUMNaHiniHo)-6,7-guMeTokcun-3-xiHoniHkapbokcamig,
4-aHiniHo-6,7-gumeTokcun-3-xiHoniHkapbokcamia,
4-(4-xnop-2-cpnyopaHiniHo)-6,7-gumeTokcun-3-xiHoniHkapbokcamig,
4-(2-cpnyopaHiniHo)-6,7-gumeTokcun-3-xiHoniHkapbokcamig,
4-(2,6-gndpnyopaHiniHo)-6,7-aumeTokcn-3-XiHoniHkapbokcamig,
4-(3-6pomaHiniHo)-6,7-anmeTokcn-3-xiHoniHkapbokcamin,
4-(3-cpnyopaHiniHo)-6,7-gumeTokcu-3-xiHoniHkapbokcamig,
6,7-oumeTokcu-4-(4-MeToKCiaHiniHo)-3-xiHoniHkapbokcamig,
4-(3-xropaHiniHo)-6,7-anmeTokcu-3-xiHoniHkapbokcamig,
4-(2-xnopaHiniHo)-6,7-anmeTokcu-3-xiHoniHkapbokcamig,
4-[3-(ayeTmnamiHo)aHiniHo]-6,7-gmmeTokcmn-3-xiHoniHkapbokcamig,
4-(2,5-audpnyopaHiniHo)-6,7-aumeTokcun-3-xiHoniHkapbokcamia,
4-(1H-iHgon-5-inamiHo)-6,7-guMeTokcKn-3-xiHoniHkapbokcamia,
4-(1H-inga3on-5-inamiHo)-6, 7-anmeTokcn-3-xiHoniHkapbokcamig,
4-(1H-inga3on-6-inamiHo)-6,7-anmeTokcn-3-xiHoniHkapbokcamig,
4-(2,4-gpncpnyopaHiniHo)-6,7-anumeTokcn-3-xiHoniHkapbokcamig,
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4-(2-cbnyop-4-MeTuUnaHiniHo)-6,7-gumeTokcun-3-xiHoniHkapbokcamig,
4-(2,4-puxnopaHiniHo)-6,7-gumeTokcu-3-xiHoniHkapbokcamig,
4-(2,5-guxnopaHiniHo)-6,7-gumeTokcu-3-xiHoniHkapbokcamig,
4-[2-(2-rigpokcieTun)aniniHo]-6,7-anmeTokcu-3-xiHoniHkapbokcamia,

4-(3-xnop-4-chnyopaHiniHo)-6, 7-aumeTokcn-3-xiHoniHkapbokcamig,
6,7-numeTokcu-4-[3-(MeTuncynbdaHin)aniniHo]-3-xiHoniHkapbokcamig,
6,7-ouMeToKcUu-4-(2-MeTOKCU-5-MeTunaHiniHo)-3-xiHoniHkapbokcamig,
4-[4-(pmmMeTnnamiHo)aHiniHol-6,7-onumeTokcn-3-xiHoniHkapbokcamia,
6,7-numeTokcu-4-[4-(meTuncynbdanin)aHiniHo]-3-xiHoniHkapbokcamig,
4-[4-(2-rigpokcieTun)aniniHol-6,7-anmeTokcu-3-xiHoniHkapbokcamia,
4-(3-rigpokcun-4-MeToKCiaHinNiHO)-6,7-anMeToKcKu-3-xiHoniHkapbokcamig,
4-(2,3-guxnopaHiniHo)-6,7-gumeTokcun-3-xiHoniHkapbokcamig,
6,7-oumeTokcun-4-(2,3,4-1pucbnyopaniniHo)-3-xiHoniHkapbokcamig,
6,7-numeTokcun-4-(3-TonyigmHo)-3-xiHoniHkapbokcamig,
4-(2-rigpokcn-4-MeTUNaHiniHo)-6,7-gumMmeTokcu-3-xiHoniHkapbokcamig,
4-(2-pnyop-4-rinpokcianiniHo)-6,7-aumeTokcn-3-xiHoniHkapbokcamig,
4-[2-(rippokcuMeTnn)-4-MeTunaHiniHo]-6,7-gnmeTokcun-3-xiHoniHkapbokcamig,
4-(2-xnop-4-cpnyopaHiniHo)-6,7-aumeTokcn-3-xiHomniHkapbokcamig,
4-(2-cbnyop-5-meTnnaHiniHo)-6,7-gumeTokcun-3-xiHoniHkapbokcamig,
4-[(2-uiaHoheHIN)amiHo]-6,7-anmMeToKCMXiHONIH-3-kapbokcamia,
4-[(2,5-gndbnyopdpeHin)amiHo]-6,7-anmeToKkcuxiHoniH-3-kapbokcamig,
4-(1H-iHgon-5-inamiHo)-6,7-gMMeToKCnXiHONIH-3-kapbokcamig,
6,7-auxriop-4-(2-MmeTunaHiniHo)-3-xiHoniHkapbokcamig,
4-(2,3-gurigpo-1H-iHgeH-1-inamiHo)-6,7-guMeToKkcKn-3-xiHoniHkapbokcamia,
6,7-oumeTokcun-4-{[2-(TpudnyopmeTnn)beHaunn]amiHo}-3-xiHoniHkapbokcamig,
6,7-oumeTokcn-4-[(1-cpeninetnn)amino]-3-xiHoniHkapbokcamig,
4-(3-rigpokCMMeTUN-2-MeTUNaHiniHo)-3-xiHoniHkapbokcamig,
9-(3-rigpokcumeTnn-2-MeTunaniniHo)-2,3-gurigpo[1,4]jaiokcnHol2,3g]xiHoniH-8-kapbokcamia,
4-[(2-eTundpeHin)amiHo]-7-meTokcun-6-[2-(nponinamiHo)eTokcn ]xiHoniH-3-kapbokcamin,
6-[2-(eTnnamiHo)eTokcu]-4-[(2-eTUNgEHIN)amMiHO]-7-MeToKCUXiHOMIH-3-kapbokcamig,
6-[2-(isonponinamiHo)eTokcu]-7-meToken-4-[(3-MeToKCcU-2-MeTundeHin)amiHo]xiHoniH-3-kapbokcamig,
6-[2-(aumeTrnamiHo)eTokcun]-4-{[2-eTnn-3-(rigpokcmmMeTnn)heHin]amiHo}-7-meToKkcuxiHoniH-3-kapbokcamia,
6-[3-(gieTnnamiHo)nponokcu]-4-{(3-(rigpokcnmeTni)-2-MeTnndeHin]amiHo}-7-meTokcuxiHoniH-3-kapbokcamia,
4-{[2-eTun-3-(rinpokcnmeTun)eHinlamiHo}-7-MeTokcn-6-[2-(MeTunamiHo)eTokcu]xiHoniH-3-kapbokcamia,
4-[(2-eTundpeHin)amiHo]-7-meTokcun-6-[3-(nipnanH-4-inamiHo)nponokcu]xiHoniH-3-kapbokcamia,
4-[(2-eTnndpeHin)amiHo]-7-meTokcun-6-[3-[(2-amiHO-2-0KcoeTn)aMiHo)NponoKcK]xiHoniH-3-kapbokcamig,
4-[(2-eTnndeHin)amiHo]-7-meTokcun-6-[3-(1H-nipason-3-inamiHo)nponokcm]xiHoniH-3-kapbokcamig,
4-[(2-eTundpeHin)amiHo]-7-meTokcn-6-[3-(2-nipnanH-2-inamiHo)nponokcu]xiHoniH-3-kapbokcamig,

etun 4-[(3-(amiHokapOoHin)-4-{[2-eTnn-3-(rigpokcMmMeTun)PeHin]jamiHo}-6-MeToKCUXIHOMIH-7-in)okcn]byTaHoar,
7-[3-(gieTnunamino)nponokcu]-6-meToken-4-[(2-meTokcundeHrin)amiHo]xiHomniH-3-kapbokcamig,
7-[3-(eTvnamiHo)nponokcu]-6-meToken-4-{[2-(TpndnyopmeTun)deHinjamiHo}xiHoniH-3-kapbokcamig,
7-[3-(eTvnamiHo)nponokcu]-4-[(2-eTundeHin)amiHo]-6-meToKkcnxiHoniH-3-kapbokcamig,
4-[(2-eTundpeHin)amiHo]-7-[3-(izonponinamiHo)nponokcu]-6-MmeTokcmxiHoniH-3-kapbokcamia,
7-[3-(eTnnamiHo)nponokcu]-4-{[2-eTnn-3-(rig pokcMMeTUN)PeHin]amiHo}-6-MmeToKCUXiHoMIH-3-kapbokcamig,
4-{[2-eTnn-3-(rinpokcnmeTunn)eHinlamiHo}-6-meToken-7-[3-(nponinamiHo)n ponokcuxiHoniH-3-kapbokcamia,
7-[3-(aumeTmnamiHo)nponokcu]-4-[(2-eTundeHin)amiHo]-6-meTokcuxiHoniH-3-kapbokcamia,
4-[(2-eTundpeHin)amiHo]-6-meTokcun-7-(3-niponianH-1-innponokcun)xiHoniH-3-kapbokcamig,
7-[3-(gieTunamito)nponokcu]-4-[(2-eTundpeHin)amiHo]-6-MmeTokcuxiHoniH-3-kapbokcamig,
4-[(2-eTundpeHin)amiHo]-6-meTokcun-7-(3-ninepuamnH-1-innponokcn)xiHoniH-3-kapbokcamig,
7-[3-(anmeTrnamiHo)nponokcm]-4-{(2-eTun-3-(rigpokcumeTun)dpeHin]amiHo}-6-meTokcmxiHoniH-3-kapbokcamig,
7-[3-(nieTnnamino)nponokcu]-4-{(2-eTun-3-(rigpokcmmeTnn)eHin]amiHo}-6-meTokcuxiHoniH-3-kapbokcamia,
7-{3-[2-eToKCieTnn)amiHo]nponokcu}-4-[(2-eTundeHin)amiHo]-6-meTokcuxiHoniH-3-kapbokcamia,
4-[(2-eTundpeHin)amiHo]-6-meTokcn-7-(3-ninepuanH-1-innponokcn)xiHoniH-3-kapbokcamig,
4-[(2-eTnndpeHin)amiHo]-6-meTokcun-7-(3-TiomopdoniH-4-innponokcun)xXiHomiH-3-kapbokcamig,
4-{[3-(rinpokcnmeTunn)-2-MeTundeHinlamiHo}-6-metTokeun-7-(3-niponignH-1-innponokcun)xiHoniH-3-kapbokcamia,
7-[3-[1,1-piokcuaoTioMmopdoniH-4-in)nponokcun]-4-[(2-eTundpeHin)amiHo]-6-meTokcmxiHoniH-3-kapbokcamia,
4-{[2-eTnn-3-(rigpokcumeTun)eHinjamiHo}-6-metoken-7-(3-niponigmH-1-innponokcun)xiHoniH-3-kapbokcamig,
4-{[2-eTnn-3-(rigpokcnmeTun)eHinlamiHo}-6-meToken-7-(3-ninepuanH-1-innponokcn)xiHoniH-3-kapbokcamig,

4-{[3-(rinppokcnmeTunn)-2-MmeTundeHrinlamino}-7-[3-(3-rigpokcuninepmnanH-1-in)nponokcn]-6-MeToKkCUxiHomMiH-3-kap6
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okcamig,
4-{[2-eTun-3-(rinpokcumeTun)deHinjamiHo}-6-metoken-7-[3-(1H-1,2,4-tprason-1-in)nponokcu]xiHoniH-3-kapbokca
mig,
7-(3-azenaH-1-innponokcu)-4-[(2-eTundeHrin)amiHo]-6-MmeTokcmxiHoniH-3-kapbokcamig,
6,7-oumeTokcn-4-{[2-(meTunTio)peHin]amiHo}xiHoniH-3-kapbokcamigy TpudnyopaueTarT,
6,7-oumeTokcun-4-[(4-metoken-2-meTundeHin)amiHolxiHoniH-3-kapbokcamig,
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4-{[2-6pom-3-(rigpokcmeTun)deHinjamiHo}-6,7-gumeTokcmxiHoniH-3-kapbokcamig,

4-{[2-eTnn-3-(rigpokcumeTun)eHinjamiHo}-6,7-gumeTokcmxiHoniH-3-kapbokcamig,

abo il hapMaLeBTUYHO NPUAHATHA Cinb.

8. Cnonyka copmynu (1), sky Bu3Ha4eHo B Oyab-akomy 3 nn. 1-7, onNs BMKOPUCTaHHA Y Tepanii, 3a yMOBM, WO
CMosyKkoo He € 4-(3-6pomaHiniHo)-6,7-gnmeTokcun-3-xiHoniHkapbokcamig Ta
4-(2,4-pgnxnopaHiniHo)-6,7-aumeTokcu-3-xiHoniHkapbokcamig,

9. Cnonyka copmynu (IA):

ArNH O , (1A)
i |
“ MH,
R2 N

B AKir

Ar € deHinom, 3amilieHnM eTurom, nponifiom, rigpokcumetuniom abo CO,H, abo ABiMi 3aMmilleHuM MeTuriom Ta
rigpoKCMMETMIOM;

R' € MeTokcuMoM, eTokcurnoM abo rpynoio OCH,CONH,, OCH,CH,0OCH; abo O(CHz)pNR4R5, Oe p OopiBHI0E 2
abo 3, a R*TaR% ¢ rigporeHoM, MeTWUsioM, eTurom abo nponin, abo pasom R* Ta R® YTBOPIOKOTE NiponignHoBe,
iMigasonebHe abo MopdoniHoBe KinbLe;

R?2 e meTokcunom, eTokcunom a6o O(CH,),NR*R®, fe p nopisHioe 2, 3 abo 4, a R* ta R® e rinporeHom, MeTunom
abo eTunom, abo oguH 3 R* abo R® € meTunom, a iHWUIA € nipugunom abo nipasonom, a6o R* Ta R® yTtBOpioloTb
ninepvanHoBe, rigpokcuninepnanHoBe, TiomopdponiHoBe, MopdhoniHoBe, niponigmMHoBe,
2,6-gumeTnnmopdoniHivigasonsHe abo TprasorbHe KinbLe,

abo i papmaleBTUHHO NPURHATHA Cinb abo conbBar,

3a YMOBM, LLO KoM A € ¢heHinoMm, 3amilleHMM eTunom abo nponinom, abo ABidi 3amilieHm mMeTunom, To R' Ta R?
He € obuaea MeTokcurioMm, R! Ta R? He € obugsa eTokcuroMm abo oauH 3 RT/R? He € MeToKcMMoM, KOnu iHLWKIA €
€TOKCMITOM.

10. Cnonyka 3a n. 9, aKy BMbpaHo 3 rpynu:

4-(2-eTUNaHiniHo)-6-meTokcn-7-{2-[MeTnn(4-nipuanHin)amiHoletokcu}-3-xiHoniHkapbokcamig,

4-[3-(rigpokcMMeTUN)-2-MeTUNaHiniHo]-6-meToken-7-[3-(4-TiomopdoniHin)nponokcu]-3-xiHoniHkapbokcamig,

4-[3-(rippokcuMeTN)-2-MeTunaHiniHo]-6-metoken-7-[3-(1-ninepnanHin)nponokcu]-3-xiHoniHkapbokcamig,

4-[3-(rippokcuMeTn)-2-MeTunaHiniHo]-6-metoken-7-[3-(4-mopdoniHin)nponokcun]-3-xiHoniHkapbokcamia,

7-[3-(anmeTmnamiHo)nponokcu]-4-(2-eTunaHiniHo)-6-meTokcu-3-xiHoniHkapbokcamig,

7-[3-(anmeTrnamiHo)nponokcu]-4-[3-(rigpokcuMeTnn)-2-MeTunaHiniHo]-6-meTokcn-3-xiHoniHkapbokcamig,

7-{3-[(2R,6S)-2,6-aumeTnnmMmopdponiHin]nponokcu}-4-[3-(rigpokCMMeTUN)-2-MeTUMaHINiHo]-6-MeToKcn-3-XiHoniHKap6
okcamia,

4-(2-eTUnaHiniHo)-6-meTokeu-7-[3-(4-mopdponiHin)nponokcm]-3-xiHoniHkapbokcamig,

4-(2-eTUNaHiniHo)-6-meTokcn-7-[4-(4-mopdponiHin)oyTokeun]-3-xiHoniHkapbokcamig,

4-(2-eTUnaHiniHo)-6-meTokcn-7-{3-[MeTnn(4-nipuanHin)amiHo]nponokcu}-3-xiHoniHkapbokcamig,

4-(2-eTUNaHiniHo)-7-MeToKcn-6-[2-(MeTnnamiHo)eTokcu]-3-xiHoniHkapbokcamig,

7-{3-[(28,6S)-2,6-gumeTnnmopdoniHin]nponokcn}-4-[3-(rigppokcnmMeTn)-2-MeTunaHiniHo]-6-meTokcm-3-XiHoniHkap6
okcamig,

4-(2-eTnnaHinivo)-7-[3-(1H-iminason-1-in)nponokcun]-6-meTokcn-3-xiHoniHkapbokcamig,

6-(2-amiHoeToKkeK )-4-(2-eTUNaHiNiHo)-7-MeToKcK-3-XiHoniHkapbokcamig,

6-meToKcn-4-[2-(MeTuncynbdaHin)ariniHo]-7-[3-(4-mopdoninin)nponokcn]-3-xiHoniHkapbokcamig,

6-meTokeu-7-[3-(4-MopdoniHin)nponoken]-4-(2-tonyiguHo)-3-xiHoniHkapbokcamig,
4-(2-eTUnaHiniHo)-6-metokeun-7-[3-(1H-1,2,4-tpnason-1-in)nponokcu]-3-xiHoniHkapbokcamig,
4-(2-eTUNaHiniHo)-6-MeToKcU-7-[2-(MeTnnamiHo)eTokcu]-3-xiHoniHkapbokcamig,
4-(2-eTUnNaHiniHo)-6-MeToKCU-7-(2-MeToKCieTOKCK)-3-XiHoniHKkapbokcamig,
4-(2-eTUnaHiniHo)-7-(3-rigpokcMnponokcn)-6-meToken-3-xiHoniHkapbokcamig,
6-MeToKcu-7-[2-(4-MopdponiHin)eToken]-4-(2-TonyinnHo)-3-xiHoniHkapbokcamia,
4-[3-(rigpoKkcMMeTUN)-2-MeTUNaHinNiHo]-7-meTokcn-6-[2-(1-niponigunHin)etokcn]-3-xiHoniHkapbokcamig,
3-{[3-(amiHOoKkapOOHIN)-6,7-O1MMETOKCU-4-XIHONIHIN]aMiHO}-2-MeTUNGEH30MHa KucroTa,
4-[3-(rippoKkcMMeTN)-2-MeTUNaHiniHo]-6,7-gnmeTokcun-3-xiHoniHkapbokcamig,
4-(2-eTUnaHiniHo)-7-[2-(1H-imigason-1-in)etokcun]-6-meTokcn-3-xiHoniHkapbokcamig,
4-[3-(2-rigpokcieTnn)-2-MeTunaHiniHol-6,7-anmeTokcn-3-xiHoniHkapbokcamig,
7-meToken-6-{[2-(4-mopdoniHin)eTnnlamiHo}-4-(2-tonyinnHo)-3-xiHoniHkapbokcamig,
4-(2-eTUnaHinito)-6-[3-(1H-iminason-1-in)nponokcun]-7-meTokcn-3-xiHoniHkapbokcamig,
4-(2-eTUnaHiniHo)-7-meTokcn-6-[2-(1-niponianHin)etokcn]-3-xiHoniHkapbokcamia,
7-(3-amiHonponokcn)-4-(2-eTunaHiniHo)-6-meTokcun-3-xiHoniHkapbokcamia,

MeTtun 4-{[3-(amiHokapboHin)-6-meTokcu-4-(2-TonyignHo)-7-xiHoniHin]Jokcun}oytaHoar,

4-[3-(amiHOMETU)-2-MEeTUNAHINIHO]-6, 7-anMeToKCU-3-xiHoniHkapbokcamig,

6-{[3-(1H-imigason-1-in)nponinjamiHo}-7-meTokcn-4-(2-TonyinnHo)-3-xiHoniHkapbokcamig,
4-[3-(rippoKkcMMeTWI)-2-MeTUNaHiNiHo]-7-MeToKen-6-(2-meTokcieToken)-3-xiHoniHkapbokcamig,
6-[2-(anmeTrnnamiHo)eTokcu]-4-(2-eTUnaHiniHo)-7-meTokcu-3-xiHoniHkapbokcamia,
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4-[3-(yiaHOMeTUN)-2-MeTUNaHINiHo]-6,7-anmeToKen-3-xiHoniHkapbokcamig,
4-[3-(2-amiHO-2-0KCOeTUN)-2-MEeTUNaHINiHo]-6,7-aumMmeTokcmn-3-xiHoniHkapbokcamig,
6-(3-amiHonponokcn)-4-(2-eTUnaHiniHo)-7-meTokcu-3-xiHoniHkapbokcamig,
4-[3-(rippokcMMeTNM)-2-MeTUNaHiNiHo]-7-MeToken-6-[3-(4-mopdoniHin)nponokcun]-3-xiHoniHkapbokcamig,
4-[3-(rippoKkcMMeTII)-2-MeTUNaHiniHo]-7-meToken-6-[2-(4-mopdoniHin)etokcun]-3-xiHoniHkapbokcamig,
Ta il papmaLeBTUYHO NPURHSATHI coni.
11. Cnonyka 3a n. 9, Aky BubGpaHo 3 rpynu:
4-[(2-eTnndpeHin)amiHo]-7-meTokcun-6-[3-(nipnanH-4-inamiHo)nponokcuxiHoniH-3-kapbokcamia,
4-[(2-eTnndeHin)amiHo]-7-meTokcun-6-[3-[(2-amiHo-2-okcoeTnn)amiHo]npornokcu]-xiHoniH-3-kapbokcamia,
4-[(2-eTnndpeHin)amiHo]-7-metokcun-6-[3-(1H-nipason-3-inamiHo)nponokcm]xiHoniH-3-kapbokcamig,
4-[(2-eTundpeHin)amiHo]-7-meTokcun-6-[3-(nipnanH-2-inamiHo)nponokcuxiHoniH-3-kapbokcamia,
etun 4-[(3-(amiHokapOoHin)-4-{[2-eTnn-3-(rigpokcMmMeTUN)PeHin]jamiHo}-6-MeToOKCUXIHOMIH-7-in)okcn]byTaHoar,
7-[3-(nieTnnamino)nponokcu]-6-meToken-4-[(2-meTokcundeHrin)amiHo]xiHomiH-3-kapbokcamig,
7-[3-(eTvnamiHo)nponokcu]-6-meTokcn-4-{[2-(TpndpnyopmeTun)deHinjamiHo}xiHoniH-3-kapbokcamig,
7-[3-(eTvnamiHo)nponokcu]-4-[(2-eTundeHin)amiHo]-6-meTokcuxiHomniH-3-kapbokcamig,
4-[(2-eTundpeHin)amiHo]-7-[3-(izonponinamiHo)nponokcu]-6-mMmeTokcmxiHoniH-3-kapbokcamia,
7-[3-(eTvnamiHo)nponokcu]-4-{[2-eTnn-3-(rigpokcMMeTUN)PeHin]amiHo}-6-MmeToKcUXiHoMIH-3-kapbokcamig,
4-{[2-eTnn-3-(rinpokcnmeTun)eHinjamiHo}-6-meToken-7-[3-(nponinamiHo)nponokcuxiHoniH-3-kapbokcamia,
7-[3-(aumeTmnamiHo)nponokcu]-4-[(2-eTundeHin)amiHo]-6-meTokcuxiHoniH-3-kapbokcamia,
4-[(2-eTundbeHin)amiHo]-6-meTokcun-7-(3-niponianH-1-innponokcun)xiHoniH-3-kapbokcamig,
7-[3-(gieTunamito)nponokcu]-4-[(2-eTundeHin)amiHo]-6-MmeToKcuxiHonNiH-3-kapbokcamig,
4-[(2-eTnndpeHin)amiHo]-6-meTokcun-7-(3-ninepuanH-1-innponokcn)xiHoniH-3-kapbokcamig,
7-[3-(aumeTmnamiHo)nponokcu]-4-{[2-eTnn-3-(rigpokcnmeTnn)heHin]amiHo}-6-meToKkcuxiHoniH-3-kapbokcamig,
7-[3-(gieTunamin)nponokcu]-4-{[2-eTun-3-(rigpokcumeTun)dpeHin]amiHo}-6-meTokcmxiHoniH-3-kapbokcamia,
7-{3-[(2-eToKCieTUN)amiHo]nponokcu}-4-[(2-eTundeHin)amiHo]-6-meTokcUxiHoNiH-3-kapbokcamig,
4-[(2-eTundpeHin)amiHo]-6-meTokcun-7-(3-ninepuamnH-1-innponokcn)xiHoniH-3-kapbokcamig,
4-[(2-eTnndeHin)amiHo]-6-meTokeun-7-(3-TiomopdoniH-4-innponokcun)xXiHomiH-3-kapbokcamig,
4-{[3-(rinpokcnmeTunn)-2-MmeTundeHinlamiHo}-6-metokeun-7-(3-niponignH-1-innponokcun)xiHoniH-3-kapbokcamia,
4-{[2-eTun-3-(rigpokcumeTun)eHinjamiHo}-6-meTokeu-7-(3-niponigmH-1-innponokcun)xiHoniH-3-kapbokcamig,
4-{[2-eTnn-3-(rinpokcnmeTun)eHinlamiHo}-6-meToken-7-(3-ninepuanH-1-innponokcn)xiHoniH-3-kapbokcamig,
4-{[3-(rinppokcnmeTunn)-2-MmeTundeHrinlamino}-7-[3-(3-rigpokcmninepnamnH-1-in)nponokcu]-6-mMmeTokCMXiHOMiH-3-kap6
okcamia,
4-{[2-eTnn-3-(rinpokcumeTun)deHinjamiHo}-6-metoken-7-[3-(1H-1,2,4-tpnason-1-in)nponokcu]xiHoniH-3-kapbokca
mig,
Ta il papmaLeBTUYHO NPURHSTHI Coni.
12. Cnonyka copmynu (IA) Ana BUKOPUCTAHHS siK TepaneBTUYHOro 3acoby.
13. ®apmauyeBTMYHa KOMMNO3MLis, WO MiCTUTb cnonyky cdopmynu (IA) abo ii dhapmaleBTUHHO NPUIAHATHY Cirlb B
NnoeaHaHHi 3 hapMaLeBTUHHO NPUAHATHUM HOCIEM.

OdbiliiHnii GroneteHb "lMpomucnoaBa BnacHicTe". KHura 1 "BuHaxogn, kopucHi mogeni, Tonorpadii iHTerpansHux

MmikpocxeM", 2006, N 7, 15.07.2006. [depxaBHWA OenapTaMeHT iHTenekTyanbHoi BnacHocTi MiHicTepctBa ocBiTh i
HayKkun YKpaiHu.
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